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Chapter 1. Purpose of the CRISP Il Manual of Procedures

The purpose of the CRISP Il Manual of Procedures (MOP) is to provide study investigators with
one all-encompassing source to use as a guide in carrying out CRISP Il studies. The CRISP Il MOP includes
sections on study organization and administration; subject recruitment; protection of human subjects;
publications and communications; study design; screening, enrollment, and follow-up; data
management (forms, web-based data entry system, quality control/assurance, statistical design and
analysis, and reporting); and personnel. The complete MOP will remain posted on the CRISP Il website
(private access) for the entire length of the study and will be updated as necessary.

Study investigators will also be able to print complete copies of the CRISP Il MOP directly from
the website, as needed. The Data and Safety Monitoring Board will also have private access to the web-
based CRISP | MOP.

The online version of the MOP is the most recent and complete. The DCIAC will add changes as
necessary and will notify study personnel when changes have been posted. It is the responsibility of PCC
personnel to ensure that all paper versions of the MOP are kept up to date.

1.1. Revision History
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Chapter 2. Introduction and Background

2.1. Preface

The Division of Kidney Urology and Hematology Disease (DKUHD) of the National Institute of
Diabetes and Digestive and Kidney Diseases (NIDDK) funded a cooperative agreement (UO1) for a
consortium of participating clinical centers (PCCs) and a data coordinating and imaging analysis center
(DCIAC) to develop and implement studies to test whether imaging techniques can provide accurate and
reproducible markers of progression of renal disease in patients with polycystic kidney disease.

The awarded participating clinical centers are Emory University, University of Kansas, and Mayo
Foundation (with a subcontract to the University of Alabama). The awarded DCIAC is Washington
University in St. Louis. Due to the relocation of the DCIAC P.l. from Washington University to the
University of Pittsburgh, the DCIAC for CRISP Il is currently located at the University of Pittsburgh.

The goal of the CRISP Study is to conduct a prospective, longitudinal trial to evaluate the
accuracy and validity of magnetic resonance imaging to determine disease progression in ADPKD
defined as a change in both renal and renal cyst volumes and renal function over time.

2.2. Background and Rationale

2.2.1. Autosomal Dominant Polycystic Kidney Disease

Autosomal dominant polycystic kidney disease (ADPKD) is a major cause of disabling morbidity
and is the fourth leading cause of end-stage renal failure in the world, affecting more than 500,000 U.S.
citizens and millions more worldwide. It is the most common single-gene disorder that is potentially
lethal. Annual costs to treat ADPKD exceed 1 billion dollars for dialysis, renal transplantation and regular
management of other complications secondary to the disease (1).

ADPKD is caused by mutations within either of two genes, PKD-1 and PKD-2. Both genotypes
are characterized by the progressive enlargement of innumerable cysts derived from tubules that lead
to an overall progressive increase in the size of the kidneys. Over the past decade knowledge of the
molecular and cellular pathogenesis of ADPKD has significantly increased. The PKD genes have been
identified and the functions of their protein products have been defined (2).

ADPKD is a bilateral condition, although the absolute changes in kidney size may be asymmetric.
The progressive increase in kidney size is associated with considerable morbidity throughout the life of
individual patients, and include 1) abdominal pain, 2) gross hematuria, 3) hypertension at an early age,
4) renal stones, 5) renal infections, 6) cosmetic deformity of the abdomen and 7) renal insufficiency in
those older than 50 years of age (3-11). ADPKD is in fact a systemic illness. In addition to the kidney,
cysts are frequently found in the liver, pancreas, arachnoid and less frequently in the spleen and testis.
Aneurysms of the cerebral arteries occur in approximately 5 - 10 % of patients with ADPKD, and
abnormalities of the heart valves are detected in approximately one-fourth of patients.

The hallmarks of ADPKD are innumerable fluid-filled cysts scattered throughout both kidneys
that cause the total renal size to increase many times greater than normal. In affected individuals,
enlargement of the kidneys generally progresses steadily culminating in renal insufficiency in more than
50 %, although the age of onset of renal failure is highly variable. Examples of end-stage renal disease
(ESRD) in the first year of life have been reported, but it is also common knowledge among
nephrologists that patients with well-developed ADPKD may live beyond 80 years of age without serious
impairment of renal function. Consequently, it is impossible to predict from clinical information the
long term course of the disease in young, asymptomatic patients.
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In patients with a positive family history, the diagnosis of ADPKD is established by the
demonstration of bilateral renal cysts defined by ultrasound, computed tomography, magnetic
resonance imaging or direct surgical inspection. The disease exhibits a dominant mode of genetic
transmission with complete penetrance. Genetic linkage to markers on chromosomes 16 and 4 have
been used in relatively large families to determine those without renal cysts who may be at risk for
ADPKD and more recently mutation analysis has become commercially available.

Although all patients who inherit ADPKD develop cysts within the kidneys, there is substantial
variability in the occurrence of renal failure. Several groups of investigators in North America and
Europe have explored the age of onset of ESRD (12-19). Patients with ADPKD most commonly develop
ESRD in the sixth decade of life. In the Modification of Diet in Renal Disease study (MDRD), ADPKD
subjects with GFR values between 25 and 55 mL/min per 1.73 m2 lost GFR at a rate of 5.8 mL/year,
whereas in non-ADPKD participants (chronic glomerulonephritis, hypertensive renal disease, etc) GFR
decreased 3.1 mL/min per year. Once the GFR begins to decrease the typical course is one of inexorable
decline in filtration culminating in death from uremia, unless the patient is rescued with dialysis and/or
renal transplantation. The rate of functional decline can be highly variable among unrelated individuals
with ADPKD as well as between members of the same family. This suggests that factors in addition to
the inherited mutations determine the rate of functional decline.

As for many other chronic, progressive disorders, GFR is a poor marker of renal function in
ADPKD. GFR levels remain at levels well within the normal range for many years during which time renal
cysts occupy progressively increasing fractions of total renal volume (12-19). Compensatory
adjustments in glomerular filtration and tubular reabsorption help to maintain the GFR on a nearly even
keel until the loss of filtering units falls below the minimum required to maintain the filtration rate
normal. At this juncture, GFR falls in a linear, precipitous decline.

2.2.2. ADPKD Disease Progression

Cysts have been found in the kidneys of first trimester fetuses that carry one of the ADPKD
mutations. More typically, the disease goes unnoticed until it is discovered in the course of a physical
examination or by ultrasound or computed tomographic testing. Dissection studies of kidneys in the
early stage of disease development indicate that the cysts may arise in all segments of the nephron and
collecting ducts. More recent studies using immunohistochemistry or hormonal responsiveness in cyst-
derived cultured cells suggest a predominant origin from collecting ducts. Close examination of the
cysts by light and electron microscopy has revealed evidence that adjacent parenchyma is compressed
along with infiltration into the interstitium of mononuclear cells in association with fibrosis. It is
important to emphasize that the cysts appear to develop in only a small fraction of the nephrons and
collecting ducts, perhaps fewer than 1% (20). The distribution of the cysts may be highly asymmetric
within and between the kidneys.

The tubule basement membrane surrounding the individual cysts are typically thickened and
laminated. In early stages of the disease examined by light microscopy, the adjacent renal parenchyma
appears to be uninvolved. On the other hand, studies of cell proliferation and apoptosis markers
indicate that the adjacent non-cystic renal tubule cells may respond to a proliferative stimulus similar to
that observed within the epithelial cells lining the cysts.

As the disease progresses, the size of the individual cysts increases, but whether the number of
cysts increase is not known. There is a progressive decrease in non-cystic parenchyma which has led
researchers to suggest that the enlarging cysts crowd out the normal parenchyma in the same way that
solid neoplasms displace and erode tissues in which they arise. As the cysts enlarge and the total kidney
size increases, the volume of non-cystic parenchyma, on which the function of the kidneys depend,
declines. There is evidence of accelerated apoptosis in the renal cysts and the adjacent non-cystic
parenchyma. In later stages the interstitium expands owing to the accumulation of collagenous material
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and frank fibrosis together with foci of mononuclear cells. The distortion of the interstitium involves the
peritubular capillaries, veins and arterioles, in association with the sclerosis of small and medium-sized
arteries (20).

In the terminal stages of the disease, glomeruli are commonly globally sclerotic which more
typically reflects an antecedent scarring process within afferent arterioles in contrast to the focal
sclerosis pattern of glomeruli subjected to abnormal transcapillary hydrostatic pressure. Non-sclerotic
glomeruli appear enlarged, reflecting compensatory hypertrophy. Mild to moderate proteinuria is
observed in ADPKD and appears to be a harbinger of poor prognosis for overall renal function. At the
end-stage, polycystic kidneys are typically enlarged, sometimes more than 10 times greater than
normal. The end-stage polycystic kidney is comprised primarily of fluid trapped in cysts varying in size
from a few microliters to more than 100 mL. The surface of the kidney is typically laced with bands of
fibrotic material. On the cut surface, the cysts stand out as distinct cavities between strands of scar
tissue. Normal parenchyma is rarely seen.

Alterations in the interstitium adjacent to cysts can be observed early in the course of the
disease in human patients. Several studies have suggested that tubulo-interstitial changes may be
important in the development of renal insufficiency in human ADPKD (21-23). ADPKD is associated with
polycystic liver in the majority of patients. The liver cysts are usually not detected until late in the
course of the disease, but in some women the livers may reach a very large size. In these unfortunate
patients partial hepatectomy or liver transplantation may be required to achieve an acceptable quality
of life.

2.2.3. Future Approaches to Therapy of ADPKD

Signal transduction pathways and pathophysiologic mechanisms have been defined to the point
that therapeutic trials are being planned to investigate the potential effects of novel molecules to slow
the rate of disease progression (24). The use of these new compounds is dependent upon the
development of accurate measures of disease progression that can be used for prospective studies.

In the broad field of Nephrology, the preservation of GFR is held to be the major goal of treating
most progressive renal disorders. It is important to note, however, that a disease like ADPKD has
morbidities that diminish the quality of life of patients long before kidney function declines to the point
that requires renal replacement therapy. Several major morbidities (hypertension, pain, gross
hematuria, stone, abdominal distension, renal infection) appear to be linked to the progressive
enlargement of the kidneys due to the cysts. Consequently, goals of ADPKD therapy include relieving
the suffering caused by enlarged kidneys by limiting the growth of cysts. As noted previously, verifiable
changes in GFR occur relatively late in ADPKD after major damage has been done by the cysts and
fibrotic mechanisms have been activated. Thus, GFR is not a useful indicator of therapeutic
effectiveness in the early stages of the disease if a major goal of therapy is to prevent the growth of the
cysts to prevent their secondary effects to destroy renal structure and ultimately, reduce renal function.
In order to treat the disease before irreversible damage is done, a more sensitive and pertinent marker
of disease progression is needed.

2.3. CRISP | Study: Objectives and Observations

2.3.1. Study Objectives

In 2000, PKD researchers at the University of Alabama, Emory University, University of Kansas,
Mayo Clinic and Washington University St. Louis joined together to create the Consortium for Radiologic
Studies of Polycystic Kidney Disease (CRISP I). This consortium of Participating Clinical Centers (PCCs)
and a Data Coordinating and Imaging Analysis Center (DCIAC) developed and implemented studies to

10
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test whether imaging techniques could provide accurate and reproducible markers of progression of
renal disease in patients with PKD. The Steering committee, comprised of principal investigators from
the PCCs and DCIAC, developed initial study protocols for the imaging studies and proceeded to collect
and analyze radiologic and clinical data over the last 5.5 years.

The primary objectives of this investigation were to: (1) to develop and test the accuracy and
reproducibility of imaging techniques to monitor changes in renal cyst size and parenchymal
involvement in well characterized cohorts of patients with PKD to assess their utility as surrogate
markers of disease progression, (2) to establish and maintain a database of uniformly and accurately
collected information including renal functional parameters and other selected markers of disease
progression identified by the DCIAC and the PCCs, to correlate parenchymal involvement with renal
functional changes in PKD patients with various rates of progression, and (3) to maintain and make
available such data to facilitate the planning and implementation of clinically appropriate interventions
in the near future.

The goals of CRISP Il are to extend the observations of CRISP | in order to: 1) draw unequivocal
linkage between the rate of kidney/cyst enlargement and qualitative (signs and symptoms) and
guantitative (declining renal function reflected in iothalamate clearance and albuminuria) end-points; 2)
to provide a marker of disease progression (kidney volume) sensitive and accurate enough to be used as
a primary outcome marker in clinical trials aiming to forestall disease progression; 3) to develop and
test other biomarkers of disease progression.

2.3.2. CRISP | Study Observations

The CRISP | consisted of a cohort of 241 individuals (145 women, 96 men) with ADPKD screened from a
total of 289 eligible subjects; 235 subjects remained in the study at the end of the 3rd year of study, a
remarkable rate of retention. The cooperation and synergies evinced among investigators of diverse
scientific backgrounds in the Patient Coordinating Centers (PCCs) and Data Coordinating and Image
Analysis Center (DCIAC) has been remarkable. Accomplishments of the group effort are listed below:

2.3.2.1. Method to Determine Total Kidney and Total Cyst Volumes

A novel MR-based method to measure and to quantify total renal volume (TKV) and total renal
cyst volume (TCV) was developed and rigorously tested in subjects with ADPKD (25, 26). MRI-based
morphometric methods were shown to reproduce total kidney and cyst volumes in phantoms with
reliability coefficients of 99.9% and 89.2%, respectively. The coefficient of variation of total kidney
volume measurements by stereology in 4 subjects studied at each of the 4 PCCs was 3.5%. Statistical
models for describing the changes over time have been developed and used for analytic purposes. The
longitudinal measurements can, and have, been used for planning intervention trials with imaging
endpoints, allowing quantitative information about the tradeoffs of the number of participants, the
length of follow-up and the frequency of assessment.

2.3.2.2 MR- versus Ultrasound-based Volumetry

Ultrasound was determined to be sufficiently accurate to determine renal cystic involvement for
screening and enrollment into CRISP | and could determine very large differences in total renal volume
utilizing both the ellipsoid formula and longitudinal length measurements. Within and between observer
variability of total renal volume measures were significantly greater with ultrasound vs. MR. Ultrasound
was of insufficient accuracy for longitudinal measurements of change in renal volume in contrast to MR.
Thus, although ultrasound will be an important tool for screening individuals at risk for ADPKD prior to
enrollment in therapeutic trials, it is not useful as a measurement tool to quantify progression of renal
volume over relatively short intervals of time.
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2.3.2.3. Asymmetry of Renal Enlargement

Cyst development was frequently found to be asymmetric, although on the whole the average
left kidney volume exceeded right kidney volume by 19.3%. The greatest asymmetry was 163%, left >
greater than right; by contrast the right kidney volume maximally exceed that of the left by 48%. The
median Left vs. Right ratio of 1.091 reflects the fact that 163 left kidneys were larger than the matched
right kidney. The biologic implications of this renal volume asymmetry are not clear, but the finding does
suggest that the germ cell mutation, which is found in all of the renal cells, is probably not the sole
determinant of how fast kidney cysts may enlarge.

2.3.2.4. Hypertensive versus Normotensive Subjects

Sixty four participants were normotensive at enrollment into CRISP I. Twenty two have
subsequently developed hypertension at a mean time 2 years after enrollment into CRISP |. Age, body
mass index, weight and serum creatinine concentrations were significantly greater in those who
developed hypertension in comparison to those who remained normotensive. At this time we have
insufficient power to determine if renal or cyst volume enlargements are greater in those who develop
hypertension. Hypertensive subjects demonstrated a significant increase in total renal volume, cystic
volume and % change in renal volume from baseline that was not detected in the normotensive or
newly hypertensive CRISP participants (Figure 2.1.). Systolic and diastolic blood pressure levels
measured throughout the three year follow up of CRISP | were directly related to the rate of renal
enlargement in both treated hypertensive (r=0.21, P<0.03) and untreated normotensive (r=0.38, P<0.02)
individuals. Hypertensive subjects demonstrated a significant decline in renal function determined by
both iothalamate clearance (Figure 2.2.) and serum creatinine measurements (Figure 2.3.), while no
change in renal function occurred in the normotensive individuals or those who became hypertensive in
the course of the study.
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Figure 2.1. GRF by Visit

Annual rate of change in glomerular filtration rate measured by iothalamate renal
clearance in normotensive (squares), new hypertensives (triangles) and hypertensives
(diamonds) in CRISP I. A significant decline in glomerular filtration rate was found in
the hypertensive (-3.0 mL/yr/1.73m?) subjects that was significantly different from
both normotensives and new hypertensives.
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Figure 2.2. Total Renal Volume by Visit

Annual rate of change in renal volume in normotensive (squares), new hypertensives
(triangles) and hypertensives (diamonds) in CRISP I. A significant increase in renal
volume from baseline was found the hypertensive subjects and a significantly greater
rate of change in renal volume than in normotensive subjects.
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Figure 2.3. Serum Creatinine by Visit

Annual serum creatinine levels in normotensive (squares), new hypertensives
(triangles) and hypertensives (diamonds) in CRISP I. The average annual rate of
change was significantly increased only in the subjects who were hypertensive at
baseline.

2.3.2.5. Kidney and Cyst Volumes Increase Continuously in ADPKD

There was an increase in total kidney and cyst volume from year to year in over 80 % of ADPKD
subjects although the apparent rate of increase varied widely from subject to subject (27). This is
illustrated in Figure 2.4. Shown are TKVs (in milliliters) for individual subjects who were female (open
squares) or male (closed circles). Four sequential measurements of TKV were available for most of the
individuals. As shown in Figures 2.4.-2.6., some individuals demonstrated rapid rates of increase in TKV,
whereas in others renal volume increased by only a few per cent over a period of 4 years. This striking
data set illustrates the clinical course of ADPKD in dramatic terms. Total kidney volume was generally
less in the younger subjects than in those over age 30. The line in Figure 2.4. represents an
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approximation of the upper limit of total kidney volume (TKV) in this cohort (slope =slope 100 mL/year;
intercept = 0. It is important to add that total kidney volume measurements in all nineteen ADPKD
subjects from the Mayo and Kansas CT volumetric studies (28, 29) fell within the maximal limit of the
CRISP | cohort. A random coefficient model on log10 TKF gives a mean (SD) intercept (baseline visit) of
2.96 (0.25) and a slope of 0.022 (0.014) corresponding to 910 mL and an average 5.2% growth.
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growth curves.

2.3.2.6. Patterns of Renal Volume Change

The general pattern of kidney and cyst enlargement in ADPKD patients gave the impression that
the rate of kidney enlargement was non-linear (Figure 2.4.). Indeed, in a semi-log plot total kidney
volume appeared to increase as a logarithmic function of age (Figure 2.6.) in those cases with the most
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Figure 2.6. Semi-log plot of TKV growth curve.
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rapid rates of volume increase. This observation is consistent with the view that mural epithelial cell
proliferation within cysts progressively increases the potential cyst volume. Fluid accumulates within
this potential volume by net trans-epithelial secretion of salt and water to fill and further expand the
potential space created by proliferation of the mural epithelial cells. Pumping of fluid into closed
compartments leads to hydrostatic pressures within the cysts that are higher than the surrounding
parenchyma, a factor that may be of importance in the crowding of adjacent non-cystic parenchyma and
for the propensity of these cysts to rupture and to cause hemorrhage.

It is interesting to find that each patient seemed to follow a prescribed rate of kidney volume
increase from year to year. It seems reasonable to suppose that each person may exhibit a “signature”
rate of kidney and cyst growth that reflects the underlying germ-line and acquired mutations. Fitting
jointly a random coefficient model for each kidney provides an estimated correlation of 0.91 between
the rate of growth on the right kidney to that in the left kidney. If this observation is confirmed over a
longer time period, then more refined analysis might yield an instrument of great clinical utility for
determining prognosis in individual patients relatively early in the course of the disease and in the
selection of subjects for clinical trials.

There was considerable overlap between males and females in respect to the rate of kidney
enlargement (Figures 2.4. and 2.5.), although males overall had larger kidneys at baseline.

2.3.2.7. Cyst Number Not the Rate of Growth Is Associated with the Mutated Gene

The significance of gene type to disease progression is analyzed in this study of the CRISP cohort.
Gene type was determined in 183 families (219 cases); 156 (85.2%) had PKD1, and 27 (14.8%) had PKD2.
PKD1 kidneys were significantly larger (Figure 2.6.), but the rate of cystic growth (PKD1 5.68%/yr; PKD2
4.82%/yr) was not different (P = 0.24). Cyst number increased with age, and more cysts were detected in
PKD1 kidneys (P < 0.0001). PKD1 is more severe because more cysts develop earlier, not because they
grow faster, implicating the disease gene in cyst initiation but not expansion (30).

2.3.2.8. Renal Volume and Kidney Function

Most nephrologists who work in the field think that the expanding cysts cause secondary
structural and functional changes in polycystic kidneys. To examine this possibility we separated
individuals in the CRISP | cohort by gender and sorted them into 5 renal volume categories at baseline
(in mL) : <500, 501 - 1000, 1001 - 1500, 1501 - 2000, and >2000 in order to survey the potential effects
of renal enlargement on outcomes (Table 1).

Mean age tended to increase in both male and female cohorts in association with kidney
volume. There was a striking trend in kidney volume in subjects with the PKD2 genotype. No PKD2
individuals had kidneys larger than 1500 mL and most were less than 1000 mL. This fact is also
illustrated in Figure 2.6. The PKD2 subjects (open squares) clearly exhibited lower values for TKV than
age-matched PKD1 subjects. Approximately 90% of the CRISP | cohort has been successfully genotyped.
It has been established that PKD2 patients develop ESRD approximately 16 years later than patients with
PKD1 (31). This fact, together with the new data in Figure 2.3. that PKD2 subjects have smaller (less
cystic) kidneys than age-matched PKD1 subjects strongly supports the hypothesis that total kidney and
total cyst volume have dominant roles in promoting ESRD in these patients.
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Table 1

tales

Th Age %PKD2 % Hypertensive  Corrected  Change in GFR Baseline - Year 3 Ualk  UMCP-1

I0TH hase loth Coc-Gault cr LWIP g nipfmi crea

=00 2249 400 a7 1161 g4 154 0.8 396 223
011000 321 d4A 459 1233 126 -30 111 236 347
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=2000 B no 1000 0.7 242 256 208 1208 1
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=500 2945 250 154 1123 2.8 30 0.0 2145 376.3
S01-1000 36 231 B0.3 103.4 -4.4 248 -3.0 341 487 .6
1001-1500 334 100 769 849 -6.3 -48 122 B 771
16012000 379 no 750 B34 -1 2.7 82 R37 12641
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Bold changes P < 0.05

The data in Table 1 are averages. Age, %PKD2, % hypertensive, Corrected lothalamate
Clearance, Ualbumin and UMCP-1 were measured at enrollment (Baseline). Changes in GFR
(lothalamate Clearance, Cockcroft-Gault creatinine clearance, and measured creatinine clearance over a
24h interval are differences between Baseline and Year 3 (an interval of 3 years).

At enrollment, GFR (lothalamate) appeared to correlate inversely with TKV in males and
females, a finding that was reported in a previous publication from this study (32) and is illustrated in
Table 1. Table 1 also indicates that clear-cut changes in GFR, reflected by significant decreases in
lothalamate, Cockroft-Gault and measured creatinine clearances, occurred in relation to the increase in
renal volume. In the >2000 mL TKV groups, significant paired decreases in iothalamate, Cockroft-Gault
estimated creatinine clearance and measured creatinine clearances were observed in the fourth year of
observation. Declines in relation to increasing renal volume were also found in relation to urinary
albumin excretion and the excretion of the chemokine, Monocyte Chemotactic Protein-1 (MCP-1).
Urine albumin and MCP-1 excretion appear to rise above normal levels (> 26 ug/d; > 263 pg/mg
creatinine, respectively) relatively early in the course of the disease and may be alternative markers of
disease progression before changes in GFR can be detected.

These preliminary findings suggest that further refinement of the renal volume indicator of
disease progression may vyield even more powerful predictive tools for managing this disease.
Moreover, based on the CRISP | and the combined Mayo-Kansas University CT studies reported
previously (28, 29), it is clear that sequential measurements of Total Kidney and Total Cyst volumes
reliably portray disease progression.

2.3.2.9. Developing a Marker of Disease Severity

We have made a step toward the goal of developing an age-adjusted index of total renal volume
progression (Progression Severity Index, PSI). In preliminary calculations, the TKV of each subject in the
CRISP | cohort was compared on enrollment to that of the most advanced cases in the combined CRISP |
and Mayo-Kansas University cohorts (28, 29). The PSI was determined from the ratio of the measured
TKV (subject)/ Maximal TKV in the CRISP | cohort (estimated from the equation for the line defining Age
vs. Maximum TKV in Figure 2.4.) determined for each subjects age at baseline. When multiplied by 100,
the PSl is the percentage of maximal kidney volume for the stated age of the subject. We found in a
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preliminary analysis that PSI was directly correlated with a) declining GFR, b) increased urine albumin
excretion and c) onset of hypertension.

This, or an index based on a regression on age, is a promising new way to select subjects with
minimal, moderate or severe ADPKD for clinical trials and possibly to judge prognosis.

2.3.2.10. Disease Severity in African Americans

African Americans (n=28) demonstrated significantly smaller renal (896 vs. 1178 ml) and cyst
volume (423 vs. 565 mL) than their non-African American (n=215) counterparts. AA and non-AA were
similar with regard to age, gender distribution, weight, body mass index, and age of diagnosis of ADPKD.
A similar inverse relationship between total renal volume and GFR was present: AA: r= -0.43, P<0.004,
non-AA: r=-0.40, P<0.0001). In those with confirmed PKD1 and PKD2 mutations, PKD1 AA demonstrated
significantly smaller renal and cyst volumes than their non-AA counterparts. Two findings need to be
explored further: 1) the prevalence of the PKD2 genotype appears to be greater in AA than in non-AA
and mutation identification needs to be completed in all participants and 2) measurements of the renin-
angiotensin-aldosterone system (Approved Ancillary Study in CRISP | and proposed in this application) to
determine if activation of the RAAS is relatively suppressed in this African American cohort. Further
studies are needed to clarify this potentially important racial difference in disease severity.

2.3.2.11. Validation of MR-based Renal Flow Measurement

An MR-based method to measure renal blood flow was developed and validated in phantoms,
healthy controls and ADPKD individuals at Mayo College of Medicine and Emory University. Steady-flow
measurements with a PVA phantom that has mechanical and magnetic properties reflecting those of
vessel wall and internal diameters ranging from 3 to 11 mm demonstrated close agreement between
actual and MR estimated flows (r=0.991) with an average overestimation of 0.9+4.9%. Pulsatile-flow
measurements showed 0.6—4.1% errors of estimated flow rates, using 14 or 20 cm FOVs, a 5 mm tubing
and actual flow rates of 315 or 540 mL/min. Reproducibility was evaluated through blinded repeated
analysis by two radiologists of data sets from 19 patients. Average intra-reviewer CVs were 1.4% and
1.2%. Intra-class correlation coefficients were 0.987 and 0.983. The average inter-reviewer CV was 2.5%
with a reliability coefficient of 0.983 (31).

Further validation studies have been performed in healthy volunteers to assess the
reproducibility of the measurements using independent acquisitions and the effect of gadolinium
administration. Immediate repetition of a flow scan showed a standard deviation of 17.5 mL/min on
average, corresponding to a mean CV of 2.9%. Repetition of the scan including the plane scouting
process showed a standard deviation of 34.2 mL/min on average, corresponding to a mean CV of 6.0%.
The mean flow following gadolinium administration was on average 6.64 mL/min higher than pre-
contrast flow.

2.3.2.12. Cross-sectional Study of RBF

One hundred twenty-seven participants, forty-six male and eighty-one female (32.948.2 years of
age) had MR RBF measurements at baseline at the Mayo Clinic or Emory University. Forty of them
(31.5%) had multiple renal arteries. Left kidneys were larger than right kidneys and had more severe
disease. RBF was lower in the left kidneys. Right and left kidney volumes, cyst volumes, and percent cyst
volumes were inversely correlated with the ipsilateral RBF. lothalamate clearances were inversely
correlated with age and kidney volume and positively correlated with RBF. When considered alone, age,
diagnosis of hypertension, kidney volume and RBF were all significant predictors of GFR. In the multiple-
variable model, however, only age and RBF were significant independent predictors (31).
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2.3.2.13. Longitudinal Analysis and Predictive Value of RBF

To determine whether RBF changes over time, participants at Mayo Clinic and Emory University
underwent determinations of RBF at 1, 2, and 3 years after the baseline studies. After 3 years of follow-
up, RBF had significantly declined and TKV and TCV had significantly increased, while GFR had remained
stable. Correlation and multiple regression analysis were used to examine the effects of age, gender,
body mass index, hypertension status, mean arterial pressure (MAP), TKV, RBF, GFR, serum uric acid,
HDL and LDL cholesterol, urine sodium excretion (UNaE) and UAE on GFR and TKV slopes. TKV, TCV, RVR,
serum uric acid, UAE, UNaE, age, BMI, MAP, and estimated protein intake were positively and RBF and
GFR negatively correlated with TKV and TCV slopes. TKV, TCV, RBF, RVR, UNaE, and UAE were
independent predictors of TKV and TCV slopes. TKV, TCV, and MAP were negatively and RBF positively
correlated with GFR slopes. Regression to the mean confounded the analysis of GFR slopes. TKV, TCV,
and RBF were independent predictors of GFR decline. These results suggest that RBF reduction a)
parallels TKV increase, b) precedes GFR decline, and c) predicts the structural and functional disease
progression of ADPKD (33).

2.3.2.14. Monocyte Chemotactic Protein-1, a Disease Severity Marker

Urinary MCP-1 excretion appeared to be a marker of disease severity (Table 1). This chemokine
is synthesized by renal cyst epithelial cells and may reflect a phenotypic transformation in tubular
epithelium that becomes cystic (34). The CRISP | study confirms that urinary MCP-1 may increase above
normal levels early in the course of the disease and may be a marker of inflammation or interstitial
irregularities that are a serious consequence of cyst expansion. Since MCP-1 is synthesized by the mural
epithelial cells and accumulates to very high levels in cyst fluid. To find its way into the final urine,
however, cysts must be in direct communication with the urinary collecting system. Since most
macroscopic cysts larger than a few millimeters in diameter have no connections to the urinary
collecting system, the major source of MCP-1 in the final urine may be relatively small cysts that remain
hydraulically connected to the tubules from which they derived. Thus, it is tempting to speculate that
urinary MCP-1 may reflect the contributions of relatively small cysts that may have been newly formed.
If that hypothesis can be confirmed, MCP-1 might be useful as a surrogate marker of disease activity
early in the course of the disease in individuals with relatively small cysts.

2.3.2.15. Liver Cysts

Hepatic cysts were found at greater prevalence than previously reported in all age groups: 83%
overall, and 58% in 15 to 24, 85% in 25 to 34, and 94% in 35 to 46 age groups; 85% in women (57%, 91%,
and 95% from the younger to the older subgroups, respectively); and 79% in men (60%, 75%, and 93%,
respectively). The high prevalence of hepatic cysts in the current study cohort of relatively preserved
renal function indicates that the relatively late onset of the liver abnormality in some subjects is not the
consequence of a uremic environment. The detection of cysts in relatively young subjects exemplifies
the superiority of MRI over ultrasound for imaging small cysts, and probably accounts for the larger
prevalence in early stage disease than published previously. The prevalence of hepatic cysts was directly
related to renal volume (%2 = 4.30, P = 0.04) and to renal cyst volume (32 = 5.59, P = 0.02). A wide range
of hepatic cyst burden was observed (0 to 4673 mL, a logarithmic transformation mean of 3.20 mL).
Furthermore, we found that hepatic cyst volume was significantly greater in women than in men (5.27
vs. 1.94 mL) (P=0.003). The average hepatic cyst volume was 0.25, 5.75, and 22.78 mL in sequential age
groups, respectively (P < 0.0001). Hepatic cyst volume and renal volume correlated (r = 0.22, P = 0.001).
Mean renal volume was greater in subjects with than those without hepatic cysts (1004 vs. 712 mL) (P
=0.0005) (35).
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2.3.2.16. Complex Renal Cysts

Complex renal cysts, a marker of renal complications including cyst hemorrhage, developed in
over 80% of the CRISP | cohort and were significantly associated with the total renal volume (r=0.67) and
renal cyst volume (r=0.66). These findings demonstrate a potential renal imaging marker to predict
structural disease severity. In our preliminary study of 70 subjects with complex cysts, we found the
mean complex cyst volumes were 5 mLin 15 to 24, 21 mL in 25 to 34, and 21 mL in 35 to 46 age groups.
The youngest age group was significantly different from the other two groups. Women had larger
complex cyst volume than men (mean 20 vs. 12 mL), but without statistical significance. No statistically
significant difference (p=0.47) in complex cyst volume was observed between the subjects with and
without a history of hematuria.

2.3.2.17. Comparison Between GFR Methods

To study the natural history of ADPKD, accurate assessment of changes in GFR over time (GFR
slope) is needed. A study in patients with baseline moderate to severe hypertensive chronic kidney
disease (GFR < 65 mL/min per 1.73 m2) found equivalent results between iothalamate clearance and the
MDRD equation. However, subjects in CRISP had normal or near normal renal function at baseline
(creatinine clearance >70 mL/min). Furthermore, several recent studies have suggested that estimated
GFR with serum creatinine based equations is not accurate in populations with predominantly normal
renal function.

Table 2
Odds ratio for a decline in GFR (-5% or lower annually)
Predictor lothalamate MDRD Creatinine
Clearance Equation Clearance
Cyst Volume
> 500 mL 4.1(2.3t07.4)* 2.3(1.3to4.0)* 1.5(0.8t0 2.6)
<500 mL 1 1 1
Hypertension
Present 3.5(1.9to 7.1)* 2.7 (1.5t05.1)* 1.1 (0.6t0 2.0)
Absent 1 1 1
ACR
> 30 mg/g 3.1(1.7 to 5.6)* 1.9(1.1t03.4)* 1.4(0.8102.6)
<30 mg/g 1 1 1
Age Group
> 40 years 2.6 (1.1t06.0)* 1.3(0.6t02.9) 1.2(0.5t02.7)
25 to 40 years 1.5(0.7 to0 3.2) 1.4 (0.7 t0 2.9) 1.1(0.5t02.3)
< 25 years 1 1 1

To investigate this further, we compared GFR slope by different methods with respect to baseline
predictors in the CRISP cohort (n=241) (36). Each subject had up to four annual GFR measures by three
different methods: a 2 hour iothalamate clearance, a 24 hour creatinine clearance, and the abbreviated
MDRD equation. For each individual, lothalamate GFR was regressed on time from baseline to generate
a percent slope (annual percent change in GFR). A decline in GFR was defined as a slope of -5% or lower
annually. Predictors for a decline in GFR were compared between methods. These baseline predictors
included kidney cyst volume, hypertension, urine albumin to creatinine ratio (ACR), and age. As shown
in the following table, associations were stronger between predictors and a decline in GFR by
iothalamate clearance slope than by the MDRD equation slope. There were no statistically significant
associations by creatinine clearance slope. Based on these findings, continued measurement of GFR by
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iothalamate clearance is needed to understand the natural history of ADPKD. Changes in muscle mass
or dietary protein over time may confound a serum creatinine based equation slope and lead to
erroneous conclusions.

2.3.2.18. Genotyping Studies of CRISP Subjects

Mutation screening has been completed on 239 CRISP patients (including inferred information
on two family members from which we do not have samples) from 202 families, 32 of which are
multiplex within the study. It involved amplifying the coding regions of PKD1 and PKD2 as 82 fragments
and analysis of the products by DHPLC. Mutation negative samples, ones with missense, in-frame
deletions or atypical splicing changes, and controls were sent to Athena Diagnostics for sequencing
(total 150). Large deletions were also screened in persistent mutation negative cases. An algorithm was
developed to predict the pathogenicity of missense and atypical splicing changes including the chemical
significant of substitutions, evolutionary conservation in orthologs to fish and in homologous proteins,
and population data, including segregation in pedigrees and analysis of normal controls.

Using this comprehensive screening approach, mutations were determined in 182 pedigrees
(90.1%), representing 213 patients. Linkage identified this disease gene in three further families (8
patients). One hundred and fifty seven families are PKD1 (85.2%) and 27 PKD2 (14.8%), similar ratios to
previous studies of clinical ADPKD populations.

For the PKD1 population, 107 (66.5%) have truncating mutations (frame shifting, nonsense or
splicing), 43 (27.7) were missense changes and 9 (5.8%) in-frame deletions/insertions. In the PKD2
families, 22 (84.6%) were truncating, 3 (11.1%) missense, and 2 in-frame deletions (7.4%). Although the
majority of changes were unique to a single family, 53 (29.1%) were due to a recurrent mutation.

Comparisons of PKD1 and PKD2 patients showed that baseline kidney and cyst volumes are
significantly larger in PKD1 than PKD2. However, the rate of growth of kidney and cyst volume as
measured at a Logl0 was not significantly different between the two genotypes. Counting of cysts
shows that PKD1 kidneys have more cysts and so indicate that the milder disease in PKD2 is due to less
cyst development rather than slower cyst growth.

2.3.2.19. Determinants of Renal Volume in ADPKD

CRISP showed that progressive renal enlargement in ADPKD mimicked exponential-like growth.
In our recent study (27), we explored the basis of this renal enlargement by determining the selective
and combined effects of cyst initiation rate, total cyst number and cyst growth rate on the time-
dependent change of total cyst volume (TCV). We used dynamic models of spherical cysts composed of
proliferating mural epithelial cells and fluid-filled cavities together with enabling equations incorporating
cyst surface area, cyst volume and an invariable growth rate constant to compute the time-dependent
change in volume of solitary spherical cysts or of multiple cysts swelling collectively. The volume of
individual cysts increased exponentially. Multiple expanding cysts enlarged TCV in an exponential-like
pattern even when individual cysts formed at different rates, thereby leading to different numbers of
cysts, or exhibited different but invariable growth rate constants. TCV depended on the rate of cyst
initiation and on the total number of cysts; however, the compounding effect of exponential-like growth
was the most commanding determinant of long-term TCV expansion. Extrapolation of TCV data plots for
individual CRISP subjects back to age 18 years predicted rational TCV values.

We conclude that: 1) cysts initiated early in life contribute most to TCV; 2) cyst growth rate
determines renal size primarily, although the tempo of formation and the ultimate number of cysts
contribute as well; 3) there is similarity in the patterns of expansion of renal cysts and the growth of
solid tumors; and 4) the good fit between the exponential models and the extrapolated CRISP data
indicates that the TCV growth rate is a defining attribute for individual patients.
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2.4. CRISP Il Study: Overview and Specific Aims

2.4.1. Overview of Study Design

The CRISP Il Study is a prospective, observational study that is an extension of CRISP I. CRISP |
was also a prospective, observational study that enrolled 241 ADPKD subjects between the ages of 15
and 45 years and was designed to determine if novel imaging techniques such as magnetic resonance
(MR) imaging could reliably and accurately detect change in renal structure early in the course of
APDKD. It is anticipated that 220 CRISP | subjects are available to enroll in CRISP Il. CRISP Il is designed
to include all CRISP | individuals including those who enroll simultaneously in other clinical trials. In this
respect, HALT, an ongoing interventional trial of the PKD Clinical trials network may maximally enroll up
to 105 subjects in Study A (which includes MR imaging identical to that proposed in this submission) and
32 subjects in Study B (no MR imaging). Importantly, the Principal Investigator (Dr. Ty Bae) and
personnel for the Imaging Center (now at the University of Pittsburgh) for both HALT and CRISP Il are
the same. The CRISP/HALT liaison committee has reviewed and approved dual participation in both
CRISP Il and HALT and the CRISP and HALT Steering Committees have approved the development of
CRISP II.

To minimize subject burden and to maintain retention throughout CRISP I, those CRISP II
individuals who also participate in HALT will not undergo duplicate imaging, blood pressure
measurements or blood sampling. They will, however, complete the necessary studies of CRISP Il that
are not included in HALT.

The goals of CRISP Il are to extend the observations of CRISP | in order to: 1) draw unequivocal
linkage between the rate of kidney/cyst enlargement and qualitative (signs and symptoms) and
guantitative (declining renal function reflected in iothalamate clearance and albuminuria) end-points; 2)
to provide a marker of disease progression (kidney volume) sensitive and accurate enough to be used as
a primary outcome marker in clinical trials aiming to forestall disease progression; 3) to develop and
test other biomarkers of disease progression.

2.4.2. SpecificAIM 1
Extend the preliminary observations of CRISP | to ascertain the extent to which quantitative

(kidney volume and hepatic and kidney cyst volume) or qualitative (cyst distribution and character)

structural parameters predict renal insufficiency and develop and test new metrics to quantify and

monitor disease progression. Hypotheses to be tested in this aim are:

a) Increased renal volume in general and all renal volumes > 750 mL adjusted for age and other
significant covariates in CRISP | predict rate of loss of renal function as well as progression to specific
endpoints, e.g. KDOQI Stage IV, ESRD, and/or death.

b) Baseline medullary vs. non-medullary cyst volume and cyst number in CRISP | predict loss of renal
function over time.

c) Prediction models (formulas) utilizing age and renal volume at baseline in CRISP | will effectively
predict loss of renal function over time.

d) Baseline liver cyst volume adjusted for the appropriate variables predicts rate of increase in liver
cyst volume in CRISP | participants.

2.4.3. Specific AIM 2

Extend the preliminary observations of CRISP | to ascertain the extent to which age and sex-
adjusted measurements of renal blood flow by MR technology predict the rate of renal growth; and,
renal blood flow and kidney volume predict the rate of renal function decline in ADPKD. Hypotheses to
be tested in this aim are:
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a) Baseline renal blood flow predicts the rate of increase in renal volume in CRISP | participants

b) Baseline renal blood flow, independent and in addition to baseline renal volume, predicts loss of
renal function in CRISP | participants

¢) Combining longitudinal measures of renal blood flow and renal volume may enhance the capacity to
predict loss of renal function in CRISP | participants.

2.4.4. Specific AIM 3

Collect DNA samples and clinical information from CRISP family members known to have ADPKD
for use to examine genotype-phenotype relationships and by independently funded studies to identify
genetic modifiers. Hypotheses to be tested in this aim are:

a) Genetic heterogeneity and mutation type and/or location affect disease severity in the CRISP
population.

b) Genetic factors that modify the renal and hepatic phenotypes will be detected by a genome-wide
association study employing a high resolution SNP array (this hypothesis will be examined using the
CRISP population by an ancillary study to be submitted as a separate RO1 application in February
2007).

2.4.5. Specific AIM 4

Maintain and expand a database of uniformly and accurately collected information including
renal structural and functional parameters and a repository of biological samples which can be used by
ancillary or independently funded studies initiated by CRISP or non-CRISP investigators. An ancillary
study that during CRISP | began to examine whether urine MCP1 (a product of cyst formation and
growth excreted in increased amounts in baseline urine collections) concentrations predict clinical renal
imaging patterns and disease course will continue during CRISP Il. Hypotheses to be tested in this aim
are:

a) The pattern of urinary excretion of MCP1 in individual patients remains consistent over time.

b) Baseline urinary excretion of MCP-1 predicts total kidney volume and total cyst volume and number,
loss of renal function, and progression to specific endpoints, e.g. KDOQI Stage IV, ESRD, and/or
death.

c) Urinary excretion levels of periostin and other potential markers identified by micro-array screening
of human ADPKD tissues will also predict total kidney volume and total cyst volume and number,
loss of renal function, and progression to specific endpoints, e.g. KDOQI Stage IV, ESRD, and/or
death.
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Chapter 3. Study Organization and Administration

3.1. Overview

The Consortium for Radiologic Imaging Studies of PKD (CRISP) includes four Participating Clinical
Centers (PCCs), the Data Coordinating Image Analysis Center (DCIAC), the Project Office at the National
Institute of Diabetes & Digestive & Kidney Diseases (NIDDK), a Steering Committee, and a number of
subcommittees. Principal investigators and their staffs participate in the activities of the CRISP
subcommittees, as does the NIDDK Program Director. An External Advisory Committee (EAC) has been
formed and reports directly to NIDDK.

3.2. CRISP Il Study Steering Committee

The CRISP Steering Committee is responsible for developing and implementing study procedures
and protocols. The Steering Committee consists of principal investigators from the participating clinical
centers (PCC) and the Data Coordinating Image Analysis Center (DCIAC), and staff physicians from
NIDDK. The CRISP PCC's and principal investigators (PI's) are the Mayo Clinic in Rochester, Minnesota
(Vicente Torres) and University of Alabama at Birmingham (Lisa Guay-Woodford) as a single center,
Emory University in Atlanta, Georgia (Arlene Chapman), and University of Kansas Medical Center in
Kansas City, Kansas (Jared Grantham). The DCIAC has been relocated from Washington University in St.
Louis to currently at the University of Pittsburgh, Pittsburgh, Pennsylvania, where K. Ty Bae is the
Principal Investigator and James Bost leads the Data Center-Biostatistics core. William M. Bennett from
Oregon Health Science University is the Chair of the Steering Committee.

All major scientific decisions are determined by majority from the voting members of the
Steering Committee. The Steering Committee has formed a number of subcommittees, made up of
investigators and staff. Each PCC PI, the DCIAC PI, the Steering Committee Chair, and Dr. Catherine
Meyers (NIDDK Program Director) are voting members of the Steering Committee. Principal
investigators attend all Steering Committee Meetings, with co-investigators invited at the discretion of
Pl's. Study coordinators and other ancillary staff may also be invited to attend Steering Committee
meetings at the discretion of the Pl's. Contact information for Steering Committee members can be
found on the CRISP website, https://www.pitt.CRISP2.edu.

3.3. National Institute of Digestive & Diabetes & Kidney Diseases (NIDDK)

Dr. Catherine Meyers serves as the NIDDK Project Director for CRISP and is a voting member of
the Steering Committee. In her role as Project Director, Dr. Meyers provides scientific support for the
activities of the investigators. These activities include protocol development, quality control, interim
data monitoring, final data analysis and interpretation, preparation of publications, and overall
performance monitoring. Dr. Meyers is also responsible for forming and coordinating the activities of
the CRISP External Advisory Committee and subsequent Data Safety and Monitoring Board. Dr. Laura
Moen joined the CRISP study in March, 2006, as NIDDK Project Officer, and will work with Dr. Meyers in
carrying out these activities.
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3.4. External Advisory Committee

An External Advisory Committee (EAC) has been selected by NIH/NIDDK to review the protocol
and is made up of nephrologists, who have expertise in PKD and/or have past experience in conducting
randomized clinical trials, statisticians, and radiologists. The CRISP protocol requires EAC approval
before the study can begin. Once recruitment is underway, members of the EAC will serve on the Data

Safety and Monitoring Board (DSMB).
The members of the CRISP EAC are as follows:

Katherine Freeman, PhD (Chair)
Director, Biostatistics

Montefiore Medical Center

111 East 210" Street

Bronx, NY 10467

Phone: 718-231-6704

Fax: 718-515-8514

Email: Kfreeman@montefiore.org

David A. Bluemke, MD, PhD

Clinical Director, MRI

Russel H. Morgan Dept. of Radiology

Johns Hopkins Medical Institutions

Baltimore, MD 21287

Phone: 410-955-4062

Fax:

Email: dbluemke@jhmi.edu

Harold Feldman, MD, MSCE

Director, Clinical Epidemiology and Biostatistics

Associate Professor of Medicine and Epidemiology

Renal-Electrolyte and Hypertension Division

University of Pennsylvania

720 Blockey Hall

423 Guardian Drive

Philadelphia, PA 19104-6021

Phone: 215-898-0901

Fax:  215-898-0643

Email: hfeldman@cceb.med.upenn.edu
njones@cceb.med.ipenn.edu
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Martin Pollak, MD

Brigham & Women’s Hospital
Department of Medicine

77 Ave. Louis Pasteur, HIM543
Boston, MA 02115

Phone: (617) 525-5840
Fax:  (617)525-5841
Email: mpollak@rics.bwh.harvard.edu

Terry J. Watnick, MD

Johns Hopkins University School of Medicine
Nephrology Division

720 Rutland Ave.

Ross 954

Baltimore, MD 21205

Phone: (410) 614-1650

Fax:

Email: twatnick@jhmi.edu
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3.5. Data Safety and Monitoring Board

Once participant recruitment for CRISP begins, the External Advisory Committee (EAC) will
become the Data Safety and Monitoring Board (DSMB). The charge of the DSMB is to regularly monitor
study data, review and assess study performance, and make recommendations, as appropriate, to
NIDDK in regard to: 1) performance of individual centers; 2) issues related to participant safety and
informed consent, including notification of and referral for abnormal findings; 3) adequacy of study
progress in terms of recruitment, quality control, data analysis, and publications; 4) issues pertaining to
participant burden; 5) impact of proposed ancillary studies and sub-studies on participant burden and
overall achievement of the main study goals; and 6) overall scientific direction of the study. NIDDK is
responsible for organization and scheduling of DSMB meetings, while the Data Coordinating Image
Analysis Center is responsible for providing the DSMB with the materials needed to complete its
reviews. The DSMB will carry out its responsibilities for the duration of the CRISP studies.

3.6. Data Coordinating Image Analysis Center

The CRISP Data Coordinating Image Analysis Center at the University of Pittsburgh has
operational responsibility for the design, implementation, coordination and monitoring of all aspects of
the study. Specific responsibilities of the coordinating center include:

Developing data collection forms, manuals, and recruitment and other study materials.
Developing and implementing study data management and communication systems.
Developing and implementing protocols for MR imaging acquisition, transfer, and analysis.
Tracking recruitment and adverse events.

Performing data management and quality assurance of study data.

Preparing data files and documentation for use by CRISP investigators and the larger renal
community.

7. Developing and maintaining both the study and public web sites for CRISP.

8. Coordinating activities of central laboratories and repositories.

9. Reporting study benchmarks and results to the Steering Committee and DSMB.

10. Arranging and coordinating study teleconferences and meetings.

11. Providing technical supports and trouble-shooting for all aspects of imaging at PCC's.

12. Collecting, evaluating, storing, and analyzing the imaging data generated by the PCC's.
13. Managing imaging data and providing image measurements for statistical analysis.

14. Providing biostatistical expertise to CRISP investigators and other users of study data.

15. Performing central training of study personnel and monitoring clinic performance.

16. Collaborating with CRISP investigators in producing, submitting, and tracking manuscripts to
report CRISP study results.

ok wnpeE

3.7. Participating Clinical Centers

Responsibilities of Participating Clinical Centers include:

1. Collaborating in designing and monitoring of the study, including regularly attending Steering
Committee meetings.
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2. Recruiting a specified number of participants for the study according to inclusion and exclusion
criteria as stated in the study protocol.

3. Performing all study procedures according to protocol and collecting data in a standardized
fashion.

4. Ensuring the safety, confidentiality and ethical treatment of study participants.

5. Collaborating in analysis and dissemination of study results.

Subjects are evaluated in person at one of four participating clinical centers (PCC's), three led by CRISP
principal investigators and one led by CRISP co-investigator. Each individual PCC is listed below.

e Mayo Clinic, Rochester, Minnesota

e Emory University, Atlanta, Georgia

e Kansas University Medical Center, Kansas City, Kansas

e University of Alabama at Birmingham, Birmingham, Alabama

Contact information for each PCC may be found in the CRISP website, https://www.pitt.CRISP2.edu.

3.8. Subcommittees

The Steering Committee has established six subcommittees and has appointed Chairs for each of
them. These subcommittees have been established to address specific aspects of CRISP study and to
provide information and recommendations to the Steering Committee in regard to the study. Additional
subcommittees will be formed by the Steering Committee as required. All recommendations made by
subcommittees will be submitted to the Steering Committee for review and approval within a specified
timeframe. All Subcommittee recommendations must be approved by the Steering Committee prior to
implementation.

3.8.1. Clinical Protocol and Recruitment - Vicente Torres, Chair

The charge of the Clinical Protocol and Recruitment Subcommittee is to deal with operational
issues of the protocol from the perspective of the clinical staff. Particular attention will be paid to issues
related to recruitment and retention of CRISP participants.

3.8.2. Imaging - Ty Bae, Chair

The Imaging Subcommittee is charged with developing and implementing CRISP Study Imaging
protocol and analysis. The Imaging Subcommittee will also serve as the initial forum for decisions and
appeals of imaging-related issues, and its recommendations will be referred to the Steering Committee
for final decisions.

3.8.3. Forms - Arlene Chapman, Chair

The charge of the Forms Subcommittee is to develop CRISP study forms. All proposed forms, as
well as revisions to existing forms, must be reviewed and approved by the Forms Subcommittee and,
subsequently, the Steering Committee prior to implementation.

3.8.4. Genetics - Peter Harris, Chair

The charge of the Genetics Subcommittee is to develop policies to govern the use of genetic
data or samples from CRISP study.
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3.8.5. CRISP/HALT Liaison - Arlene Chapman and Robert Schrier

The CRISP/HALT Liaison Subcommittee was formed to address issues affecting both the CRISP
and HALT studies. Its members include the NIDDK Project Manager, the Steering Committee chair from
each study, and three investigators who participate in both studies.

3.8.6. Publications - Vicente Torres, Chair

The responsibility of the Publications Subcommittee is to establish policies and procedures for
assigning working groups and approving CRISP-associated abstracts, presentations, and publications
prior to submission. All proposed publications in which any CRISP resources will be used must first be
reviewed and approved by the Publications Subcommittee and then forwarded to the CRISP Steering
Committee for approval. The CRISP Publications Policy is listed in Chapter 6.

3.8.7. Ancillary Studies - Jared Grantham, Chair

The responsibility of the Ancillary Studies Subcommittee is to establish policies and procedures
for assigning working groups and approving CRISP-associated ancillary studies. All proposals for ancillary
studies in which any CRISP resources will be used must first be reviewed and approved by the Ancillary
Studies Subcommittee and then forwarded to the CRISP Steering Committee for approval. No ancillary
study may be implemented without having received prior approval from the Steering Committee. The
CRISP Ancillary Studies Policy is listed in Chapter 5.

3.8.8. Data Management/Quality Control — James Bost, Chair

The Data Management/Quality Control Subcommittee meets weekly and as needed to discuss issues
concerning:

e Requested modifications to the CRISP Il website

e MOP updates

e Missing data and/or incomplete submissions

e Tracking and other report generation

e Data quality (both form and imaging)

e Data security

e Data analysis

The subcommittee includes Dr. James Bost and Dr. Ty Bae as well as key data management and
imaging staff and the CRISP Il data coordinator. Issues requiring Pl input are presented for discussion at
the next Steering Committee meeting.

3.9. Revisions to Study Policies and Procedures

The CRISP Manual of Procedures was developed according to the study protocol. As CRISP
moves forward, it is likely that revisions to the protocol may, on occasion, be necessary. Any proposed
changes to the study protocol require Steering Committee approval. Once a proposed change to the
study protocol is approved by the Steering Committee, the DCIAC will incorporate such change into the
MOP. Revisions to the MOP that do not affect the protocol should be addressed as follows:

Minor revisions or minor changes to the MOP will be made by the DCIAC and communicated to
study personnel via email. Minor revisions are items such as a change in a lab address or a change in
study personnel.

Significant revisions - As study investigators gain experience and determine best practices,
suggestions for changes in study policies or procedures are likely to be made that will result in significant
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revisions to the MOP. The steps involved in proposing and making a significant revision to the MOP are
listed below: To suggest a change in study policies or procedures that does not necessitate revision to
the study protocol, forward a draft of the proposed change, by email, to the Project Manager, Johana
Schafer.

1. Ms. Schafer will circulate the draft to the members of the Steering Committee and study
coordinators for review.

2. Steering Committee members and study coordinators are to review the draft of the proposed
change in study policy or procedure and forward their comments and suggestions to Ms. Schafer
within two weeks.

3. Ms. Schafer will revise the draft proposal, based on comments and suggestions from Steering
Committee members and study coordinators and forward the final proposal to the Steering
Committee for approval.

4. Once Steering Committee approval has been granted, Ms. Schafer will make the appropriate
revisions to the MOP.

3.10. Laboratories

Blood and urine samples are to be collected, processed and analyzed at participating clinical sites (PCCs),
local (hometown) labs, and a central laboratory (Cleveland Clinic Foundation). Additional samples are to
be collected and shipped to NIDDK Repositories at Fisher BioServices and Rutgers University.

3.10.1. Required Lab Assessments

Laboratory assessments and specimen samples required for CRISP Il study are as follows:
1. Serum Creatinine — Serum samples will be obtained in duplicate, one processed at the local lab

and the other frozen and batch shipped to the Cleveland Clinic Laboratory

2. Total Electrolyte Panel — Sodium, potassium, chloride, total CO2

Lipid Panel — Total cholesterol, triglycerides, HDL cholesterol, LDL cholesterol

4. B-HCG qualitative urine pregnancy test, for any woman who has missed a period or for whom
pregnancy may be suspected.

5. Urine Tests — Albumin, creatinine, designated biomarkers (MCP-1).

Specimen Banking — Send serum, plasma and urine to repository at Fisher Bioservices

7. Genetic Sample — Send whole blood for consented family members or for any CRISP | participant
who consents and for whom a sample is not already in storage.

w
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3.10.2. Instructions for Participants

Study participants should be instructed to avoid medications that may alter renal
hemodynamics or with potential nephrotoxicity (NSAIDS, antibiotics), or that alter serum creatinine
independent of GFR (trimethoprim [Bactrim], cimetidine), for 1 week prior to all clinic visits. However,
participants taking low dose aspirin (81 or 325 mg once daily) will be allowed to continue on this dose
throughout the study as effects on renal hemodynamics are minimal. For a visit in which MR imaging will
be done, the participant should be instructed to hold morning does of all antihypertensive medications
until the imaging exam has been completed. If the participant is on any second-line antihypertensive
medications that require twice daily dosing, those medications should also be held the night prior to the
MR visit. The purpose for holding the antihypertensive medications prior to the imaging exam is to
reduce the hemodynamic effects of medications on renal blood flow measurement. For the list of
medications that should be avoided, please refer to the appendix ‘List of Medications that should be
avoided’.
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3.10.3. PCC Laboratories

PCC laboratories are those laboratories that are physically located at each of the four clinical
sites. All clinical sites utilize GCRCs when possible and appropriate.

Each PCC is responsible for reporting lab normal ranges to the DCIAC at least annually, as well as
forwarding any updates as they occur. A copy of the latest laboratory accreditation must also be sent to
the DCIAC.

3.10.4. Cleveland Clinic Foundation Reference Laboratory— Serum Creatinine

The Reference Laboratory at the Cleveland Clinic Foundation in Cleveland, Ohio will receive and
analyze serum specimens for creatinine. The samples will be collected and stored at the PCC and then
shipped to the laboratory on a quarterly basis.

3.10.4.1. Supplies

The PCCs are to provide sample collection supplies (tubes, needles).

The CCF Reference Laboratory will provide all necessary shipping supplies to the PCCs. These
include Styrofoam-insulated mailing containers with cardboard outer mailing boxes, cold packs,
cryogenic serum mailing tubes, mailing tube labels, Ziplock plastic bags and packing tape. To order
supplies from the CCF Reference Lab, email clientservices@ccf.org or call 800-628-6816. The contact
person is: Ingrid Raulinaitis at 216-444-8108. Supply order forms will be included with shipping boxes
each time the boxes are mailed to the PCC.

3.10.4.2. Labeling
Each tube is to be labeled with the CRISP ID number and a unique accession number. This
accession number will be generated when the Shipping Manifest (Form 50) is printed.

3.10.4.3. Sample collection/processing

Seven to ten (7-10) mLs of blood are to be drawn in a single serum separator tube (SST), allowed
to clot for 30 minutes, and centrifuged for at least 10 minutes in the usual manner. Following this, 1 mL
of serum is to be transferred to a 2 mL tube and labeled with the CRISP ID number and a unique
accession number.

3.10.4.4. Storage

At the time of collection, the CCF Shipping Manifest (Form 50) is to be completed to function as
a storage log until the time of shipment. Samples are to be frozen at -20 degrees Celsius and batch
shipped on a quarterly basis (being allowed to thaw enroute).

3.10.4.5. Packaging/Shipping

Shipping information needs to be completed on only the first page of the manifests that
accompany each shipment. Retain a copy of the completed manifests at the PCC and include the original
manifests with each shipment. Information from this form is to be entered in the WDES to serve as an
inventory of all samples shipped.

For shipping, serum samples must be placed in a Ziplock bag. Place two paper towels in the bag
to absorb any leakage that might occur. The bags should be flattened by hand to remove excess air and
then sealed and placed with a frozen coolant pack into the Styrofoam mailing container. Completed
shipping manifests may be placed in the Styrofoam box, in which case they should be inserted into an
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individual Ziplock bag for protection from leakage or condensation. The inner lid is put on, and the
Styrofoam box is slipped into the cardboard outer mailing box. The box is sealed with packing tape. Pre-
addressed FedEx Airbills have been provided for the shipment of samples. All samples should be sent by
next-day express service to the following address:

Cleveland Clinic Foundation Reference Laboratory
9500 Euclid Avenue, L 15

Cleveland, OH 44195

216-444-4835

Attention: Christina Thiery

Samples must not be shipped on a Friday or on a day prior to a holiday.

PCCs are to notify Tina Thiery (thieryc@ccf.org) or Kathy Leonhardt (leonhak@ccf.org) at the CCF
Reference Laboratory that a shipment is on its way. PCCs must freeze the cold packs prior to use in

shipping.

CCF Reference Laboratory will verify that all samples have been received in suitable condition and will
send confirmation to the clinical sites via email. Information about missing or damaged samples will be
communicated via secure website. Study coordinators will be notified of any problems by email and
provided with a hyperlink to the pertinent information.

The DCIAC will be billed centrally for the analysis of all specimens.

3.10.5. Hometown Laboratories

For non-local participants who are unable to return to the PCC for FVO7 and FV09, a blood
sample may be obtained in duplicate at a local facility. The duplicate serum samples will be shipped to
the PCC, one for processing and creatinine measurement at the PCC and the other sample will stored at
the PCC and then be batched shipped quarterly to the Cleveland Clinic Foundation Reference
Laboratory.
There is no central billing for such labs, and each PCC is responsible for reimbursing the participant, the
ordering physician, or the hometown lab for the cost of obtaining the sample.
For standardization purposes, the local labs will be contacted directly with the procedure to be followed.

3.10.5.1. Ordering
Generally, Pl will order the collection of blood samples. If Pls are unable to order, the study coordinator
is to contact the primary care physician (PCP) and ask him or her to order.

3.10.5.2. Participant Instructions

The coordinators need to arrange to have the procedure ordered and instruct patients accordingly. For
the sample shipment, participants are to be given a FedEx airbill to complete and be given instructions
on how to ship.

3.10.5.3. Obtaining Serum Samples

The coordinator is to contact the participant's PCP to confirm that samples can be processed per
protocol (centrifuged within one hour of collection). If this is not possible, a local facility that is able to
process the samples, per protocol, must be identified and the participant instructed to go to that facility
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for sample collection and processing. A sample collection kit, including shipping materials and prepaid
airbill, is to be shipped to the participant to bring to the lab. The participant must be instructed to ship
the sample to the PCC on the day of collection. No measurements or tests will be performed at the local
lab.

3.11. NIDDK Central Repositories

The NIDDK Central Repositories are made up of three separate, contract-funded components
that work together to store data and samples from significant, NIDDK-funded studies. The three
components are: 1) Biosample Repository (Fisher); 2) Genetics Repository (Rutgers); and 3) Data
Repository (RTI). Dr. Rebekah Rasooly is the NIDDK Project Manager for the Central Repositories. Her
email address is <rasoolyr@extra.niddk.nih.gov>. NIDDK has developed model language for informed
consent forms that describes the repository and explains what will happen to samples and data that are
collected. Informed consent for biosamples may be obtained in the overall study consent, but a
separate, written, informed consent document is recommended in order to draw genetic samples. The
Repositories will not contain any personal identifiers on samples or in datasets.

3.11.1. Biosample Repository
3.11.1.1. Biosample Repository — Supplies
Fisher BioServices will supply all labels, collection tubes and materials for sample shipment as
well as the FedEx airbill. The contact person at Fisher BioServices is:
Heather Higgins
NIDDK Repository
Fisher BioServices
20301 Century Blvd. Bldg. 6, Suite 400
Germantown, MD 20874
Phone: (240) 686-4703
Fax: (301) 515-4049
Email: bio-niddkrepository@thermofisher.com

3.11.1.2. Biosample Repository - Blood Collection/Processing
During the FV06 and FVO08 clinic visits a maximum of 36 mL of whole blood should be collected,
processed and sent to the NIDDK Biosample Repository at Fisher BioServices. Samples are to be
centrifuged and shipped refrigerated (on frozen cold packs) to the NIDDK Biosample Repository at Fisher
Bioservices on the day of collection, where they will be aliquotted into 1 mL tubes and archived.
e Serum samples: Draw 2 SST Tubes (tiger-top, 10 mL draw volume serum separator tubes),
containing gel separation layer and appropriate for shipping centrifuged samples (no decanting).
e Plasma samples: Draw 2 PST tubes (green/grey-cap, 8 mL draw volume plasma preparation tubes
containing heparin appropriate for shipping centrifuged samples (no decanting).
1. Gently invert tubes (but do not shake). Invert SST tubes 5 times and PST tubes 8-10 times.
2. Let SST tubes clot in a vertical position for a minimum of 30 minutes. Note: PSTs contain an
anticoagulant (heparin), so there is no need for clotting time.
3. Centrifuge all tubes, ideally within one hour of collection, but certainly within two hours. *Spin
SST tubes at 1300 RCF (g) for 15 minutes. Spin PST tubes at 1300 RCF (g) for at least 10 minutes.
No decanting is necessary.
*If centrifugation is not possible within 1-2 hours of collection, refrigerate samples until centrifugation is
possible. Allow tubes to acclimate to room temperature prior to centrifugation (approximately 10
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minutes) as cool temperatures may prevent proper separation. If serum/plasma samples are hemolyzed,
or otherwise lost or destroyed, they should be redrawn if the participant lives locally and then shipped
to Fisher BioServices.

3.11.1.3. Biosample Repository - Urine Collection/Processing
A freshly voided urine sample will be also collected during the FV06 and FVO08 clinic visits. Ship
samples to Fisher BioServices on a quarterly basis including the required shipping manifests.

1. Freshly voided urine specimens will be centrifuged in 50 mL PP tubes at 500 g for 5 minutes as soon
as possible, with volume, processing times, and voiding times noted (processing times should be no
longer than 20-30 minutes from the time of acquisition). Tubes will be kept in ice throughout this
process.

2. The bottom 250 uL pellet (sometimes barely- or non-visible) will be transferred with a 1.0 mL
pipette to a 1.5 mL eppendorf tube previously prepared with 750 pL of TriReagent (Molecular
Research Center, Inc. Cincinnati, OH) and inverted several times and put on ice prior to freezing at -
80 degrees Celsius for future RNA/DNA retrieval.

3. The remaining urine sample will then be transferred to 10 mL polypropylene (not polystyrene)
Falcon culture tubes, stored in six 5 mL aliquots, and sent to the NIDDK Repository.

4. Urine samples for MCP-1 analysis will be sent annually from the NIDDK Repository to KUMC.

3.11.1.4. Biosample Repository — Specimen Labeling
The labels for the vials will be provided by Fisher BioServices. With a Sharpie write the visit
number or date of collection on the label. Following are direction for applying the labels to the cryovials:

1. Attach the label to the vial when the vial is at room temperature.

2. Leave the cap on the vial when labeling; the inside of the vial is sterile.

3. Apply the label to the vial so that the long edge of the label is parallel to the floor when the vial is
held in an upright position. The label should not trail off the bottom of the vial or over the cap.

4. While holding the vial in an upright position, affix the white portion of the label to the vial first,
aligning the short edge just to the right of the graduations on the vial, with the human readable text
to the right of the barcode. Approximately half of the clear tail will overlap the white ink patch on
the vial when labeled correctly. Text printed on the clear tail is easier to read over the white
background.

5. Wrap the clear tail around the perimeter of the vial. The end of the clear tail should overlap the
white portion of the label by approximately 1/4".

6. Verify that all edges of the label adhere to the vial.

3.11.1.5. Biosample Repository — Storage/Packing/Shipping

If it is not possible for the repository to receive samples within one day of collection, centrifuge
tubes and store in a refrigerator (4 degrees Celsius) until they can be shipped in order to be received by
the lab within one day of shipping.

For information on assembling the refrigerated laboratory shippers to be used for shipping
blood samples to Fisher BioServices, please refer to the documents in the Appendix: Assembling the
Refrigerated Laboratory Shipper and Assembling the STP 320 Repository Shipper.

Prior to shipping, complete the necessary shipping manifest. Verify the collection date and
number of tubes per sample. Complete the shipping information on the first page per shipment. Retain
a copy of the completed manifests at the PCC and include originals with shipment. The three digit site
code must be completed at the top of the page on each shipping manifest. The site codes are listed
below:
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230 Emory
231 UAB

232 Kansas
233 Mayo

3.11.2. Genetic Repository

All CRISP Il participants from whom a sample is not already in storage at the NIDDK Genetic
Repository at Rutgers, are to be asked if they are willing to provide blood specimens for DNA extraction
and the establishment of EBV transferred lymphoblastoid cell-lines. The participants must be informed
that the specimens will be sent to the NIDDK Genetic Repository to be saved for use in future studies
related to kidney disease. In addition, we plan to collect more exhaustive family histories of all CRISP |
patients and draw an electronic pedigree for each family (Progeny). Identified affected family members
who agree to participate will be consented into the study and a blood sample will be collected for DNA
extraction and the establishment of EBV transferred lymphoblastoid cell-lines, employing the NIDDK
Center for Genetic Studies, Rutgers University Cell and DNA Repository.

3.11.2.1. Genetic Repository — Supplies

Rutgers will supply all materials for sample collection and shipment. Supplies are to be ordered
using the RUCDR Web Portal. Allow three weeks for delivery. The FedEx shipping label will be provided
by Rutgers. Any other necessary FedEx supplies should be ordered by the coordinator. The plastic
pouches will need to be ordered through FedEx as the shipping label needs to be placed inside the
plastic pouch and then affixed to the box. FedEx supplies are free and can be ordered online or by calling
1-800-463-3339.

3.11.2.2. Genetic Repository — Sample Collection/Labeling/Shipping
The site number you are assigned must be used as the first three digits of the ID number
followed by a hyphen and then the CRISP ID number. The site code for each site is noted below:

230 Emory
231 UAB

232 Kansas
233 Mayo

The alternate ID number serves as a secondary cross-reference between the collection site and the
RUCDR for resolving potential labeling discrepancies during collection. The alternate ID number can be
any number or sequence of numbers. It can be a combination of the draw date and time such as:
0719071047. The alternate ID is completely up to the site to decide but a record must be kept of the
number used.

Attach ID labels to the tubes. Information on the label must include: NIDDK-CRISP ID# and
Alternate ID#. If space allows include gender and age. Do not write the participant’s name or any other
identifying information on the label. Labels must not wrap entirely around the circumference of the tube
making it impossible to see the full length of the specimen through the tube.

Collect blood specimen in the 3 yellow top tubes with ACD. Be sure to invert each tube gently 8-
10 times to mix blood with additives and keep them at room temperature. Whole blood samples should
be sent to the Genetic Repository on the day of collection.

Complete, date and sign the NIDDK Phlebotomy Collection Form in the “To Be Completed by
Phlebotomist” area. A copy should be kept at the clinical site and the original sent with shipment.

Double check NIDDK ID#, verify that ID information on tube matches that on the enclosed

NIDDK Phlebotomy Collection Form.
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Place tubes with labels facing down in Styrofoam container. Package the blood tubes in the
safety mailer following the enclosed instructions. Be sure to seal the Styrofoam container with the red
water resistant tape.

Place the NIDDK Phlebotomy Collection Form in the mailer box outside the plastic bag. Tape
cardboard box closed when assembly is complete.

Use the enclosed FedEx shipping label to ship the sample to the Rutgers University Cell Repository. Be
sure shipping label is marked for priority overnight delivery.
Ship samples to: Dr. Douglas Fugman

Rutgers University Cell and DNA Repository

604 Allison Road, Room C120A

Piscataway, NJ 08854-8082

(732) 445-1498

For routine shipments be sure the outside of the box is labeled “Diagnostic Specimen Packed in
Compliance with IATA Packing Instruction 650”.

Call Federal Express (1-800-463-3339) for pickup, and a courier will be dispatched to pick up the
samples. Do not, under any circumstance, put the mailer into a FedEx drop box.

Notify Dana Witt at the Rutgers University Cell and DNA Repository that blood is being shipped and
provide the FedEx tracking number and the NIDDK ID#. This can be done by email
witt@biology.rutgers.edu, fax (732-445-1149), or phone (732-445-1498). This can also be done through
the Web Portal at http://rucdr.rutgers.edu/shippingblood.

3.11.2.3. Genetic Repository — How to Use the RUCDR Web Portal System
Establishing a Username and Password
http://rucdr.rutgers.edu/scripts/up.exe?AIMACTION=vnewaccountconiddk&enforce _color=ON&skey=1
0925637151082500795
Go to the URL listed above and then just follow the directions on the top of the page. You can sign up
for multiple NIDDK sites (if you are associated with more than one) at once. (Phlebotomists performing
off-site draws will send a notice from http://rucdr.rutgers.edu/shippingblood.)
Logging in to the System
The URL for the RUCDR Web Portal is http://rucdr.rutgers.edu. Click on the square for NIDDK to get to
your login screen. Enter your newly created username and password. If you ever forget your username
or password there is an option on this screen to “Retrieve Lost Password”. You will need to remember
what email address you used to create your account to use this function!
Announcement Board
When you enter the web portal you will see announcements from the RUCDR. The dates of future
holiday closings will be listed here.
Navigating the Web Portal
Click the tabs on the top of the screen to access the different parts of the web portal. The functions
accessible from each tab are listed below.
Request Functions
From the “Request Functions” tab you can do two things: “Submit Request” or “Look Up Status of
Request”.
1. Submit Request

To get to these options, pick a function from the drop-down menu: Shipping Blood, Request

Mailers, or Question.

Next, pick a site number from the drop-down menu.
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Fill out the section of the form corresponding with the function you chose. Even if your
function choice was not “Question”, you can add information to any request in the textbox
under the heading “Special Notes/Special Instructions/Questions”.

Good thing to know! If you choose “Shipping Bloods” you can only enter one FedEx tracking
number per submission, but if you have more than one sample in the box you can list all the
NIDDK ID numbers separated by commas. As always, do not over pack the mailers and
enclose a separate piece of paperwork for each sample.

In Section 2: Attachments (a light grey area towards the bottom of the page) you can add a
file.

Look Up Status of Request

You can search your recent requests to see their status in multiple ways. These are self-
explanatory. If you just hit the search button without selecting any search criteria all the
requests you have made will be shown.

There are 4 different status assignments a request can have:

e Open

e Assigned
e Pending
e C(Closed

Open: This status signifies that a request has been submitted, but is not yet assigned.
Assigned: This status signifies that an open request is assigned to a particular staff person.
Pending: This status signifies that a request has been assigned and a staff person is working
on it, but hasn’t yet completed the job.

Closed: When a request is completed the status is set to closed.

Self Help Resources
This tab is a holding area for useful documents.

1.
2.

4.

FAQ - If you have a question, hopefully it is already answered here.

Download Center — These instructions are here! Also, any paperwork enclosed with mailer
kits is here in case you need to print off extras.

View Announcements — In case you missed the announcement page when you first logged
in to the web portal you can read it again.

Support Resources — Links that may be of interest to visit.

Account Management

From this tab you can “Modify Your Profile” or “Change Password”.

Important Information Regarding Blood Shipments

When a package is received, a mailer request is filled or a question is answered, you will receive an
email from us and the status will be changed to “closed”. The NIDDK Cell Line # will be sent in a
separate email only to those individuals that have been designated to receive that information.

3.11.2.4. Genetic Repository — Storage

Ideally genetic samples should be shipped the day of collection, but must be shipped within 4
days of collection and must be received no later than the morning of the fifth day after collection.
Samples must remain at room temperature until processed and must not be frozen or refrigerated at

any time.
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3.11.3. Data Repository

The NIDDK Data Repository at Research Triangle Institute (RTI) will gather, store and distribute
incremental or finished datasets from CRISP. It will also be responsible for helping the DCIAC prepare
databases and incremental datasets for archiving and for carrying out restricted queries of stored
databases. In general, the Data Repository (RTI) will receive all data collected by the DCIAC, provided
that subjects have consented to having his/her data included in the repository. No personal identifiers
will be sent to the repository. Contact information for the Data Repository (RTl) may be found below.
Phil Cooley RTI - NIDDK Database Repository Box 12194 Research Triangle Park, NC 27709 Tel: (919)
541-6509 Fax: (919) 541-6178 email: pcc@rti.org.

3.12. lothalamate Clearance (GFR) Measurement Procedure

3.12.1. Principle

The short non-radiolabeled lothalamate Clearance Test is a simple test that is done to obtain an
estimate of a patient's glomerular filtration rate (GFR) without subjecting the patient to the more-
expensive and time-consuming standard renal clearance (if an estimate of renal plasma flow is not
needed).

3.12.2. lothalamate Glomerular Filtration Rate (GFR) Procedure
A laminated copy of the lothalamate Glomerular Filtration Rate (GFR) Test #81476, shown

below, is provided to coordinators along with an instructional DVD [lothalamate GFR Training Procedure
DVD]. Coordinators can play the GFR training DVD available on the CRISP Il website.
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W MAYO

Mayo Medical Laboratories

lothalamate Glomerular Filtration Rate (GFR) Test #81476

TEST REQUISITION FORM

Use the requisition form supplied with the Kit.

Before you begin the test, enter the patient's initials
and collection date on each of the sample tubes.

3. Explain the GFR procedure to the patient.

4. Confirm that the patient has been fasting for 4
hours, or 2 hours if the patient is diabetic.

5. Question the patient to be sure that he/she has not
participated in other contrast studies within the last
12 hours.

6. Record the patient's height and weight
Ensure that the patient does not have sensitivity to
iodine.

SPECIMEN COLLECTION - Number 1

1. Instruct the patient to empty his/her bladder
completely.

2. Prepare the contrast injection using a 1 cubic
centimeter (cc) tuberculin syringe, consisting of 0.5
cc sterile water and 0.5 cc lothalamate.

3. Remember, the dosage for pediatric patients
weighing less than or equal to 40 kilograms is less.

4. Record the time the patient returns.

Check the patient's arms to determine which will be
most suitable for blood collection. Then use the
opposite arm to inject the lothalamate dose and
record the time.

6. Return the patient to the seating area and instruct
him/her to wait for 1 hour and to drink 10 to 20
ounces of water. (The amount of water may be less
if the patient is under physician orders to restrict
fluid intake).

7. Aliguot 5 milliliters of urine into the tube
designated for the urine zero (UO) sample.

SPECIMEN COLLECTION - Number 2

1. After 1 hour, instruct the patient to completely
empty his/her bladder.
Record the time.

3. Discard this urine equilibration (VE) sample.
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Use an ultrasound monitor to ensure the patient's
bladder is empty. (If ultrasound is not available, ask
the patient if his/her bladder is completely empty).
If patient is unsure, have him/her void again.
Collect 3 milliliters of blood from arm opposite of
the injected arm. (It is critical to make this blood
draw within 5 minutes of the patient's voiding.)
Record the time of this blood draw.

Return the patient to a seating area where he/she
should be instructed to drink 10 to 20 ounces of
water.

SPECIMEN COLLECTION - Number 3

1.

After 45 minutes, instruct the patient to completely
empty his/her bladder.

Record the time.

Keep the urine, making sure you have a minimum of
100 milliliters. If the patient is not able to provide
enough urine at this time, have him/her return to the
seating area and encourage more fluid intake. After 30
minutes, collect additional urine until at least 100
milliliters is reached.

Collect 3 milliliters of blood from arm opposite of the
injected arm within 5 minutes.

Record time of blood draw.
The patient can be dismissed.

MEASURING THE SPECIMEN

1.

Accurately measure or weigh the volume of the urine
#1 (V1) sample and allocate 5 milliliters into the tube
designated for the VI sample.

Record the volume.

Verify that all the spaces in the shaded area of the requisition
form are filled in completely. The patient's first and
second blood draws should be centrifuged for 10
minutes at 3,000 revolutions per minute (rpm).

Aliquot the first blood draw into the tube designated for
the Patient Draw 1(P1) sample.

Aliquot the second blood draw into Patient Draw 2 (P2)
allocated tube.

Verify that the collection times are written on each of
the respective sample tubes.

TollFree:800-533-1710 Website: mayoreferenceservices.org Email: mml@mayo.edu

@2007
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3.13. Information for Study Personnel

3.13.1. Training

The Data Coordinating and Image Analysis Center (DCIAC) is responsible for training all CRISP Il
personnel in the correct procedures for carrying out the study. A two day training session for Study
Coordinators was conducted on April 10 and 11, 2007 at the University of Pittsburgh. Principal
investigators reviewed the CRISP Il Protocol, updated forms and discussed the Manual of Procedures
during the Steering Committee meeting on January 9, 2007, in Washington, DC. The DCIAC is responsible
for assuring that procedures are carried out in a consistent, standardized manner and is also responsible
for monitoring procedures at each PCC and proposing remediation measures for sites or individuals that
do not meet acceptable performance levels.

3.13.2. Data Collection Forms Completion

Data collection forms may be completed by a certified study coordinator or by other designated
personnel, defined as individuals having completed training and demonstrated proficiency in carrying
out the policies and procedures applicable to the task(s) they are performing for the study. The
signature of a study investigator must be included on the completed data collection forms to verify that
he/she reviewed and approved the completed forms.

3.13.3. Communicating with the DCIAC

All communications with the DCIAC should be through email at CRISPli@pitt.edu. Responses are
guaranteed within 48 hours. If the concern is urgent contact Johana Schafer the study coordinator at
412-641-2328 who will triage your call to the appropriate individual at the DCIAC.

3.13.4. Email Lists

Several email listservs have been established to facilitate communication between CRISP study
personnel. When a message is emailed to one of these lists, a copy of it will be delivered to all study
personnel who are subscribed to that particular list. In addition, all messages sent to a list are archived
and can be easily accessed from the Archives page of the CRISP website. The following listservs are
available:

CRISP Study Personnel
<crispall@list.pitt.edu>

CRISP Steering Committee
<crispsteer@list.pitt.edu>
CRISP Study Coordinators
<crispcoord@list.pitt.edu>
CRISP Imaging Committee
<crispimage@list.pitt.edu>
CRISP Genetics Committee
<crispgenetics@list.pitt.edu>

To add or remove an individual from one of the above lists, please email a request to crispii@pitt.edu.
3.13.5. Setting up New CRISP Personnel

When a new staff member joins the CRISP Il team, the site coordinator should download the
New Personnel Form, complete the form and fax to the Study Coordinator. The Study Coordinator will
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enter the information into the Website. The DCIAC will generate a username and password for this
individual. An email with the link to the CRISP Il website and the username and password will be sent to
the new staff member who will then have access to the website. The staff member can also use the
website to change their password. Initial usernames and passwords will be sent to the Study
Coordinator as well.

3.13.6. Departing Staff Personnel

If a member of the CRISP Il team is leaving the study, the site coordinator should immediately
notify the study coordinator who will notify the DCIAC. The DCIAC will disable that individual password
which will make it impossible for her to access the CRISP Il website. This individual will be immediately
removed from all listservs as well.
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Chapter 4. Protection of Human Subjects

4.1. IRB Requirements

The Institutional Review Board (IRB) at each PCC must approve the CRISP protocol, informed
consent documents, and recruitment materials prior to recruiting participants to the study. All revisions
to these materials must also be submitted to and approved by each site's IRB. Copies of the current IRB
approval letters are in Appendix.

4.2. Informed Consent

In order to be eligible for the study, each participant must be willing to sign 1) a statement of
informed consent consenting to annual visits and interim contact visits. This will document the
agreement of the participant to participate in study activities. The participant will be queried in a sincere
discussion prior to enrollment to insure continued willingness to be involved in the study and comply
with the study protocol and follow up visit schedule. Copies of the signature of the signed informed
consent forms will be kept at the Study Sites and the date that the consent was signed will be kept at
the DCIAC. These will be stored apart from the other study forms since they contain confidential
information, i.e., the participants’ names. Copies of the current consent forms used at PCC are in
Appendix.

4.2.1. Sequence of Consent Procedures

It is recognized that Clinical Center Institutional Review Boards (IRBs) have official responsibility
for determining informed consent procedures. Prototype informed consent forms have been developed
for the study, and each Clinical Center’s IRB-approved consent form will be reviewed to make sure the
essential material is included. Copies of all IRB approvals (including amendments and renewals) must be
promptly sent to the DCIAC.
Consent occurs at the initial stage of study. Consent should be obtained at the time of the first visit
whether it is the Screening, Enrollment or Baseline Visit, and will include description of the interaction
with members of the study team, a complete medical history, a complete physical examination, blood
and urine tests to be obtained, DNA to be obtained, GFR’s obtained annually, follow-up visits, annual
MR and ultrasound procedures. If a second genetics consent form is to be used, it will be obtained at
one of the above mentioned visits.

4.2.2. Participant Examination

Although the CRISP study is not an interventional or therapeutic trial but an observational study,
findings obtained throughout the study may provide important information for maintaining the standard
of care for the participants in the study. All physical examinations must be performed by a physician,
nurse practitioner, physician assistant or by a nurse coordinator supervised by a physician. Any
abnormal findings by imaging, blood work or physical examination are required to be reported to the
patient’s primary treating physician within 3 weeks. Should subjects become acutely symptomatic
during their annual or baseline visits or should medical conditions requiring immediate attention be
identified, it is necessary that the primary treating physician be contacted immediately. Follow-up
letters to treating physicians after patients have completed their baseline and annual visits including
certain findings such as blood chemistries, and blood pressure levels are recommended. This not only
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improves the chances of successful subject retention but maintains an awareness of the CRISP study in
the medical community. All documents pertaining to these evaluations need to be kept at each PCC site
for review at site visits throughout the study.

4.3. Regulatory Documents

All site coordinators are responsible for having on file the appropriate regulatory documents
and for submitting necessary reapprovals on time. Regulatory documents include IRB approvals of the
study protocol, amendments to the study protocol, informed consent documents, financial disclosure
documentation, and recruitment materials. Copies of all IRB-approval letters must be sent to the CRISP
Study Coordinator, Johana Schafer at the DCIAC. In summary, regulatory documents to be sent to the
DCIAC include the following:

Required regulatory documents include the following:

1. Official documentation of the IRB registration number and assurance ID number.

2. IRB approval of the current CRISP Il protocol.

3. A copy of all IRB-approved consent and assent forms required by the PCC.

4. Documentation of conflict of interest and financial disclosure of all investigators.

5. Documentation of the institution's normal ranges for required lab tests and a copy of the latest
laboratory accreditation.

4.4. Participant Confidentiality

Participant confidentiality is protected thorough a multi-tiered approach to assure compliance
with the requirements of the Privacy Act, the Privacy Rules of HIPAA, and with all other applicable laws
that protect the confidentiality of health information. Each participant is to be informed of the purpose
of the study and consented for participation in all aspects of the protocol through use of IRB-approved
consent documents. Participants must sign an authorization (along with the informed consent
document) for public release of their data. At the time of registration in CRISP |, each participant was
assigned an identification number. This number will be source of identification for CRISP II as well.
Participants are identified only by number in the study database and generated reports and, in general,
only group data will be published. If individual participant data are published, no identifying information
will be included. The data management system is highly secure with multiple levels of controls on
access. The medical records of the participants in the CRISP study are confidential. Specific
study-related information may be made available to the FDA, study sponsors, the NIH, or other
regulatory agencies but will be de-identified.

4.4.1. HIPPA Compliance

Only individual PCCs and the CRISP Il DCIAC have access to identifiable protected health
information (PHI) for study participants. All participant data will be maintained in locked file cabinets
and/or on secure, password-protected computers at each PCC and at the CRISP Il DCIAC, with access
limited to CRISP Il researchers and staff. Each PCC will have access to PHI of only its own site-specific
participants. The disclosure of individual health data to the general public or affiliated external
researchers will comply with the provisions of the HIPAA Privacy Rule. Clinical data and images will be
de-identified prior to disclosure, according to the rules and prescribed mechanisms for doing so in
Sections 164.502(d), 164.514(a)-(c). Data values that have the potential for unmasking participant
identity will not be available on the public-use data set or will be made available only as calculated
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variables that cannot be uniquely mapped back to raw values. These include clinic locations, dates of
hospital admission, information about parents or siblings, and rare medical conditions.

4.4.2. Data Transfer and Security

Data from the client machine and the web server are sent using 128 Bit encryption utilizing
Verisign SSL certificates. Servers, both web servers and database servers are located behind network
firewalls and use Windows security for restricted access. Backups are done on a daily basis. Daily
backups are rotated on a monthly basis with weekly backups rotated on an annual basis. Weekly
backups are stored in a local bank’s safety deposit box. All servers are located in locked rooms with
controlled authorized access. Servers are virus protected utilizing Symantec virus protection software.

4.5. Safety Monitoring

Because this is an observational study risk to patients in CRISP Il will be minimal. We will
however, conduct screening evaluations of CRISP | potential participants to determine whether it is safe
for them to have imaging and to take part in the study We will also provide selected results from study
assessments to participants and/or their physicians when there are health and safety implications.

4.5.1. Definition and Reporting of Serious Adverse Events (SAE)

4.5.1.1. Definition of an SAE

An SAE is defined as any undesirable experience meeting one or more of the following criteria,

regardless of relatedness to study participation, occurring from the time a participant signs the informed

consent (before the screening visit) until the end of the study.

e Resulting in Death — All deaths must be reported as SAEs.

e Hospitalization - All hospitalizations, elective and nonelective, must be reported as SAEs. If a
hospitalization is prolonged due to an event related to this study, this is also considered an SAE.

e Life-threatening - If the patient is at substantial risk of dying at the time of the event, or if
continued use of a study medication or study procedure would result in the patient's death.

e Resulting in significant, persistent or permanent harm or disability.

e Exceeding the nature, severity or frequency of risk described in the protocol.

e (Congenital anomaly - If there is suspicion that exposure to a study procedure prior to conception or
during pregnancy resulted in an adverse outcome in the child.

e Any other important medical event, including new cancer diagnosis, which may jeopardize the
participant, or may require intervention to prevent permanent impairment or damage or other
outcome listed above.

4.5.1.2. SAE Reporting Requirements

All SAEs must be reported within 24 hours of study personnel learning of the event to the local
Pl and to the DCIAC via data entry of SAE Report Form 13. Information not available at the time of the
initial report should be submitted to the DCIAC within 5 business days of its becoming available. Pls at
the clinical centers are responsible for fulfilling local IRB reporting requirements, which may vary by
center. A copy of the local IRB stamped form should be sent to the DCIAC.

The DCIAC will prepare summary reports at least annually for the clinical centers, NIDDK, and
the External Advisory Committee on SAEs. Principal investigators at the clinical centers are responsible
for fulfilling local IRB reporting requirements, which may vary by center.
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Chapter 5. Ancillary Studies Policy

5.1. General Policy

To enhance the value of the CRISP study, the Steering Committee welcomes proposals from
individual investigators to carry out ancillary studies. In order to protect the integrity of the CRISP study
and other derivative studies, the Ancillary Studies Committee and the Steering Committee must review
and approve all proposed ancillary studies before their inception or submission of a proposal for
external funding consideration.

5.2. Definition of an Ancillary Study

An ancillary study is one based on information from the CRISP study participants or study data in
an investigation or analysis that is relevant to, yet not described in the Study protocol, and derives
support from non-CRISP funds. Screening studies, i.e. to survey a microarray or proteomics database,
will not be eligible. Rather, steering committee support of CRISP ancillary studies will require
presentation of a clear hypothesis, rationale, specific aims and well-developed analytic tools based on
preliminary studies.

Preferred ancillary studies will utilize the established database (standard blood and urine
chemistries, DNA analysis, kidney and cyst volume measurements: see Kidney Int. 64:1035-45, 2003; N
Engl J Med. 354:2122-30, 2006) together with samples of urine, plasma and serum stored in the NIH
repository.

An ancillary study may propose the collection of additional data not collected or analyzed as
part of the routine CRISP study data set provided that funds are available to the investigator to cover the
costs.

Ancillary studies may be submitted by the investigators within the CRISP study or by
investigators without a prior relationship to the CRISP study. Ancillary studies require external (non-
CRISP) funding to cover all associated costs. Examples include studies funded by investigator-initiated
NIH research awards (RO1s), grants from academic institutions (K12s) or private sources (e.g. private
foundations, the PKD foundation, pharmaceutical companies). Any ancillary study must have sufficient
funding to cover the costs incurred to process or ship samples and for tasks such as sample selection,
preparing and documenting analysis files, participating in statistical analysis, and integrating the new
ancillary data back into the combined CRISP database.

5.3. Requirements and Procedures for Approval of an Ancillary Study

5.3.1. Overview

Participation in, and approval of an ancillary study is subject to review by the CRISP Ancillary
Studies Committee, and formal approval by the CRISP Steering Committee.

To facilitate application the investigator should send a preliminary draft of the proposal
including brief background, hypothesis, rationale, specific aims and methodology to the chair of the
Ancillaries Studies Committee. The chair will consult other members of the Ancillary Studies Committee
to determine if the proposal fits within the guidelines and capabilities of the CRISP protocol. At this
juncture hypothesis ‘overlap’ issues among competing applicants will be resolved.

43



CRISP Il Study Ancillary Studies Policy

Steering Committee — J.J. Grantham, V.E. Torres, A.B. Chapman, L.M. Guay-Woodford, K.T. Bae,
C.M. Meyers, J.E. Bost, W. M. Bennett (chair)

Ancillary Studies Committee — J.J. Grantham (chair), J.E. Bost, A.B. Chapman, V.E. Torres, K.T.
Bae, C.M. Meyers

All Ancillary Study must include at least one Steering Committee member as a collaborating
investigator who will not participate in the final merit review of the proposal.

Under specific, selected conditions (e.g. an imminent funding deadline), the Steering Committee
Chair may serve as the proxy for the Steering Committee, although this is expected to be a relatively
uncommon situation. Approval by the Steering Committee requires four of 6 votes in favor of the
proposal. Dissenting voters must provide the explicit reason for their dissent. Any issues of concern to
dissenting voters are shared with the applicant and opportunities for clarification provided. All sites
(PCC’s, DCIAC, and NIDDK) agree to cooperate with approved ancillary studies regardless of their
individual vote. Ancillary study investigators must receive approval of their concept, and then engage in
detailed budget and scientific planning in cooperation with participating clinical center investigators and
the DCIAC before submitting their grant to any funding agency. Potential ancillary investigators are
encouraged strongly to communicate with the Chair of the Ancillary Studies Committee (In the absence
of the Ancillary Studies chair with the chair of the Steering Committee) prior to submitting a preliminary
proposal.

An ancillary study proposal submitted within the CRISP Study Steering Committee must include
at least one CRISP investigator as a co-investigator. If other investigators wish to participate in a
particular ancillary study, they may contact the proposing Investigator directly with the assistance of the
Chair of the Ancillary Studies Committee, if needed.

5.3.2. Proposals for Ancillary Studies as Part of Training or Career Awards

The CRISP Study investigators and the NIH anticipate that the CRISP Study will be an important
resource for career development and training among members of the academic community. Therefore,
proposals for ancillary studies to be funded through training grants or career development awards
through the NIH or other funding sources require special consideration. These funding mechanisms
typically provide funding only for investigator effort, not additional data collection, and as such, these
proposals will generally propose research questions and analyses that could be considered part of the
core CRISP Study. In these cases, consideration of what analyses might be authorized could present a
conflict of interest for the CRISP investigators. Therefore, the Ancillary Studies Committee will be
specifically directed to consider the scientific gain to the CRISP study from the addition of the proposed
ancillary analyses, as well as the training and career development opportunities afforded to the
applicant by the proposed ancillary study.

Evaluation in the case of proposals to be funded through training grants is limited to trainees of
CRISP study investigators, as the quality of the analyses will be greatly dependent on the mentor
identified in the training grant. In the case of faculty career awards, evaluation of ancillary study
applications will need to consider the anticipated scientific contribution of the applicant, including their
ability to perform data analyses that may not be able to be performed at the DCIAC without additional
funding. Further, willingness to adhere to the requirements of the Publications and Ancillary Committee
with respect to authorship will be particularly important.

The review process will have several steps. The first step is registration of the proposal concept.
This may occur up to one year before an anticipated submission date. Proposal concepts should be
registered on the CRISP website. Once a concept proposal document is generated, the next step is
review of the proposal concept and acceptability by the Publications and Ancillary Studies Committee.
The proposal concept should be summarized in 2-4 pages.
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5.3.3. Considerations for Approval

1.
2.

10.
11.

The proposed study must meet the standard of highest scientific merit.

The proposed study must not interfere with the completion of the main objectives of the CRISP
Study.

Participant burden.

e The proposed study must be acceptable to the participants (e.g. time, discomfort, privacy).

e The proposed study must not interfere with other parts of the main CRISP Study.

e The proposed study must not hamper continued participation in the main CRISP Study.

The proposed study must not adversely affect participant cooperation or compliance with the
CRISP Study

The proposed study must put minimal demand on scarce CRISP Study resources such as blood
samples.

The proposed study must require the unique characteristics of the CRISP Study cohort to
accomplish its goals.

The investigators must have adequate resources to effectively complete the project, including:

e Sufficient budget and personnel.

e Staff having the requisite expertise to meet the objectives of the project.

The ancillary study investigators must agree to return the complete ancillary data set back to the
CRISP Study if requested by the CRISP Study Steering Committee.

The proposed study must not create a serious diversion of study resources (personnel,
equipment or study samples) or investigator/staff time, either locally or centrally.

The proposed study must not jeopardize the public image of the CRISP Study.

The investigator must pledge to abide by the rules and regulation for CRISP covered in the
Manual of Procedures listed on the website.

5.3.4. Instructions for Preparation of Requests for Approval of an Ancillary Study

All proposed ancillary studies must be submitted to the CRISP Ancillary Studies Committee at

least two months before submission to a funding agency. Under specific conditions (e.g. an imminent
funding deadline) the CRISP Steering Committee Chair may serve as the proxy for the Steering
Committee.

5.3.5. Proposal Format

A written request for approval of an ancillary study should be submitted to the Ancillary Studies

Committee as a preliminary 2 to 3 page document containing the following information:
A. Identifiers

1.
2.
3.

Initiating investigators, collaborators, potential CRISP Study co-investigator.
Planned starting date and project timeline.
Funding plans and estimated cost.

B. Design and Methods

1.
2.
3.

Brief background and rationale.
Study questions or hypotheses.
Specific data collection methodology, including questionnaires and coding forms, if available.

C. Specific answers to the following questions

1.
2.
3.

What are the potential burdens to participants?
What, if any, follow-up is needed? Specify length of time and events to be ascertained.
How many participants are required?
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4. How will the ancillary study be funded? Would any additional un-reimbursed work be expected
of the CRISP Study personnel? How will the ancillary study budget cover demands on CRISP
Study personnel time and Study resources?

5. Where will the data analyses be conducted?

6. How will the confidentiality and other aspects of protection of human subjects be maintained?

7. When and in what form will a complete data set be provided to the CRISP Study?

D. Data or Specimen Requirements:

1. What CRISP Study core data and/or analyses are needed for the ancillary study?

2. Is blood or other biologic samples (either fresh or from the CRISP Study's repository of stored
samples) required?

3. What quantity of specimens will be needed?

After preliminary review and provisional acceptance, more detailed information may be requested
before final approval.

5.4. Changes to Proposed Study

Once an ancillary study is approved, if a change occurs in the structure or concept of the study,
then a revised proposal must be submitted to the Ancillary Studies Committee, for review and approval.
If the changes are substantial, the Ancillary Studies Committee may submit the proposal to the CRISP
Steering Committee for approval.

5.5. Proposal Budget

The investigator applying for an ancillary study must supply all additional funds needed to
successfully complete the study. The Ancillary Studies Committee will be concerned with both the
obvious and the hidden costs to the CRISP Study entailed by an ancillary study. Provision of funds for
these expenses is essential — an ancillary study that will generate CRISP expenses cannot begin without
evidence of fiscal support to cover these costs. These costs must be stressed in research grant
applications based on a CRISP Ancillary study and include, but are not limited to:

1. If workis to occur on site, rental of appropriate clinic, lab and office space.

2. |If subject involvement outside of main exams is anticipated, subject coordinator time to arrange
subject appointments must be reimbursed.

3. Personnel, equipment and supplies necessary to complete the project.

4. Statistical and data management staff for coordinating the additional data management and
analyses.

5.6. Human Subjects/Data Confidentiality

Confidentiality of CRISP participants must be guaranteed. Individually identifiable data may not
be released. If the data collection/request is not covered in the original informed consent process for
the main CRISP Study a signed consent must be obtained from every participant in the ancillary study,
However, IRB approval of the consent is not necessary in order to submit an application to the Ancillary
Study Committee.

1. Key personnel of the ancillary study must be certified in the NIH OHRP or equivalent training
course.
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2. A copy of the IRB approval letter for the ancillary study is to be sent to the DCIAC. If a separate
consent form is required for the ancillary study, a copy of the signed ancillary study consent
form for each study participant must be included in the CRISP Subject Study record. A data file
tracking all signed ancillary consent forms must be maintained by the ancillary study and an
electronic copy of that file must be submitted to the CRISP DCIAC.

The principal investigator of an ancillary study is responsible for reports regarding the course of the
study to the Ancillary Studies Committee or Steering Committee as appropriate, monitoring the study to
assure continuing compatibility with CRISP Study and serving as a liaison to the CRISP Steering
Committee. The CRISP Steering Committee monitors the development of the ancillary studies, receipt of
funding, initiation dates, and progress. A written progress report on ancillary studies must be made
annually to the Steering Committee.

5.7. Analysis and Publication of Results of Ancillary Studies

Analyses of ancillary studies within CRISP can be undertaken in three specific ways: i) analysis
can take place at the DCIAC and be conducted under the supervision of its biostatistician-investigators,
ii) datasets could be released for analysis by external investigators when approved by the Ancillary
Studies Committee and the DCIAC; iii) ancillary studies funded as career or training awards, as well as
studies taking place in a subset of clinical centers may be situations in which release of data for analysis
deserves special consideration. Under these circumstances, the ancillary study investigator will provide
interim reports on analyses to the DCIAC to ensure that all study data used in analysis of ancillary study
results are consistent with data in the main study database and to ensure the quality of analytical
approaches.

Proposals for manuscripts resulting from all ancillary studies shall be submitted for review to the
Ancillary Studies Committee and require approval by the Steering Committee before establishment of a
writing committee or submission for publication or presentation. It is anticipated that principal
investigators of approved ancillary studies will generate at least one scientific paper based on the
ancillary study analyses, as specified in the CRISP Publications Policy. Each manuscript and abstract
would be expected to include a CRISP investigator. The phrase "CRISP Study" should be included in the
title in all scientific presentations and manuscripts and listed as a key word whenever possible.
Manuscripts will also contain an appendix listing CRISP investigators deemed appropriate.

5.8. Feedback of Results of Ancillary Studies to Participants

Results of ancillary studies shall be reported to participants and/or their physicians if medically
useful. Such reporting should follow standard CRISP protocol for notification of participants.

5.9. Handling of CRISP Data and Specimens

At the time of distribution of CRISP specimens and/or information, the CRISP Collaborating
Investigator, with help from the DCIAC, will make explicit arrangements with the ancillary study Principal
Investigator for the security of these study materials, and for their final disposition at the conclusion of
the ancillary study. The safety and confidentiality of the CRISP data at the collaborating institution is the
responsibility of the ancillary study Principal Investigator, as is the appropriate disposition of these
materials after the study has been completed. Leftover DNA and laboratory specimens are destroyed or
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returned, and files of CRISP data are returned or deleted, as established at the outset of the
collaboration. An archival copy of the newly collected data and/or laboratory results not already held at
the DCIAC will be sent to the CRISP DCIAC at the conclusion of the data analysis and publication of the
main (ancillary) study hypothesis. This transfer is the responsibility of the ancillary study CRISP Principal
Investigators. Once transferred back to the CRISP DCIAC, these ancillary data will become part of the
aggregate CRISP database. Subsequent access to these data will be governed by the Steering
Committee.

5.10. Ancillary Studies Submissions — Training Grants

We recognize the need to both protect the integrity of the core hypotheses and yet provide for
research training in junior members of our various institutions. The ancillary submission form includes a
place to check for "Training Proposal" which will alter the philosophy of the review process within the
Ancillary Studies Subcommittee as well as the Steering

When a Training proposal is submitted, the mentor(s) should briefly state their attributes as
mentors in the proposed training area, and their commitment to the individual. The mentor’s
abbreviated ‘NIH-style’ CV should be attached.
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Chapter 6. Publications and Communications

6.1. Publications Policy

The policy of the CRISP concerning publications and presentations is designed to achieve five objectives:

1. To assure timely publication of the results of the CRISP studies to the appropriate professional
audiences.

2. To avoid premature publication of results that might compromise performance of the study
(such as publishing trends before they become statistically convincing) or that might
compromise the ability to publish results in high-quality peer-reviewed journals (such as
premature release to the lay press).

3. To maintain high standards of quality of all materials published by the CRISP.

4. To guard against duplicate publication of results by assuring absence of overlap of materials
prepared by various writing committees.

5. To assure attribution of credit to all professionals participating in studies within the CRISP.

To accomplish these ends, it is the policy of the CRISP that preparation of all publications or
presentations, other than materials prepared for local publicity purposes, must be assigned by the
Steering Committee Chairman, after consultation with the Publications Committee Chair, to specifically
appointed writing committees, and that all such materials must be reviewed and approved by the
Publications Committee and/or the Steering Committee prior to publication. A listing of the members of
the Publications Committee can be found on the CRISP website.

6.1.1. Scope of Policy, and Exception for Local Publicity Materials

All materials to be presented orally or submitted for publication or dissemination by individuals
associated with the CRISP or dealing with any aspect of a study within the CRISP must receive prior
review and approval by the Publications Committee and/or Steering Committee.

6.1.2. Source of Suggestions for Publications

Suggestions for topics appropriate for preparation of abstracts, peer-reviewed papers, or
chapters and reviews are made by the Publications Committee; in addition, all participants in the CRISP
are invited to suggest topics appropriate for preparation as abstracts, peer-reviewed papers, or chapters
and reviews from the studies within the CRISP. Such suggestions can be made and discussed during
meetings or conference calls of the Steering Committee or be made in writing to the Steering
Committee Chair, with copies forwarded to the Publications Committee Chair. The Publications
Committee Chair shall review the request to be certain there is no overlap with material previously
assigned to other writing committees. Where such overlap exists, the Publications Committee Chair may
make recommendations to the Steering Committee Chair that the suggestion be referred to an existing
writing committee, that additional study participants be added to existing writing committees, or make
other suggestions to resolve the overlap. However, final decision in this matter rests with the Steering
Committee Chair after consultation with the Publications Committee Chair.

It is the policy of the CRISP to encourage non-physician professionals to prepare scientific
presentations to their own professional meetings and to prepare scientific papers for their own
professional journals in addition to participating in the preparation of papers for medical journals. Since
the subject matter of these reports and papers may well overlap with material being prepared by writing
committees for medical journals, it is the policy of the CRISP that, under these circumstances, rather
than forming a new writing committee, such non-physician processionals should be added to the
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existing writing committee concerned with related matters, specifically for the purpose of preparing
such reports. The authors of these presentations and reports will be the members of the writing
committee, with first author being the individual added to the committee for this purpose, using the
appropriate authorship style.

In addition, the Publications Committee will formulate and maintain a list of suggested topics
that should be prepared for publication, to assure that all completed investigations of the CRISP studies
are reported to the scientific community in a timely fashion.

6.1.3. Assignment of Writing Committees

The Steering Committee Chair, upon receipt of a recommendation for preparation of a topic for
publication, and after confirming that the topic does not overlap with a previous assignment to another
writing committee, and discussion with the Publications Committee Chair, will appoint the Chair of a
new writing committee to prepare the publication. Appointments of writing committee chairmanships
will be made in an equitable fashion to all professionals-physicians, clinical coordinators, statisticians,
and others - in a fashion that recognizes the special contributions of each member of the CRISP study to
its performance.

Upon appointment of the Chair of a new writing committee, the Publications Committee Chair
will notify each collaborating center, including clinical centers, the DCIAC, the NIH, and the central
laboratories, of the new writing committee, soliciting indications of interest to be on that writing
committee. If more individuals express interest than is practical to assign to a committee, the Steering
Committee Chair, after discussion with the Publications Committee Chair, shall make final assignments
of the members of the committee.

In all cases, writing committees dealing with an issue that requires analysis of data by the DCIAC
will have a member of the DCIAC assigned to it.

From time to time it may be expedient for the chairmanship of a writing committee to be
reassigned to another member of that committee, or for members to be dropped from or added to a
writing committee. The Steering or Publications Committee Chair is authorized to make such changes
with the consensus of the members of the Writing Committee or on his/her own authority where there
is clear cause.

6.1.4. Classes of Reports for the CRISP

There are four classes of reports for the CRISP Il Study:

Class A

Reports of the major outcomes of the studies - It is assumed there will generally be only one or two
such reports derived from each phase of the Study. Generally these reports will be prepared by the
Writing Committee appointed by the Publications Committee Chair, with the Steering Committee Chair
as Chair of the writing committee.

Class B

Reports addressing in detail one aspect of the CRISP Studies, but in which the data are derived from the
entire study.

Class C

Reports of data derived from a subset of centers by investigators of the studies within the CRISP (e.g.,
sub-studies or ancillary studies) or originally conceived analyses of data from entire studies of the CRISP
(original analyses).

Class D

Reports of investigations initiated outside of the CRISP, but uses data or samples collected by a study
within the CRISP. The investigators may be CRISP or other investigators, but the source of the ideas and
the funding for the study will have been derived outside of the CRISP itself.
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6.1.5. Authorship

The authorship policy of the CRISP must achieve two somewhat conflicting goals. First, it is
recognized that the findings of the study, especially the findings reported in Type A and B reports, are
derived from the efforts of the entire CRISP professional staff. Thus, all reports, regardless of type, must
give recognition to all the participants of the CRISP studies (e.g.: CRISP), and reports of Types A and B
must give primary recognition to the entire study professional staff. On the other hand, it is recognized
that the preparation of a manuscript places special demands on the assigned writing committee,
especially on the Chair of the writing committee. Further, recognition of special effort and achievement
is important in the professional careers of study staff, and specific listing as an author is a significant
motivating factor that will help assure prompt completion of writing assignments and timely publication
of results of the CRISP. The CRISP authorship policy attempts to recognize each of these goals. The
authors of CRISP publications will be listed as detailed below for each type of publication.

6.1.5.1. Type A - Publications
Abstracts: From the CRISP, e.g. CRISP study, presented by XXXX. (This will usually be determined by the
Steering Committee Chair).
Papers: From the CRISP (e.g. CRISP study’).
"The CRISP Participant Box, detailed below, must be included in these papers.

6.1.5.2. Type B - Publications
Abstracts and Papers: From the CRISP study’, prepared by [Chair of the writing committee, other
members of the writing committee listed alphabetically].?
The CRISP Participant Box will be included in all papers if this can be arranged with publisher.
Otherwise it will be referenced in one of the Type A papers. It will not be practical to publish the
entire list of participants in abstracts.
’It will be stated in a footnote that the names of the writing committee are listed alphabetically
after the name of the committee chair.

6.1.5.3. Type C and D - Publications

Abstracts and Papers: By [members of the writing committee in any order acceptable to them] and the

CRISP study."
"The Participant Box will be included in all Type C papers if this can be arranged with the
publisher. Otherwise it will be referenced in one of the Type A papers. In type D papers, the list
of participants will be referenced in all cases. It will not be practical to publish the entire list of
participants in abstracts.

6.1.5.4. Listing of Professional Participants in the CRISP Participant Box
The CRISP Participant Box for each phase will list all professionals that have participated in a study
within the CRISP for a minimum of one year in that phase. The participants for each participating center
will be listed together, with the center Principal Investigator listed first, and identified as "PI" followed
by the other center staff listed alphabetically. Each participant is to be listed only by his/her professional
and academic degrees and not by the specific position that he/she holds in the study. The centers are to
be listed in the following order:

1. NIH

2. Steering Committee Chair

3. Data Coordinating and Image Analysis Center
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4. Clinical Centers (in alphabetical order)

5. Central Laboratories (in alphabetical order)
Prior to the publication of any papers from any phase of a study from the CRISP, each center will be
asked to confirm and approve the listing of the personnel from that center in the CRISP Participant Box.

6.1.6. Acknowledgment of Support and Reprint Addresses

Acknowledgment of grant support is to be used in all papers reporting results of the CRISP
study. (In the case of ancillary studies, additional sources of support should be cited as appropriate).

The CRISP is supported by the Division of Kidney, Urologic and Hematologic Diseases of the
National Institute of Diabetes and Digestive and Kidney Diseases, NIH, through cooperative agreements.

The following information regarding reprint requests should be included in all papers prepared
by the CRISP. The NKUD Clearing House will maintain an inventory of all CRISP publications and will
actually mail out the reprints.

Requests for reprints should be addressed to: National Kidney and Urologic Diseases Clearing
House Box NKUDIC Bethesda, MD 20892

6.1.7. Schedule for Completion of Writing Assignments and Resolution of Overlaps Between
Writing Committees

At the time a writing committee is constituted by the Steering Committee Chair, the Publications
Committee will establish a timetable for completion of the writing assignment that takes into account
deadlines for publication, the amount of time required for data analysis, other commitments of the
DCIAC, and priority of the publication. These deadlines may differ based on the complexity of data
analysis; however, once the required analysis has been determined, these materials should be available
to the writing committee within three weeks.

The Chair of the Writing Committee should provide the Chair of the Publications Committee
with a general outline of the proposed publication, within a month of receiving its assignment, to permit
the Publications Committee to identify any overlap with the assignments of other writing committees
and to permit establishment of an appropriate timetable. Where overlaps of materials to be covered by
different writing committees are detected, the Publications Committee Chair will attempt to resolve
these informally with the chairs of the involved writing committees. In the event that this effort at
mediation fails, the issue will be resolved by the Steering Committee Chair. The Publications Committee
Chair will report at each meeting of the Steering Committee on the progress of the various writing
committees.

6.1.8. Review of Abstracts and Presentations by the Publications Subcommittee
To expedite review of abstracts, oral presentations, and any other material for which there is an
explicit deadline for submission, the following procedure will be used:
1. The writing committee that wants to submit an abstract, give a talk, or submit other material,
for which there is an explicit submission deadline, shall contact the Publications Committee
Chair. If data analysis is required by the DCIAC in order to submit an abstract or presentation,
this notification must be made at least 6 weeks prior to the deadline. In the event that the
Publications Committee Chair is unavailable, an Alternate Chair may be contacted. The Chair (or
Alternate Chair) will name a subcommittee of three members of the Publications Committee to
review the submitted material and will inform the submitter and this subcommittee of their
appointment.
2. The submitted material should be mailed by the submitter directly to the subcommittee and the
Steering Committee. This material must be submitted preferably two weeks and never later
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than one week prior to the deadline for submission. Concerns by any member of the Steering
Committee on the submitted material should be addressed to the Publications Committee Chair
(or Alternate Chair) to be reviewed by the subcommittee members.

The members of the subcommittee shall review the material and notify the Chair solely of the
approval or disapproval. If there is unanimous approval, the Publications Committee Chair (or
Alternate Chair) shall inform the submitter that he/she has CRISP approval for the submission. In
the event of a split vote for approval, the issue will be reviewed by the Publications Committee
Chair (or Alternate Chair) with the Steering Committee Chair whose decision will be binding.

All materials submitted for approval in this fashion will be distributed by mail, together with
notice of the disposition, to all members of the Publications Committee, the Publications
Committee Chair and to the Steering Committee Chair. All approved materials will also be
forwarded to the NIH Trial Coordinator and, for record purposes, to the Principal Investigator of
the Data Coordinating and Image Analysis Center and will be distributed to the entire
membership of the Steering Committee at the next meeting of that Committee as an Appendix
to the report of the Publications Committee.

In the case of abstracts or other similar written material, the entire material to be submitted
must be sent by the submitter for review by the appointed subcommittee.

In the case of an oral presentation, an outline of the talk and a copy of any slides to be used
must be submitted for review.

Approval for submission of an abstract does not automatically grant approval of the material
ultimately to be presented. This material must also be submitted for review and approval in
accordance with the above rules at least seven (7) days prior to the scheduled oral or poster
presentation. Normally this review will be done by the same subcommittee of the Publications
Committee that reviewed the initial abstract.

6.1.9. Review of Papers by the Publications Subcommittee

All materials for which there is no explicit deadline, and all full papers that may result in a citable

scientific reference, whether or not there is a deadline for submission, must be submitted to the
Publications Committee Chair for formal review by the entire Committee. If there is a deadline for
submission of a formal paper that does not require analysis by the DCIAC, it is the responsibility of the
submitter to be certain it is submitted to the Publications Committee Chair or subcommittee, at least 30
days prior to the deadline, to permit such review. If data analysis is required of the DCIAC prior to
submission of the paper, the Publications Committee Chair must be notified at least 6 weeks prior to the
30 day-deadline to allow for adequate analysis. This review will be conducted as follows:

1.

The Publications Committee Chair shall appoint a panel of three primary reviewers, two of
whom must be Publications Committee members, and one of whom may be any professional
member of the CRISP with appropriate expertise. The Publications Committee Chair shall
distribute the material to all members of the Publications Committee and to the Principal
Investigator of each center participating in the CRISP. The three members of the review panel
shall each prepare and send to the Publications Committee Chair a written critique of the
submitted material for distribution to the entire Publications Committee. The PI's of the various
clinical centers will be given a deadline of 14 days by which any comments or critiques that
study participants at their center may wish to make to the Publications Committee Chair. This
mechanism will assure that each professional participating in the CRISP will have an opportunity
to review any materials that will be submitted for publication bearing his/her name as a
participant and co-author.
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The Publications Committee Chair shall schedule a meeting of the Committee (generally by
conference call), including review of papers and other non-time critical materials as Agenda
items. The reviews of the panel members and any comments received from the center Pls will
be distributed to the Committee with the agenda.

While discussion of the submitted papers and other materials will be led by the three appointed
reviewers, all members of the Committee will be invited to participate and all shall vote on final
disposition.

In keeping with medical editorial traditions, there are three possible dispositions: approval of
the material as submitted (possibly with some recommendations for revision that do not require
re-review), non-acceptance of the material as submitted but with recommendations to the
authors for revisions and resubmission, and disapproval of the material.

The Publications Committee Chair shall be responsible for communicating the decision of the
Committee to the authors, together with a summary of suggestions for revision, if any. If the
Committee has recommended non-acceptance of the material as submitted, but with
suggestions for revision and resubmission, he/she and the writing committee may agree not to
proceed with a report to the Steering Committee at that time, pending revision and
resubmission.

If there is a recommendation for approval or final approval or final disapproval of submitted
material, or if there is a recommendation for revision which is contested by the author(s), the
Publications Committee Chair shall report this outcome in writing to the Steering Committee for
final action. In the case of a dispute between the Publications Committee and the author(s), the
Publications Committee Chair shall provide a copy of the submitted material and a summary
critique to the Steering Committee, and the chair of the writing committee shall be given an
opportunity to submit a rebuttal.

The authority to grant final approval for a formal scientific paper of the CRISP rests with the
Steering Committee.

All materials submitted for approval in this fashion will be forwarded, together with notice of
disposition, to the Steering Committee Chair. All materials receiving final approval by the
Steering Committee will also be forwarded to the NIH Trial Coordinator and for record purposes
to the Principal Investigator of the DCIAC.

In the event that editors of a scientific journal to which an approved CRISP scientific manuscript
is submitted request a revision to a paper, the revisions should be submitted to the Publications
Committee to review the revision, and every effort will be made to expedite such repeat
reviews.

Criteria for Review of Materials by the Publications Subcommittee
All materials submitted to the Publications Committee will be reviewed for acceptability on two

grounds:

1.

Materials shall be evaluated for scientific accuracy, quality, importance, and style. The intent is
to assure that all approved CRISP materials reflect well on clinical studies.

Materials shall be reviewed to assure appropriateness of the content. The material shall be
reviewed to assure that it conforms to the assignment to the writing committee, addressing
satisfactorily the assigned topics and not encroaching on material assigned to other writing
groups. In addition, the material shall be reviewed to assure that it does not divulge prematurely
the outcomes or findings of the studies within the CRISP or compromise the eventual
publication of any findings in high-quality peer-reviewed journals. In this latter regard, it must
be remembered that publication of reports of more than 400 words are generally taken to
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constitute prior publication of a body of material and will generally preclude subsequent
publication of the material in a peer-reviewed journal.

6.1.11. Maintenance of Records of Publications and Presentations
The DCIAC will maintain a record of all official publications and presentations of studies from the
CRISP, separated into the following categories:
e Peer-reviewed papers accepted and published in professional journals.
e Invited editorials, reviews, chapters and books.
e Abstracts published in citable journals.
e Other presentations at regional or national meetings that do not result in a citable abstract.

This listing will be updated at least every six months and will be distributed to the Pl of each
center participating in the CRISP, together with reprints or copies of any papers, chapters, or abstracts
accepted for publication since the last update. This is intended to facilitate the updating of curricula
vitae and the timely submission of reports to GCRCs and other such organizations within the
participating centers.

6.1.12. Acknowledgment and Acceptance of CRISP Policies on Publications and Presentations
by the Professional Participants in the CRISP Studies

To assure that all professionals involved with the CRISP know and understand the policies
governing CRISP studies and to preclude the possibilities of misunderstandings after initiation of any
studies, each professional member will be given a copy of this document and asked to sign a Statement
of Understanding, listing the major provisions of this document and attesting to his/her acceptance of
these policies. The original of the signed Statement of Understanding is to be returned to the DCIAC for
record purposes. A copy of the Publications Policy and signed Statement of Understanding is to be kept
by the CRISP professional participant for reference.

6.2. CRISP Website

The Data Coordinating and Image Analysis Center (DCIAC) developed and maintains the CRISP ||
website, a password-protected content accessible to only study personnel. The address of the CRISP I
website is: https://www.pitt.CRISP2.edu.

The CRISP website has several distinct components dedicated to management and coordination
of the study: administrative resources, data—entry system support, forms tracking, querying and editing,
and reporting. The administrative component of the web site includes the following features: study
protocol, study personnel directory, meeting and conference call minutes, subcommittee minutes and
reports, email lists archives, announcements and news, Manual of Procedures (MOP), data collection
forms and a link to the web-based data-entry system. Multi-tiered support is provided for website
users, including written procedures and technical support via email or telephone. Study documents
(MOP, forms, reports, etc.) are available for download in various formats, including MS Word (.doc) and
portable document format (.pdf).
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Chapter 7. CRISP Il Study Design and Protocol

7.1. Overview of Design

The CRISP Il Study is a prospective, observational study that is an extension of CRISP I. CRISP |
was also a prospective, observational study that enrolled 241 ADPKD subjects between the ages of 15
and 45 years and was designed to determine if novel imaging techniques such as magnetic resonance
(MR) imaging could reliably and accurately detect change in renal structure early in the course of
APDKD. It is anticipated that 220 CRISP | subjects are available to enroll in CRISP Il. CRISP Il is designed
to include all CRISP | individuals including those who enroll simultaneously in other clinical trials. In this
respect, HALT, an ongoing interventional trial of the PKD Clinical trials network may maximally enroll up
to 105 subjects in Study A (which includes MR imaging identical to that proposed in this submission) and
32 subjects in Study B (no MR imaging). Importantly, the Principal Investigator (Dr. Ty Bae) and
personnel for the Imaging Center (now at the University of Pittsburgh) for both HALT and CRISP Il are
the same. The CRISP/HALT liaison committee has reviewed and approved dual participation in both
CRISP Il and HALT and the CRISP and HALT Steering Committees have approved the development of
CRISP II.

To minimize subject burden and to maintain retention throughout CRISP I, those CRISP I
individuals who also participate in HALT will not undergo duplicate imaging, blood pressure
measurements or blood sampling. They will, however, complete the necessary studies of CRISP Il that
are not included in HALT.
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7.2. Study Timeline
STUDY CALENDAR

Time Line Visit Form Name Form Date Expected
Number Number
Initial Clinic Visit FV-06 Consent Form Site Specific
Family History
Registration
Biannual Med & Events
Biannual Labs
Quality of Life (SF-36v2)
Pain
Symptoms
Physical Findings
Women’s OB-GYN
GFR Collection
GFR Reporting
Archived Blood Sample
Archived Urine Sample
MR-RBF
Checklist (Pl signature)
Interim Phone Visit FV-06.6 Follow-Up Study & Events Initial Visit +
6 months
Alternate Year Lab Fv-07 Alternate Year Labs Initial Visit +
Follow-Up Study & Events 12 months
Interim Phone Visit FV-07.6 Follow-Up Study & Events Initial Visit +
18 months
Clinic Visit FV-08 Biannual Med & Events Initial Visit +
Biannual Labs 24 months
Quality of Life (SF-36v2)
Pain
Symptoms
Physical Findings
Women’s OB-GYN
GFR Collection
GFR Reporting
Archived Blood Sample
Archived Urine Sample
MR-RBF
Checklist
Interim Phone Visit FV-08.6 Follow-Up Study & Events Initial Visit +
30 months
Alternate Year Lab FV-09 Alternate Year Labs Initial Visit +
Follow-Up Study & Events 36 months
Interim Phone Visit FV-09.6 Follow-Up Study & Events Initial Visit +
42 months
Special Events When Shipping Manifest-Blood
Needed Shipping Manifest-Urine
Shipping Manifest-SC
Missed Visit
Study Withdrawal
Transfer
Death Notification
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7.2.1. Development Phase (April 2006-March 2007)

Protocol refinement, consent form development for CRISP Il, local IRB approval

Forms and MOP development

Center expansion to include University of Kansas and University of Alabama in Birmingham for
measurement of renal blood flow

Submission of all renal blood flow measures done in CRISP | to Washington University for central
review

Quality Assurance protocol for renal blood flow acquisition at all PCC’s

Review and concept approval of CRISP Il protocol by the EAC of CRISP I.

Continue analyses of longitudinal data initiated in CRISP |

Complete transfer of data and biologic samples to NIDDK repositories

7.2.2. Baseline or YR1 visit (April 2007-March 2008)

First PCC visit for CRISP Il participants

Semi-Annual contact with participants via telephone for detailed review of medications, medical
visits, hospitalizations

Annual acquisition of plasma creatinine (duplicate determination)

7.2.3. YR2 visit (April 2008-March 2009)

Annual acquisition of plasma creatinine (duplicate determination)

Semi-Annual contact with CRISP extension participants for detailed review of medications,
medical visits and hospitalizations

Initiate analyses of combined CRISP | and CRISP Il longitudinal data

7.2.4. YR3 visit (April 2009-March 2010)

Second full PCC visit of CRISP Il participants

Semi-Annual contact with participants via telephone for detailed review of medications, medical
visits and hospitalizations

Continue analyses

7.2.5. YR4 visit (April 2010-March 2011)

Annual acquisition of plasma creatinine (duplicate determination)

Semi-Annual contact with CRISP extension participants for detailed review of medications,
medical visits and hospitalizations.

Data analysis, close out visits, transfer of CRISP Il data and samples to NIDDK repositories,
completion of ancillary studies.
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7.3. Eligibility and patient recruitment for CRISP Il

CRISP | participants will be invited to participate in CRISP Il. At entry into CRISP | participants met
a number of inclusion and exclusion criteria. Exclusion criteria for participation in CRISP Il are as follows:

1. Current psychiatric or addiction or non-compliance disorder that in the discretion of the
principal investigator indicates that the subject will not successfully complete the study;

2. Current medical problem that in the discretion of the principal investigator would make
unsafe the participation in the study;

3. Inability to provide written informed consent

PCC visits and annual blood samplings for participants who are pregnant will be postponed until
six months following the delivery of a child and termination of lactation.

CRISP | participants with new MRI incompatible clips or pacemakers or who have developed
severe claustrophobia can be recruited into CRISP Il, but will not undergo MR studies.
To enroll in CRISP 1l, individuals must provide written informed consent meeting the requirements of the
local IRBs. A typical consent process will include at least two consent forms, one that covers the basic
elements of the CRISP Il study and a separate consent form requesting permission to contact family
members. Consenting to the latter will not be required to participate in the study. Separate consent
forms will be developed to obtain historical and clinical information and a blood sample from known
affected family members and for site-specific studies not covered in the main study consent form.

The CRISP Il protocol does not exclude participants that enroll in other interventional trials. If
CRISP 1l participants are recruited into an interventional trial (e.g. HALT clinical trial) that also requires
imaging studies, the visits for CRISP Il and for the interventional trial will be coordinated to avoid
duplication of tests and undue burden on the participant. Only data from baseline visits in interventional
trials will be initially used for CRISP Il analysis. Analysis of the data obtained on subsequent visits will be
held until the interventional trial is completed. The CRISP Il coordinating center and the intervention
trial coordinating centers will share tracking and data collection schedules so that data on images
completed can be stored. We anticipate that most of the CRISP Il biochemical, imaging and urinary data
will be collected as part of the other trials. These include serum creatinine, urine albumin, BP
measurements, weight and kidney volume. Medical information related to CRISP Il will in part be
collected in other trials, but there will be some CRISP Il specific information that may need to be
acquired by the CRISP Il coordinators. For example, measurements of the GFR by the iothalamate
clearance may not be performed in the intervention trials but will be performed in CRISP Il participants.
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7.4. Study Visits

Study visits will include PCC visits on years 1 and 3; annual visits on years 2 and 4 to either the PCC or a
local physician’s office/laboratory; semi-annual telephone interviews; recruitment of family members,
sample collection and DNA isolation.

7.4.1. PCC Visits (years 1 and 3)

These visits will be conducted at each PCC following the same standardized protocol.
Participants will be admitted to the in-patient GCRC in the late afternoon or evening or in the morning
prior to eating or taking medication.

7.4.1.1. Clinical and Laboratory Tests

On admission, participants will meet with one of the investigators, sign the consent form and
undergo a formalized medical history interview. Information regarding medications (prescribed and over
the counter), quality of life, and level and quality of pain will be obtained using procedures identical to
those used in CRISP I. A family history questionnaire will also be obtained. Quality of life (SF-36v2), pain,
and family history questionnaires can be completed at any time during the PCC visits. Subjects will
undergo a complete physical examination with standardized blood pressure determinations. If indicated,
a B-HCG qualitative urine pregnancy test will be performed.

Blood and urine samples will be collected in the morning, prior to morning hydration or taking

medications or food. Blood will be collected for:

1. Serum Creatinine — Serum samples will be obtained in duplicate, one processed at the local lab
and the other frozen and batch shipped to the Cleveland Clinic Laboratory.
2. Total Electrolyte Panel — Sodium, potassium, chloride, total CO2 (at PCC).

Lipid Panel — Total cholesterol, triglycerides, HDL cholesterol, LDL cholesterol (at PCC).

4. Twenty mL will be collected in two SST tubes (tiger-top, 10 mL each) and 16 mL in two PST tubes
(green/grey-top, 8 mL each). Samples are to be centrifuged (without decanting) and shipped
refrigerated (on frozen cold packs) to the NIDDK Biosample Repository at Fisher Bioservices on
the day of collection, where they will be aliquotted into 1 mL tubes and archived.

w

Urine will be collected for:

1. Urine albumin and creatinine (at PCC).

2. Freshly voided urine specimens will be centrifuged in 50 mL PP tubes at 500 g for 5 minutes as
soon as possible, with volume, processing times, and voiding times noted (processing times
should be no longer than 20-30 minutes from the time of acquisition). Tubes will be kept in ice
throughout this process. The bottom 250 pL pellet (sometimes barely- or non-visible) will be
transferred with a 1.0 mL pipette to a 1.5 mL eppendorf tube previously prepared with 750 uL of
TriReagent (Molecular Research Center, Inc. Cincinnati, OH), and inverted several times and put
on ice prior to freezing at -80°C for future RNA/DNA retrieval. The remaining urine sample will
then be transferred to 10 mL polypropylene (not polystyrene) Falcon culture tubes, stored in six
5 mL aliquots, and sent to the NIDDK Repository at Fisher Bioservices. The NIDDK Repository will
supply all tubes, labels and shipping materials.

3. Urine samples for MCP-1 analysis will be sent annually from the NIDDK Repository at Fisher
Bioservices to KUMC.
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Whether in-patients or out-patients, the participants will have been instructed to drink three 8
oz glasses of water between 9:00 p.m. and 10:00 p.m. on the evening before the testing and to remain
fasting but free to drink water ad lib. They will be asked to go to bed at 10:00 p.m. In the morning
between 6:00 a.m. and 8:00 a.m. they will be asked to drink six 8 oz glasses of water in preparation for
the iothalamate clearance determination which will start at 8:00 a.m., according to the protocol
outlined in Section 3.12.2. GFR determinations will be performed using the short non-radiolabeled
iothalamate clearance with standardized conditions and monitoring of bladder emptying using a bladder
scan to maximize accuracy. The concentrations of iothalamate in plasma and urine will be measured by
capillary electrophoresis. The duration of the test for the iothalamate clearance is approximately 2
hours. The plasma and urine samples will be packaged in a “refrigeration specimen” transport box and
mailed to Mayo Medical Laboratories. The measurements will be performed at Mayo Medical
Laboratories.

After completion of the GFR determination, the participants will undergo an MR examination of
the kidneys and liver and determination of renal blood flow. This should take approximately 30
minutes.

Prior to the visit to the PCC, participants will be mailed a family history questionnaire. During the
PCC visit, the study coordinator will review the completed questionnaire and the information regarding
the family history of ADPKD will be updated. The study coordinator will ask the participants permission
to contact their relatives and to sign a separate informed consent for this purpose.

7.4.1.2. Blood Pressure Measurements

The standardized HALT method for obtaining blood pressure will be used. These measurements
will be obtained at the time of the PCC visits, annually for local patients or only at the 2007 and 2009
visits for the rest. Blood pressures will be determined in the morning prior to antihypertensive
medication intake using automated or non-automated oscillometric techniques (Dinemap, Critikon) and
devices maintained and calibrated at the GCRCs or PCCs. The non-dominant arm (in terms of
handedness) will be used to obtain BP readings unless there is a reproducible (on at least three
consecutive measurements) difference in systolic BP of 20 mm Hg or more between arms. If there is a
reproducible difference in systolic blood pressure of 20 mm Hg or more between both arms, the arm
with the higher blood pressure will be used. In all other cases, the non-dominant arm will be used.
Participants will also be instructed to abstain from smoking and consuming caffeine for 30 minutes prior
to taking their BP measurements. After sitting quietly for at least 5 minutes with the arm resting at heart
level, three readings will be obtained at least 30 seconds apart. If there is a difference of more than 10
mm Hg (systolic or diastolic) between the second and third readings in one sitting, a fourth and fifth
reading will be recorded for that sitting.

7.4.1.3. Serum Creatinine Measurements

Serum creatinine will be determined annually for all participants. Blood will be drawn at the PCC
and serum samples will be obtained in duplicate. One sample will be for serum creatinine
determinations at the PCC. The other will be batch shipped every three months to the Cleveland Clinic
for validation. HALT participants will have the serum creatinine done at the annual HALT visit. For non-
local participants who are unable to return to the PCC on years 2 and 4, a blood sample will be obtained
in duplicate at a local facility. Duplicate serum samples will be shipped to the PCC, one for processing
and creatinine measurement at the PCC and the other will be batch shipped annually to the Cleveland
Clinic. For standardization purposes the local labs will be contacted directly with the procedure to be
followed.
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7.4.1.4. MR Imaging

The imaging protocol for CRISP Il has been revised from the MR imaging protocol used in CRISP I.
The rationale of this revision is as follows. In December 22, 2006, the FDA issued a Public Health
Advisory notifying healthcare professionals of 90 reports of Nephrogenic Systemic Fibrosis or
Nephrogenic Fibrosing Dermopathy (NSF/NFD) in patients who have moderate to end-stage kidney
disease and received gadolinium-based contrast agents for MRl and MRA. Further information may be
found at the following websites:

http://www.fda.gov/medwatch/safety/2006/safety06.htm#Gadolinium
http://radiology.rsnajnls.org/cgi/content/full/2423061640v1

Although a causative relationship between gadolinium contrast medium and NSF/NFD has not been
definitely established, published data raised the suspicion that there may be an association between
NSF/NFD and gadolinium contrast medium in patients with compromised renal function. In view of
these concerns, we will stop using gadolinium contrast medium in our revised MR imaging. Gadolinium-
enhanced MR imaging facilitates the process of measuring the kidney volume and identifying the renal
arteries, however, is not absolutely required. Instead, an additional fast imaging sequence, 2D true-FISP
(FIESTA) without fat sat, will be obtained to image the kidneys just as T2 imaging. This will provide an
additional cue to help delineate the kidney border on T1 images. We will acquire 2D true-FISP (FIESTA)
with fat sat to depict the renal arteries prior to the phase-contrast RBF measurement sequence.

MR images will be obtained at each PCC using the procedures described below. After the
acquisition, MR images will be reviewed locally at each PCC site and securely transferred via secure
internet connection to the Image Analysis Center (IAC). The procedures for MR scanning of the heart
(HALT study only), kidneys and liver are as follows:

BEFORE EACH STUDY, THE MR SCANNER WILL BE ADJUSTED FOR PROPER SHIMMING.

1. Breath-holding instruction will be provided, and the subject will be coached prior to MR scanning.
Administration of oxygen via nasal cannula may help improve the breath-hold capacity, particularly
for subjects with limited breath-hold capacity.

2. EKG pads will be placed over the chest. If EKG gating is not available or functioning, it may be
replaced with a peripheral pulse gating.

3. Subject will be placed supine on the MR table with his or her arms to the side.

4. A phased-array surface coil will be positioned with its center over the inferior costal margin, i.e. over
the expected location of the kidneys.

5. Scout scan to locate the scan range of the entire kidneys. A stack of axial images to cover the most
anterocaudal and posterocranial aspects of the kidneys is highly recommended.

6. The field-of-view (FOV) should be kept as small as possible (30-35 cm) without producing wrap-
around artifacts.

7. Breath-hold, coronal T2 scan (SSFSE/HASTE with fat sat) with 9mm fixed slice thickness, usually
achievable in a single breath-hold. Please make sure both kidneys are imaged completely without
missing any anterior or posterior portions. This coverage assurance is critical for the following T1
imaging.

8. Coronal T1 scan (3D VIBE/FMPSPGR/LAVA without fat sat) with 3mm fixed slice thickness
(acquisition will be performed at 6mm thickness and then the slice will be interpolated at 3mm, i.e.,
in GE, ZIP =2 in the slice direction). Keep the flip angle <15°. To improve SNR, keep the Bandwidth
low (62 kHz or 42 kHz) and/or increase the number of phase-encoding steps (be aware, the
acquisition time will increase). In GE LAVA sequence, turning off “optimize flip for CNR” will allow to
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change the flip angle or bandwidth. Do NOT use parallel imaging (no SENSE, ASSET, iPAT or
GRAPPA).

9. Breath-hold coronal T2 scan (SSFSE/HASTE with fat sat) with 3mm fixed slice thickness, which would
require 1-4 breath-holds depending on the kidney size. Use as few breath-holds as possible. The first
scan should cover the posterior aspect of the kidney. Neighboring image groups should be
overlapped by a single 3mm slice. To determine correct table position choose the “shift-mean
(starting point in GE)” of the second scan for example: the first shift-mean = -60mm, the number of
slices in the first set =23, (23-1) x3=66mm, new shift mean =-60+66=6mm.

10. Breath-hold coronal T2 scan (SSFSE/HASTE without fat sat) of the kidneys with adjusted slice
thickness, 3-6 mm, i.e. the slice thickness best attainable with a single breath-hold (The adjusted
slice thickness may not remain the same in a follow-up MR scan if there is a change in the subject's
breath-hold capacity or kidney size.) Repeat the scan over the liver with the same slice thickness.
This scan and the scan for the kidney should share one overlapping liver slice (i.e., the most
posterior slice of the liver scan should be identical to the most anterior slice imaging the liver in the
kidney scan. If more than two scans are required to cover the anterior liver, again the neighboring
scans should be overlapped by one slice.

11. Breath-hold coronal 2D true-FISP (FIESTA) without fat sat with 3mm fixed slice thickness, which
would require 1-2 breath-holds depending on the kidney size. Use as few breath-holds as possible.
The first scan should cover the posterior aspect of the kidney. Neighboring image groups should be
overlapped by a single 3mm slice. To determine correct table position choose the “shift-mean
(starting point in GE)” of the second scan for example: the first shift-mean = -60mm, the number of
slices in the first set =23, (23-1) x3=66mm, new shift mean =-60+66=6mm.

12. (For renal blood flow measurement) Breath-hold, obligue-coronal 2D true-FISP (FIESTA) with fat sat
with 4mm fixed slice thickness at 2mm spacing (i.e., overlap 50%) over the aorta and renal arteries.
In Siemens MR Scanner, overlapping scan requires two separate breath-hold scans unlike GE. Thus,
FIESTA with fat sat with 3mm fixed slice thickness with no gap will be sufficient. Typical parameters:
192x 256 matrixes, 75° flip angle, 125 kHz BW, 15-sec scan.

13. (For renal blood flow measurement) Breath-hold, phase-contrast technique of renal blood flow
measurement. From the FIESTA images, the renal arteries will be identified. To accurately measure
velocity, it is important to choose the imaging slice perpendicular to a vessel. Velocity encoding
(VENC) value of 100 or 50 cm/sec will be used. Small FOV (14-16 cm) and large matrix (256x192 or
512x512) are important for an accurate measurement of the vessel size. Segmented, prospectively
cardiac-triggered phase contrast flow measurements will be obtained to compute the mean and
peak velocities, as well as the total mean flow, during the cardiac cycle.

For image transfers, images will be pushed from the local PCC MR scanner to the PC workstation.
For participant confidentiality, participant names and identifiers will be removed and replaced with
CRISP-ID numbers and accession numbers prior to image transmission to the IAC. A virtual private
network (VPN) client has been installed on the PC workstation to encrypt the data for secure
transmission via the Internet. The IAC will review the images and generate quality control reports for
PCCs. Images determined to be inadequate for measurement must be reacquired.

The stereology method, a quantitative morphology by statistical analysis of the structures of
random sections, is widely used in cytopathology and medical imaging analysis. A point-counting
stereologic technique involves a simple, fast method of segmenting an object by counting the number of
intersections of a randomly oriented and positioned grid over the object. This method does not require
border tracing or threshold determination, but relies on the operator’s decision of selecting each point
that intersects the object. The areas of the whole kidney in each image can be calculated from the
collection of points, and volume measurements can be made from a set of contiguous images. Analysis
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software, written by the Mayo Foundation, will be utilized for making stereology measurements. Each
volumetric measurement will be made by a trained analyst at the DCC, and will be reviewed by a
radiologist for quality control. Agreement between the radiologist and technician in the CRISP Study was
very high (97%). The result from the radiologist’s review of stereology measurements will be used to
calculate the whole kidney volume.

7.4.2. Annual Fasting Sample Collections
On off years, participants will have blood samples collected either at the PCC or at their
respective clinics for the determination of creatinine concentrations (see above).

7.4.3. Semi-annual Telephone Interviews

During the interviews information regarding medication changes, hospitalizations, doctor visits
and outpatient procedures will be recorded. A follow-up study form will be completed after each
telephone interview. Any physician who has examined/treated the participant since the last visit or
telephone interview will be contacted to obtain information about the participant’s health.

7.4.4. Recruitment of Family Members, Sample Collection and DNA Isolation

A major component of CRISP Il (Aim 3) is to collect more exhaustive family histories of all CRISP |
patients and draw an electronic pedigree for each family (Progeny). Identified affected family members
who agree to participate will be consented into the study and clinical and imaging data from the patient
retrieved from clinical records. A blood sample will be collected for a determination of serum creatinine
at the Cleveland Clinic laboratory (unless the participant is on dialysis or has received a transplant) and
for DNA extraction and the establishment of EBV transferred lymphoblast cell-lines, employing the
NIDDK Center for Genetic Studies, Rutgers University Cell and DNA Repository. Samples will be sought
from all traceable individuals from each of the families with proven ADPKD by established imaging
criteria. We estimate from preliminary analysis of the CRISP families that approximately four further
affected individuals over 18 years of age will be traceable in each family making a total of 800 family
members. Analysis of known family data predicts that they will have an average age of ~53 years, that
53% will have ESRD and a further 11% renal insufficiency measured by a serum creatinine >1.4mg/d|,
females and 21.6mg/dl males.

Participants will also be asked to complete a lifestyle questionnaire (to assess smoking history,
caffeine exposure, estrogen exposure and levels of physical activity) and a family history questionnaire
to further extend the traceable family. When possible, the most recent CT or MR examination of the
abdomen, or if not available, the most recent ultrasound images will be reviewed and renal volume
estimated using established formulae. Kidney volume will be calculated by the ellipsoid formula:
Volume = length x width x thickness x pi/6, using maximum length in longitudinal plane and for width
and thickness in the transverse plane perpendicular to the longitudinal axis of the kidney at the level of
the hilum. If only coronal plane films are available, the kidney depth may be assumed to be equal to the
width of the hilum so that the formula becomes: Volume = length x (width) squared x pi/6. Although
not as accurate as the MR data available from CRISP | patients, it will be a relatively reliable means to
assess renal disease severity in all patients. In approximately 200 of these family members we plan to
obtain MR analysis to determine kidney volume as part of an ancillary study to CRISP Il conducted by the
CRISP investigators (an RO1 grant that will be resubmitted) which will try to map modifier loci in this
population. The severity of the cystic liver disease will also be estimated (grades 0-4: 0, no cysts; 1, <5%;
2, 2-20%; 3, 20-50%; 4, >50% of liver volume made up of cysts). All of this clinical and lifestyle
information, plus the available genetic information on the family, will be stored in the CRISP database
that is maintained by the DCIAC.
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7.5. Analytical methods

All data are entered into a database maintained by the DCIAC and undergo a variety of quality
control procedures to insure its validity. Prior to analysis, simple descriptive statistics and graphic
displays will be examined to insure the integrity of the data. In all analyses issues of scaling and
distributional assumptions will be carefully monitored.

7.5.1. Specific AIM 1

Extend the preliminary observations of CRISP-I to ascertain the extent to which quantitative
(kidney volume and hepatic and kidney cyst volume) or qualitative (cyst distribution and character)
structural parameters predict renal insufficiency and develop and test new metrics to quantify and
monitor disease progression.

7.5.1.1. Hypothesis 1a

Increased renal volume in general and all renal volumes > 750 mL adjusted for age and other
significant covariates in CRISP | predict rate of loss of renal function as well as progression to specific
endpoints, e.g. KDOQI Stage IV, ESRD, and/or death.

We will use the following variables:

Dependent Variable: GFR as measured by a 2 hour iothalamate clearance and death. GFR will be
analyzed as a continuous measure and will be used to define KDOQI Stage IV and ESRD.

Independent Variable: Total kidney volume (TKV) as a continuous measure and using the >750 mL cut
point.

Planned covariates will include: gender, age, race, baseline GFR, hypertension status, urine albumin
(UAE) excretion, baseline and follow-up average systolic, diastolic and mean arterial blood pressures and
site. Potential modifiers to be investigated will include body mass index (BMI), serum uric acid, HDL and
LDL cholesterol, 24 hour urine volume, dietary sodium and protein intake, estimated use of tobacco and
class of antihypertensive medication use. We will also explore the addition of parenchyma volume as a
modifier (however, it is calculated from total volume so we will need to assess multicolinearity first).
Due to the documented co linearity and dependence between total kidney volume and total cyst
volume (37),we cannot use this variable as a covariate or modifier but may explore additional analyses
using total cyst volume as our primary independent variable. There is a hypothetical possibility that the
non cystic volumes (parenchyma volume) may play an important role in disease progression. It will not
be possible to determine this effect in this study due to the increased variability of measurement of cyst
volume. The hypothesis would be either that parenchyma volume remains constant and cyst and renal
volume are totally dependent or that at some point parenchyma volume goes down and the co linearity
between cyst and renal volume disappears. It is important to note that parenchyma volume can vary
greatly from individual to individual although it represents only a small fraction of TKV. In fact, clinicians
make a semi quantitative assessment of parenchyma tissue in imaging studies when they discuss
prognosis with individual patients.

Measures: For both our independent and dependent variables we will have one baseline measure, three
follow-up measures from CRISP | and two from CRISP II.
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GFR and TKV as a continuous measure:

STEP 1: We will use scatter plots and Pearson and Spearman correlation coefficients to assess the
relationship between GFR and TKV at each time period. We expect to see a curvilinear relationship (27).
This relationship appears to be curvilinear based on iothalamate/MR data as well as other ultrasound
and creatinine data (38), and we will assess this with the use of log transformations, amongst others, as
has been done in prior publications (27).

STEP 2: We will use repeated measures ANOVA to test the relationship between GFR and time
specifically focusing on tests for linear and quadratic trends.

STEP 3: We will use GEE based regression models with GFR as our dependent measure. Recent
advances in GEE research and updates to statistical packages such as STATA allow use of GEE for
Gaussian based continuous dependent variables as well as dichotomous or count data. However, GEE is
sensitive to missing data and we may use a generalized mixed models approach instead. We will have
five follow-up measures per person. Baseline TKV will be included in the model at every time period to
adjust for possible regression to the mean (39). The model will contain a time variable (for which we will
explore alternative correlation structures) and TKV. From this model we can evaluate how much GFR
changes with a one unit change in TKV, whether or not the TKV at follow-up significantly predicts the
GFR at follow-up above and beyond the baseline TKV value, and how much the addition of time
influences that change. We can also test whether time behaves linearly and whether the slope changes
over time by including the time x TKV interactions.

Because we are developing the model based on the premise that TKV predicts GFR we will
explore whether or not use of TKV at the same time point GFR is measured or use of TKV lagged one
follow-up time period is appropriate. Given that there is a one year difference it is possible that TKV at
the same time period could act as a predictor but it is more likely that the lag effect is most appropriate.
What we expect is that the baseline values primarily predict GFR and that subsequent time point
measurements only marginally add to the predictive power of the model. Use of time-lagged GEE
models will be tested in all subsequent analyses where appropriate.

The model will be refined by assessing whether the addition of baseline covariates and
modifiers improve the model, and whether the addition of other time varying covariates and modifiers
improve the model. Since GEE is preferred for prediction models it is our first choice. We will explore
use of mixed models instead if the GEE model does not converge appropriately (e.g. due to missing
data). While GEE is the typical approach when the dependent measure is dichotomous or count data we
prefer to utilize GEE in the context of continuous dependent measures as well. We will also explore
random coefficient mixed models as needed. Our guiding reference for this analysis will be a book by
Twisk (40).

Power: Starting with the simplest case where we run separate regression analysis at each time point to
assess how TKV predicts GFR, a sample size of 220 achieves 80% power to detect an R-Squared of 0.03
assuming no covariates. Using an alpha of 0.01 (Bonferroni correction for doing five models (one for
each time point) increases the detectable R-squared to 0.05. The addition of baseline TKV, covariates
and moderators will decrease the amount of R-squared we can detect. Using all time points will reduce
this even further. The baseline correlation between TKV and RBF was r=-0.344 which corresponds to an
R-squared of 0.11.

GFR and TKV as a dichotomous cut point:

STEP 4: At each time point we will compare whether the mean GFR is different for our two TKV groups
using independent group t-tests.
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STEP 5: GEE will be used with GFR as our dependent measure. Our between subjects factor will be TKV
Group status, our within subject factor will be follow-up number and baseline TKV will be a covariate to
adjust for regression to the mean. From this model we can evaluate how much GFR changes with TKV
Group status and how much the addition of time influences that change. We can also test whether time
behaves linearly with the inclusion of TKV in the model. The model will be refined by considering
whether there is a time x TKV interaction, whether the addition of baseline covariates improves the
model, and whether the addition of other time varying covariates improves the model. Because our
covariates and modifiers are not necessarily equal for the two TKV groups we will explore use of
propensity scores instead of the traditional approaches to covariate adjustments. As an alternative to
GEE we may explore use of repeated measures mixed models as needed.

Power: A repeated measures design with TKV cut point (<= or > 750) as the between factor and day as
the within factor has 2 groups. We assume 64% in the > 750 group with the remaining 36% in the < 750
group based on an extrapolation of baseline CRISP | data. Each subject is measured five times. This
design achieves 80% power to detect a decrease of 2.7 in GFR assuming the GFR in the low volume group
is 98.2 mL/mm/1.73 m? with a SD of 24.9 using a Geisser-Greenhouse Corrected F Test with a 5%
significance level. This analysis also assumed an autoregressive correlation structure across the 6 time
periods with an initial correlation of 0.3. Using log transformed GFR would result in an even smaller
detectable change.

While there are no standard approaches to power assessment for GEE, in a simulation study, Jung and
Ahn (41) showed they would need 167 subjects to detect a time x group interaction beta coefficient of
0.1 with a 30% / 70% distribution for the group variable, 80% power, alpha=0.05 and an autocorrelation
structure with initial correlation of 0.6. Like us, the simulation assumed one baseline and 5 follow-up
measures.

Time to Event:

STEP 6: Cox proportional hazards regression will be used to determine whether total kidney volume
predicts time to development of KDOQI Stage IV, ESRD, and/or death. We expect 18% of individuals will
have CKD Stage 4 and 8% to have ESRD by study end. Actual time of event (day) may not be available.
Rather we will know the event most often within £ 3 weeks. Consequently the time of event for our
subjects will be measured in overlapping intervals. In this case the model will need to incorporate
interval censoring. We will build the model first with only baseline TKV and second with the TKV values
at each time point prior to the event by including the TKV by time interaction. We will build separate
models with TKV as a continuous measure and as a dichotomous grouping variable. Finally, other
covariates will be added as appropriate.

Event status at end of study:

STEP 7: Since each individual will be followed for eight years we will assess whether or not increasing
TKV is related to whether or not the individual was at KDOQI Stage IV, ESRD or dead by year eight. We
will follow the same modeling stages as STEP 6 but use logistic regression instead of Cox. We will assess
whether increasing TKV increases the probability of the event occurring when TKV is continuous and,
separately assess whether or not TKV values above 750 mL increase the probability of having the event.
We may also incorporate the time period where the event occurred. In this case GEE where our
independent variable is dichotomous and there are clustered (fixed time points) observations within
each subject indicating trends up to the point the subject was classified as having the adverse outcome.
Although, the number or time points may vary (i.e. subjects experiencing an event at varying times
relative to baseline), so it we may use a generalized linear mixed model approach instead.
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Power: Table 3 shows a range of detectable hazards ratios of TKV on CKD Stage 4 and ESRD in a Cox
regression model at alpha=0.05 and 80% power for different levels of r-squared where r-squared
denotes the estimate of explained variability of outcomes based on the model with all covariates but
TKV status. It also shows the corresponding odds ratios for the logistic regression model to assess the
events at the end of the study. The Model assumptions were that 18% of the 220 subjects will have CKD
Stage 4 by study end and 8% will have ESRD. The continuous measure of TKV is in log10 units and the
TKV group variable is based on the 750 cut point.

Table 3

CKD Stage 4 ESRD

TKV TKV TKV TKV

Continuous Two Groups Continuous Two Groups
R’ HR OR HR OR HR OR HR OR
0.0 1.17 1.63 2.53 2.51 1.27 2.01 4.02 3.30
0.1 1.18 1.68 2.66 2.63 1.28 2.08 4.33 3.49
0.2 1.19 1.73 2.82 2.78 1.30 2.18 4.74 3.72
0.3 1.21 1.80 3.03 2.95 1.33 2.30 5.27 4.00
04 1.23 1.89 3.31 3.20 1.36 2.46 6.03 4.41

7.5.1.2. Hypothesis 1b
Baseline medullary vs. non-medullary cyst volume and cyst number in CRISP | predict loss of

renal function over time.

With the focus narrowing to assess medullary cyst volume we will use the following variables:

Dependent Variable: GFR as measured by a 2 hour iothalamate clearance and death. GFR will be

analyzed as a continuous measure.

Independent Variables:

1) The degree of cortical cyst distribution (CCD) on a scale from 1 to 5 (1: mostly medullary, 3: diffuse,
5: mostly cortical) at baseline

2) The ratio of medullary to cortical cyst area percentages (MPCP). A ratio of 1 implies a diffuse
distribution; values above 1 imply that the percentage of cysts occupying the medullary area is
greater at baseline.

3) The ratio of number of cysts in the medullary region to the number of cysts in the cortical area
(MNCN) at baseline.

Potential covariates and modifiers: same as hypothesis 1a

GFR and MPCP or MNCN as a continuous measure:
STEP 8: We will use GEE based regression models with GFR as our dependent measure. Baseline MPCP
(MNCN) will be included in the model at every time period to adjust for possible regression to the mean
(39). The model will also contain a time variable (for which we will explore alternative correlation
structures) and MPCP (MNCN). From this model we can evaluate how much GFR changes with a one
unit change in baseline MPCP (MNCN) and how much the addition of time and subsequent MPCP
(MNCN) values impacts that change. We can also test whether baseline MPCP (MNCN) values affect
GFR differently over time by including the time by MPCP (MNCN) interaction.

The model will be refined by considering whether inclusion of total cyst volume or total kidney
volume improves the model (the extent of multicolinearity will be evaluated first), whether the addition
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of baseline covariates and modifiers improves the model, and whether the addition of other time
varying covariates improves the model.

GFR continuous and CCD:

STEP 9: GEE modeling will be used with GFR as our dependent measure. Our between subjects variable
will be CCD (5 levels or 2 levels if we dichotomize as primarily medullary vs. not) and our within subjects
variable will be time. From this model we can evaluate how much GFR changes as a function of baseline
cyst distribution and how much the addition of time influences that change. We can also test whether
there is a change in the effect of baseline CCD on GFR over time by including the time by CCD
interaction.

The model will be refined by considering whether inclusion of total cyst volume or total kidney
volume improves the model (the extent of multicolinearity will be evaluated first), whether the addition
of baseline covariates and modifiers improves the model, and whether the addition of other time
varying covariates improves the model.

Power: Since there is no baseline or prior study reporting of any of our independent measures we were
unable to do specific power calculations. However, with 220 subjects we can detect a Pearson
correlation coefficient between cyst volume and renal function of 0.16 at alpha=0.05 and 80% power.

7.5.1.3. Hypothesis 1c

Prediction models (formulas) utilizing age and renal volume at baseline in CRISP | will effectively
predict loss of renal function over time. While we have established with CRISP | data that TKV is a
predictor of adverse outcomes and have established that its predictive power remains after statistical
adjustment for age, gender, race and other clinical and laboratory measurements, it needs to be
translated into guidelines that can be applied by the clinician to provide quantitative prognostic
information.

To explore this hypothesis we have developed an age and gender-adjusted indicator of volume
severity. The polycystic kidney severity index (PSl) is the ratio of the measured TKV (subject)/ Maximal
TKV in the CRISP | cohort (estimated from the equation for the line defining Age vs. Maximum TKV)
determined for each subject's age at enrollment. When multiplied by 100, the PSl is the percentage of
maximal kidney volume for the stated age of the subject.

GFR and PSI continuous

Step 10: From a statistical perspective developing a linear formula to predict GFR from PSI would be an
obvious first step. We will explore this approach but experience shows that doctors tend not to use
formulas in the clinical setting. Consequently, we expect that the most clinician-friendly use of the PSI
will be to develop ranges of the PSI which will define individuals into groups with relatively homogenous
prognosis. For example, if a patient has a PSI of 0.5 and an initial GFR of 98 it is projected to increase by
20% in two years. We will use PSI percentiles and GEE to determine how granular to make our
groupings in order to maximize the predictive ability of PSI. We will first divide PSI into two groups
based on the median, then three groups based on the tertiles (using two dummy coded variables), then
four groups based on the quartiles etc. and continue the process until we have non-significant pair wise
differences. GFR will be our dependent measure, PSI groupings our between-subjects factor and time
our within subjects variable. We will add the PSI group and time interaction to see if baseline PSI
predicts GFR also as a function of time. We will then incorporate age and gender into the model and see
if they are significant (our hypothesis being that they will not be as these variables were incorporated
into the PSI calculations). Finally, we will assess whether the incorporation of information about the
baseline cyst volumes or distribution, genotype, or other covariates substantially improve the clinical
utility of using the PSI.
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ESRD and PSI

Step 11: Chi-Squared Automated Detection (CHAID) will be used to determine the PSI cut point that best
distinguishes who will achieve ESRD by the end of the study. CHAID will look at all possible splits of PSI
and determine the split that best predicts ESRD. The same staged modeling approach used in Step 10
(first adding time then age and gender then other covariates) will be done to assess how baseline
knowledge of these variables improves the predictability of our PSI cut point.

NOTE 1: We will attempt to determine the appropriate groups of PSl in steps 10 and 11 with half of our
sample (or 2/3) and use the remaining subjects to validate the chosen groupings.

NOTE 2: Should PSI not prove a successful predictor we will explore use of Classification and Regression
tree algorithms with TKV, age and gender to develop a decision tree algorithm to predict ESRD at study
end. For example, the tree may predict that if you are a female African American you are most likely to
develop ESRD when your baseline TKV is xx.

7.5.1.4. Hypothesis 1d
Baseline liver cyst volume adjusted for the appropriate variables predicts rate of increase in liver
cyst volume in CRISP | participants.

We will use the following variables:

Dependent Variable: Liver cyst volume (LCV).
Independent Variables: Liver cyst volume at baseline

Potential covariates will include gender, age, race, hypertension, blood pressure and site. Potential
modifiers to be investigated will include total cyst volume (TCV), total kidney volume, age of menarche if
possible, progesterone use (if data are reliable), alkaline phosphatase, GFR, number of pregnancies, and
years of estrogen use. We will also explore the possible inclusion of caffeine use and LDL and HDL
cholesterol depending on the reliability of the data.

STEP 11: We will use GEE regression models with LCV as our dependent measure. Our independent
variables will be LCV at baseline, and time (baseline as the reference group). From this model we can
evaluate how much LCV changes over time and the influence of our value at baseline. We can also test
whether time behaves linearly with the inclusion of baseline LCV in the model by assessing the
interactions. The model will be refined by considering whether the addition of baseline covariates and
modifiers improve the model. We are particularly interested in whether the slope of the line changes
for age and gender.

Power: Starting with the simplest case where we run separate regression analysis at each time point to
assess how baseline LCV predicts LCV, a sample size of 220 achieves 80% power to detect an R-Squared
of 0.03 assuming no covariates. Using an alpha of 0.01 (Bonferroni correction for doing five models (one
for each time point) increases the detectable R-squared to 0.05. The addition of covariates and
moderators will decrease the amount of R-squared we can detect. Using all time points will reduce this
even further.

A repeated measures design with follow-up time period as the within factor has 1 group with 220
subjects and data on LCV collected 5 times. This design achieves 82% power to detect an increase in
log10 LCV of 0.2 from baseline to the final follow-up measure assuming an overall SD of log10 LCV of 2
(based on CRISP | data) using a Geisser-Greenhouse Corrected F Test with a 5% significance level. This
analysis assumed a correlation of 0.3 between the baseline and final follow-up value.
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7.5.2. Specific AIM 2

Extend the preliminary observations of CRISP | to ascertain the extent to which age and sex-
adjusted measurements of renal blood flow by MR technology predict the rate of renal growth; and
renal blood flow and kidney volume predict the rate of renal function decline in ADPKD.

7.5.2.1. Hypothesis 2a
Baseline renal blood flow predicts the rate of increase in renal volume in CRISP | participants

We will use the following variables:

Dependent Variable: TKV Total Renal Volume (continuous)
Independent Variables: RBF Renal Blood Flow at baseline (continuous)

Planned covariates will include gender, age, and race. Potential modifiers include total kidney volume,
body mass index (BMI), hypertension status, specific class of antihypertensive medication use, statin
use, serum uric acid, HDL and LDL cholesterol, urine sodium (UNaE) and albumin (UAE) excretions, and
estimated use of tobacco. Another potential modifier will be the average mean arterial blood pressure
during the study to reflect blood pressure control.

TKV and RBF as continuous measures:

STEP 12: We will use GEE regression models with TKV as our dependent measure. Our independent
variables will be baseline RBF (and functions of RBF if the relationship is not linear), and time (baseline
as the reference group). From this model we can evaluate how much TKV changes with a one unit
change in baseline RBF and how much the addition of time influences that change. We can also test
whether baseline RBF values affect TKV differently over time by including the time by RBF interaction.

The model will be refined by considering whether inclusion of total cyst volume improves the model (the
extent of multicolinearity will be evaluated first), whether the addition of baseline covariates and
modifiers improves the model.

Power: Starting with the simplest case where we run separate regression analysis at each time point to
assess how baseline RBF predicts TKV, a sample size of 220 achieves 80% power to detect an R-Squared
of 0.03 assuming no covariates. Using an alpha of 0.01 (Bonferroni correction for doing five models (one
for each time point) increases the detectable R-squared to 0.05. The addition of covariates and
moderators will decrease the amount of R-squared we can detect. Using all time points will reduce this
even further.

A repeated measures design with follow-up time period as the within factor has 1 group with 220
subjects and data on TKV collected 5 times. This design achieves 82% power to detect an increase in 67
from baseline to the final TKV follow-up measure assuming an overall SD of 670 (based on CRISP | data)
using a Geisser-Greenhouse Corrected F Test with a 5% significance level.  This analysis assumed a
correlation of 0.3 between the baseline and final follow-up value.
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7.5.2.2. Hypothesis 2b
Baseline renal blood flow, independent and in addition to baseline renal volume, predicts loss of renal
function in CRISP | participants

The analytical approach will basically be to add RBF to the existing baseline analyses and models
developed in Aim 1 and assess whether adding RBF improves the ability to predict loss of renal function.
Potential RBF and TKV or TCV interaction will also be considered.

7.5.2.3. Hypothesis 2¢
Combining longitudinal measures of renal blood flow and renal volume may enhance the capacity to
predict loss of renal function in CRISP | participants.

The analytical approach will basically be to add RBF to the longitudinal analyses and models developed
in Aim 1 and assess whether adding RBF improves the ability to predict loss of renal function. Potential
RBF and TKV or TCV interactions will also be considered.

7.5.3. Specific AIM 3

Collect DNA samples and clinical information from CRISP family members known to have ADPKD
for use to examine genotype-phenotype relationships and by an independently funded study to identify
genetic modifiers.

7.5.3.1. Hypothesis 3a
Genetic heterogeneity and mutation type and/or location affect disease severity in the CRISP
population.

This analysis will be similar to previous studies of ADPKD populations (30). The questions to be asked
concern the extent to which genic and allelic effects are associated with the phenotype, defined by the
imaging and biochemical measures of renal function available in this population. For gene type (PKD1
and PKD2) comparisons will be made with the renal volume data and GFR (and last GFR prior to ESRD)
using mixed-model ANOVA and t-test analysis, adjusting for age and gender (30). Within family
correlations will be taken into account using generalized estimating equations (GEEs). Data analysis
concerning mutation type and position will initially be limited to the PKD1 gene, as there will be far less
PKD2 data. As many different mutations to PKD1 cause disease and none is common, to maximize the
likely significance of the results, PKD1 mutations will grouped according to type. As we have not found
mutation type significant in previous studies (30) we will restrict the analysis to two groups, truncating,
compared to in-frame, that mechanistically are most likely to be relevant.

Using all identified individuals with PKD1 from the CRISP families’ population (n~800 individuals) we will
test for an association of mutation type with renal disease severity. Renal volume, calculated GFR and
age at onset of ESRD will be used as the measurements of disease severity. As renal severity differs
significantly within families, and use of family averages limits the power of the analysis, this variable will
be analyzed per individual. Multiple hierarchical linear regression will be used to model current
individual GFR levels as a function of mutation type, age, and gender; taking into account potential
within-family correlations using GEEs.

Other endpoints include age at onset of Rl or ESRD, age at onset of ESRD alone, and at onset of Stage 3
or Stage 4 RI. Life table methods (Kaplan-Meier, log rank test) will be used to analyze age at onset of the
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combined endpoint of Stage 3 or 4 Rl or ESRD by mutation type. Individuals without the event of
interest will be censored at age of their last renal evaluation. The Cox proportional hazards model will
be used to assess and test the effects of type of PKD1 mutation on survival while controlling for gender.
Data will be presented using median survival estimates, and Cox model hazard ratios and 95%
confidence intervals. As survival times for individuals within a family may not be entirely independent,
the robust variance (with family as the cluster variable) will be used when testing for effects with the
Cox model. We will also explore use of unordered multi-event survival methods to handle the clustering
affect of family members.

Power: We estimate that 65% of 800 patients from typical families will have the combined endpoint of
ESRD or RI; renal volume measurements will be available in all cases, and mutation data in 90%. With
650 events, the survival analysis will have 80% power to detect hazard ratios as small as 1.4 when
comparing mutation groups (truncating [~65% of patients] vs. in-frame [~35%]). With renal events
beginning at about age 30 and median renal survival occurring at about age 50, a hazard ratio of 1.4
translates to being able to detect a difference in median survival as small as 5.7 years between mutation
groups. When comparing GFR levels between mutation groups, a difference of 5.6 mL/min can be
detected with 80% power, assuming a standard deviation of 30 mL/min. While these power calculations
do not consider the effect of within family correlations in disease severity, our experience has been that
these correlations are quite small, and as such have little impact on the power estimates. Overall this
analysis will show whether there is a correlation between mutation type and the severity of renal
disease, with small hazard ratios detectable. The other reason for collecting this information, and
especially the DNA samples, is to allow analysis for modifier genes that will be undertaken in the CRISP II
ancillary studies RO1 grant application to be resubmitted in November 2007 by the CRISP investigators.

7.5.3.2. Hypothesis 3b

Genetic factors that modify the renal and hepatic phenotypes will be detected by a genome-wide
association study employing a high resolution SNP array. (Note: This hypothesis will be examined using
the CRISP population by an ancillary study to be resubmitted as a separate RO1 application in November
2007).

In the modifier study a genome-wide association study (GWAS) employing a high resolution SNP array
(Hlumina, 317,000 SNPs) will be employed to look for genetic factors that modify the renal and hepatic
phenotypes in the CRISP cohort and their families. This ancillary study will first screen the CRISP cohort,
using the baseline and longitudinal imaging data as the primary end-points. A second phase of the study
will complete a GWAS of the CRISP families’ samples employing renal volume and GFR as the primary
endpoints. Loci positive in both populations at a level of P=<0.001 or in either group independently at
P=<10"° will be screening specifically in an additional ADPKD population. ANOVA will be the primary
analysis tool for this study using appropriate transformation to identify a data scale under which ANOVA
assumptions are met. Important co-variants for this study are age, genotype, gender and some lifestyle
factors such as smoking history and BMI. |dentification of one or more modifying locus that significantly
influences the clinical phenotype outcome in ADPKD will be of prognostic importance.

7.5.4. Specific AIM 4

Maintain and expand a database of uniformly and accurately collected information including
renal structural and functional parameters and a repository of biological samples which can be used by
ancillary or independently funded studies initiated by CRISP or non-CRISP investigators.

An ancillary study started during CRISP | began to examine whether urine MCP1 concentrations,
a product of cyst formation and growth excreted in increased amounts in baseline urine collections,
predict clinical renal imaging patterns and disease course. This study will continue during CRISP Il with
the specific aims to determine whether the pattern of urinary excretion of MCP1 in individual patients
remains stable from year to year and whether baseline urinary excretion of MCP-1 predicts total kidney
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volume and total cyst volume and number, loss of renal function, and progression to specific endpoints,
e.g. KDOQI Stage IV, ESRD, and/or death. Urinary excretion levels of periostin and other potential
markers identified by micro-array screening of human ADPKD tissues will also be studied. Much of the
development work for this ancillary study has been done under the auspices of another NIH project by
Dr. D.P. Wallace at the NIH funded Polycystic Kidney Disease Center at the University of Kansas Medical
Center. Affymetrix gene chip screening has identified several candidate products that are especially
well-suited for exploration in CRISP patients as biomarkers of disease progression. Among them,
periostin was markedly over expressed in ADPKD cyst epithelial cells compared to tubule cells from
normal human kidneys. The goal of this ancillary study is to apply those new findings to the CRISP cohort
in which the disease has been fully characterized. For the most part, the statistical analysis will follow
the plans for Specific AIMS 1 and 2.
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Chapter 8. CRISP Imaging

8.1. Participants

8.1.1. Frequency of Imaging Exams
Imaging studies will be obtained at FV06 and FVO08, for all participants. For subjects who are enrolled in
the HALT Study A, imaging study obtained during the HALT study will be used for the CRISP study.

8.1.2. Dietary Restrictions
NPO or light diet several hours prior to the scan to minimize intestinal motility.

8.1.3. Contraindications
Each site study coordinator should work with dedicated CRISP Il MR technologists and be familiar with
MR contraindications, including the size and weight restrictions of the designated study scanner (it may
be useful to produce a “hula hoop” in the size of the scanner diameter, or to merely use a tape
measure), aneurysm clips, cardiac pacemakers and other implanted electronic devices, metallic foreign
objects in the eye or other sensitive locations, cochlear implants, etc. Common contraindications to MR
imaging acquisition are:

e (Cardiac Pacemaker.

e Presence of MR incompatible metallic clips (e.g. clipped cerebral aneurysm). If there is any

guestion or concern, please consult with site MR technologists and radiologists.
e Body weight >159 kg (350 Ibs)
e Untreatable claustrophobia

8.2. Imaging Protocol and Quality Control at PCC

8.2.1. Imaging Protocol and Measurement
Detailed MR imaging protocol is described in Section 7.4.1.4. In brief, it includes:
e Kidney morphology imaging (for kidney volume and renal cyst volume measurements)
o 3DSPGRT1 (VIBE/LAVA) no fat sat with 6mm thickness and 3mm interpolated spacing
o 2D T2 (SSFSE/HASTE) fat sat at 3mm thickness and 9mm thickness
o 2D T2/T1 (FISP/FIESTA/BFFE) no fat sat at 3mm thickness
e Liver morphology imaging (for liver volume and liver cyst volume measurements)
o 2D T2 (SSFSE/HASTE) no fat sat at 3-6mm thickness
e Renal artery blood flow imaging (for renal artery blood flow measurement)
o 2D T2/T1 (FISP/FIESTA/BFFE) fat sat at 4mm thickness with 50% overlap or at 3mm
thickness with no gap
o Localized oblique axial plane where the renal artery runs in-plane
o Cardiac-gated, breath-hold phase-contrast with small FOV (VEC=100 or 50cm/s)

8.2.2. Image Quality Control at PCC

Imaging study should be performed on the designated study scanner by the appropriate technologist. It
is expected that the PCC site radiologist will directly monitor the quality of images immediately after the
acquisition of each sequence while the participant is on the scanner. He/she should monitor and make
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modifications as needed. If the quality of images is in question while the participant is still on the
scanner, a repeat scan should be conducted and sent to the DCIAC along with proper documentation.

The adequacy of images will be determined by evaluating the scan coverage and recognizing the
presence of artifacts and respiratory motion. Field of view may be increased from initial study
parameters to allow complete coverage of the kidneys and to avoid aliasing artifact. If in an individual
the kidneys are too large to cover in a single breath hold with standard study parameters, the radiologist
may: increase slice thickness on T1 weighted images to 3 or 4-5 mm maximum. If this is not sufficient, 2
acquisitions may be made. If a patient cannot complete the entire examination for some reason, they
shall be rescheduled to return for completion as soon as possible. If it is not possible in certain
circumstances for the PCC site radiologist to monitor directly, he/she may designate for this purpose
another radiologist who is familiar with the objectives and protocol of the study.

The PCC radiologist shall examine the images from each procedure to assure quality. He/she
also will identify presence or absence of any significant findings in addition to cystic disease. A local
report should be generated at no charge to the patient or third party payer to document performance of
the examination and presence or absence of any significant findings for the medical record. If there are
significant findings, they shall be transmitted to the principle investigator and the patient’s primary care
physician, or other physician designated by the patient. If the patient has no primary care physician,
they may be referred to the PCC primary care clinic. If there are significant imaging related findings,
those should be sent to the DCIAC (using the patient’s study code only). If further evaluation is needed,
that can be recommended to the patient’s physician, but costs of that workup will not be borne by the
CRISP study. Serious illnesses that would have significant likelihood of preventing the patient from
completing participation in the full course of the study, such as incidental malignancy, may be
considered as an indication to drop the patient from the study.

It is the responsibility of the technologist and radiologist at each PCC to monitor the patient for
adverse events during the MR procedure. Each PCC shall have established procedures for such
monitoring, which may be delegated by the study radiologist to another appropriate physician if
necessary. If necessary, an adverse event should be treated appropriately, and reported by the PCC site
radiologist to the local study coordinator, the PCC principle investigator, the local Institutional Review
Board and to the DCIAC. If of a serious enough nature to warrant it, the adverse event should be
reported to the IRB’s at the other PCC sites.

8.2.3. Rescanning After the Participant Has Left the PCC
Once images have been transferred, the DCIAC will contact the PCC to request a rescan if the quality of
images received is unacceptable. In such cases, participants should be rescanned as soon as possible and
within the following timeframe: At baseline, local participants should be rescanned within four weeks
and participants traveling greater distances to the PCC should be rescanned within four months.
Although PCCs are free to rescan, per the clinical judgment of the Pl and in accordance with
budgetary constraints, the study analysis must include only authorized images (i.e., rescans requested
by the DCIAC).

8.3. Image Transfer Procedures

8.3.1. Overview

After the initial PCC visit has been scheduled, the participant will be registered to the study (entered into
the database) and randomly assigned a CRISP participant ID code. Prior to imaging, an image study
identifier (accession number) will be assigned for each imaging study. These image study identifiers are
printed on the imaging forms when the forms are generated at the local PCC.
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Following the acquisition of MR images, at the direction of the radiologist, the images
will be sent from the imaging modality (MR scanner) to the PCC Workstation. Software on the PCC
workstation allows study personnel to de-identify or "scrub" images by removing the participant's
confidential information from image headers and replacing it with the CRISP participant ID code and
image study identifier. The de-identified image study is then queued and ready for transmission to the
DCIAC. Initiation of the Cisco client software enables the establishment of a secure virtual private
network (VPN) channel over the Internet. The digitally encrypted transfer is initiated by study personnel
at the PCC.

Complete details for de-identification and image transfer are outlined in the subsections below.
Process Summary: Quick Guide to Image Transfer
1. DICOM files are sent from the scanner to the PCC Workstation.
2. Establish the VPN connection via Cisco client in order to transfer.
3. Open CSW program in order to de-identify and send images.
4. Scrub Headers: Select imaging study; replace name and local patient ID with CRISP ID and
imaging accession number.
Queue De-identified Images: Click Export, Destination IAC, and Export again.
Transfer: Images will be transferred via VPN, check status of transmission.
7. Archive: Burn a backup CD of the imaging study if necessary. Exit VPN and CSW after all images
have been transmitted.

o v

8.3.2. PCC Workstation

A standardized computer has been purchased and configured by the DCIAC for each PCC. This system is
to be used primarily for transferring images to the DCIAC and could be used for printing forms and
data entry via the CRISP website. Each system is equipped with Clinical Studies Workstation (CSW) and
Cisco client software. CSW is a software product developed by Washington University to facilitate
research studies involving image data from clinical or research instruments. The software allows the
user to store images and modify header attributes, such as patient name and local patient ID, before the
data is sent to a research system. This allows the user to protect study participant confidentiality and
substitute appropriate research identifiers which cannot be entered at the clinical device. The Cisco
client software allows for the secure transmission of de-identified images to the DCIAC.

8.3.3. Header Scrubbing and Image Transmission

8.3.3.1. Establish VPN Connection
After the entire imaging study has been sent from the imaging modality (MR scanner) to the PCC
Workstation, start the Cisco client and enter the assigned password. This step connects your computer
to the virtual private network (VPN) used by the DCIAC and allows you to send de-identified data to the
DCIAC storage system.

Establishing the VPN connection removes your computer from your campus network until the
VPN software is disconnected. Therefore, it is important that this step take place after the MR scanner
has completed its transmission to the PCC Workstation.

8.3.3.2. De-identify Headers and Transmit Images via CSW Software

The Clinical Studies Workstation (CSW) program is launched from the shortcut icon on the PCC
Workstation.
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”

Clinicd Studies Workstation.Ink

The program allows the user to modify certain header attributes and queue images for transmission to
the DCIAC. The goal of scrubbing headers is to replace personal identifying information (participant's
name and local patient ID) with CRISP participant ID and imaging accession number in order to protect
the privacy of study participants. Changes made for de-identification are not retained by the CSW
application. When the application is exited and started again later, the system will show the original
patient name and local patient ID which came from the scanner.

The CWS application provides several different views of the data received from the MR scanners

and stored by the DICOM Storage Service on the PCC Workstation. Figure 8.1 is an example of the Study
View from the CSW application. The red Device Studies banner denotes that these are imaging studies
which have been received from a scanner. Although a Series View is also available you will usually send
an entire study to the DCIAC.
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Figure 8.1. Screenshot - Study View from CSW Application

To de-identify and send an imaging study to the DCIAC, follow these steps in Study View:

1.
2.

o

Select the study to be transmitted (single click).

De-identify images: Remove the Patient Name. Replace the local Patient ID with the CRISP
participant ID. Add the imaging study identifier (accession number).

Select the Commit Changes button. The circle icon next to the study will change color from
green to yellow to indicate the study has changed. As noted above, this stores the changes in
local memory (desktop) and does not change files on disk.

Select the study to be transmitted again (single click). You should see your new values for
Patient Name, Patient ID, and Accession Number appear in the text boxes. Make sure the
participant's name and local patient number do not appear.

Select the Export button.

Queue images: Select the destination "IAC" and click the Export button.

Repeat the steps above for each study or series in the study protocol.
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8.3.3.3. Transmissions Pending

Selecting the Export button the second time (step 6 above) writes a text file in the queue area and
instructs the DICOM Export Service to send images to the DCIAC. Transmission will begin after about one
minute and may take upward of 15 minutes to complete. The CSW application can be used to view the
gueue entries for images to be transferred to the DCIAC.

You can monitor the progress of the transmission by following these steps:

1. On the menu bar of the CSW application, select View and Queue Pending. A screen similar to
Figure 8.2 below will appear and provide the current status of the studies being transmitted.

2. Click the Refresh button to update the status. A "failed" status usually indicates the VPN
connection is not active. When the queue is empty, the Cisco client software can be
disconnected to allow the PCC Workstation to return to its normal network connection.

3. To confirm that images have been sent, refer to Figure 8.3 in the next section.
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Figure 8.2. Screenshot — Current Status of Studies being Transmitted

8.3.3.4. Transmission Confirmation

Following header scrubbing, study personnel enable a software client that creates a virtual private
network (VPN) connection between the PCC Workstation and the firewall device at the DCIAC. Point-to-
point Tunneling Protocol (PPTP), Layer 2 Tunneling Protocol (L2TP), and IPSec are used to establish a
secure channel over the Internet. Encryption (Data Encryption Standard — 128 bits) is then applied to the
image data sent via VPN. Images are decrypted by the firewall device at the IAC and forwarded over a
private local area network to a DICOM storage application on the UNIX computer system dedicated to
CRISP II.
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To see if a study has been transmitted, select View and Queue Complete. A screen similar to
Figure 8.3 will appear providing a list of all studies transmitted. Clicking on individual studies provides
details on the study in the lower right hand corner of the window. Scroll down to the "total images sent"
attribute to confirm the number of images that were transmitted.
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Figure 8.3. Screenshot - List of all Transmitted Studies
8.4. Image Archive

Each PCC is to archive all CRISP imaging studies received from the MR scanner. Some PCCs may wish to
create backup copies on CD-ROM at the time of transfer, and a CD-ROM drive is provided with the PCC
Workstation for this purpose. To create an archive copy of a study, repeat the steps in section 8.3.3.2
but change the destination in Step #6 to "Local Disk for Backup/Media Export". The studies are saved in
the C:/CSW/Export/Images folder on the PCC Workstation. Use the available CD burning software to
copy the study to a CD-ROM (multiple images will fit on a single CD). Studies that have been successfully
transmitted to the DCIAC, once archived, may be deleted from the PCC Workstation. To delete a study
from the PCC Workstation, simply highlight the study in the Device Studies View, click Action in the
menu bar, and click Delete from the drop down list. Click Yes to delete the study. Be careful that you
don't accidentally delete studies that have not yet been archived or transmitted to the DCIAC.
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8.5. Central Processing and Analysis

The CRISP study will include acquisition, storage and analysis of data from a variety of different sources.
First, the PCCs will enter a variety of types of data directly into the web-based data-entry system. This
data-entry system includes all features of a data-management system, including data-editing, data-entry
and data-deletion. Second, the image data will be transmitted to the imaging section at the DCIAC. After
data analysis has been performed by the imaging group, relevant data will be transferred to the data-
management system. Third, a variety of data will be analyzed at each PCC and will also be entered into
the web-based data-entry system.

8.6. MR Scanner

8.6.1. Breakdown

It is likely that at some point during the HALT PKD study, an MR scanner will undergo technical failure
such that the imaging protocol cannot be performed or completed as scheduled. At those sites with
more than one scanner, a backup scanner should be designated. If an identical scanner is available, it
should be validated as the backup scanner. If a scanner is available but not identical, as long as it can
perform the study sequences, it may be validated as a backup. The validation may be done using a
kidney phantom or human subject. The study protocol then needs to be saved in the memory of the
designated backup scanner. At sites where there is no available backup scanner, the participant will
need to be rescheduled for the earliest available date for rescanning, preferably within 2 weeks. If only
MR imaging must be performed, the participant may be rescheduled as an outpatient.

8.6.2. Replacement

At present it is expected that the MR sequences, developed and finalized for the CRISP protocol, will be
in use for the duration of the study. There may be some modification in MR sequences and scanning
techniques, but no dramatic change requiring new hardware. Over the course of the study, however,
upgrade or replacement of the designated MR scanner(s) may occur. This change must be
communicated to the IAC, and it is the responsibility of the PCC radiologist to validate a new scanner. If
only a software upgrade is performed, as long as the study protocol can be followed, there is no
concern. If a new device is installed, it must be validated for equivalent magnetic field strength and
homogeneity, as well as for its ability to perform the study sequences (or equivalents), preferably by use
of a kidney phantom. Alternatively, comparison of a scan on a study subject that has had a previous MR
may be used. If new technologists are added to a site, they must be trained in the objectives and
procedures for CRISP study imaging at the direction of the PCC radiologist, with the assistance of the
study technologist(s).

8.6.3. Quality Control

It is the responsibility of the PCC radiologist to assure continued image quality. It is expected that a
regular Quality Control Program of the MR facility (as is routine for clinical purposes) has been
established at each site. The radiologist is to monitor study procedures as they are performed and
document proper performance. The radiologist is also to document any and all reasons for variations
from standard protocol or variations in quality. Overall quality should be reviewed weekly or monthly,
depending on volume, over the course of the study. Periodic review with the technologist to address any
decline in quality should be done as needed.
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8.7. Certification

It is required that CRISP study/imaging personnel undergo training and be certified prior to performing
CRISP imaging procedure. Imaging equipment must also be identified and certified prior to performing
CRISP imaging procedure.

8.7.1. Personnel

For best image quality, MR examinations should be performed by experienced MR technologists who
are ARRT-registered radiology technologists, preferably with MR Registry. At the discretion of the PCC
radiologist, a specific technologist may be designated as CRISP study technologist. A backup study
technologist should also be designated. Depending on local operations, the radiologist may choose to
designate a pool of technologists to perform MR scans on CRISP study participants. It is the
responsibility of the PCC radiologist to thoroughly train all participating technologists in proper study
procedures, as well as to make certain they understand the objectives and proper imaging protocol for
the CRISP study.

8.7.2. Equipment

It is the responsibility of each PCC, under direct supervision from the study radiologist, to identify the
MR scanner to be used for MR data collection for the CRISP study. This should be the most up-to-date
1.5 T scanner. The scanner will be identified and validated by means of scanning a series of normal or
PKD subjects, such that the capability of the scanner to perform the imaging sequences required by the
study protocol will be documented. The validated study scanner is then to be used for collection of MR
imaging data on CRISP participants. An institution with multiple, similar scanners may elect to validate
more than one scanner for study use. The preferred approach would be to have a single, designated
scanner that has been validated by repeated scanning of normal or PKD subjects with CRISP protocol
and the evaluation of the quality of acquired images. Imaging sequences should be saved as a clearly
identified CRISP protocol so that each participant is scanned with the proper set of sequences.

8.8. Image Check-in and Image Quality and Protocol Evaluation

8.8.1. Image Check-in
MR images that are transmitted to the DCIAC will be reviewed and placed into appropriate DCIAC image
database by means of ‘check-in’ procedures. Patient ID and the accession number of the images will be
compared with those in the transmitted PCC image acquisition form. Image series and image header
information will be compared with those recorded in the image acquisition form. The transmitted
images are in a DICOM format. They will be converted to the AVW format which is the standard format
for ANALYZE software that we use for image evaluation and analysis. Image check-in procedure is
conducted by the following steps:
A.1.1:
A.1.2: Print out the MR Session Information Form

1. Go to the website http://www.crisp2.pitt.edu

2. Loginto the website.

3. Print the MR Session Information form out.

A.1.3: Convert DICOM images to Analyze Format
1. Window 1:
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cd /space/pcc-images/staging/CRISP2/MAYO_CRISP2
NOTE: Record the last 4 or 5 digits of the DICOM study UID name for later use such as *42512.
2. Window 2
cd /crisp2a/pcc-images / MAYO_CRISP2
Is (make sure there is no duplicated case)
mkdir XxxXxxx
3. Window 1
cp —rp *42512 /crisp2a/pcc-images/CRISP2-MAYO/XXXXXXX
du —sk *42512
4. Window 2
du —sk xxxxxxx (make sure got the same or similar size in both windows)
chmod —R 775 /crisp2a/pcc-images/CRISP2-MAYO/XXXXXXX
cd xxxxxxx/*42512
5. pwd, make sure the directory is: cd /crisp2a/pcc-images/CRISP2-
MAYO/xxxxxxx/1.3.46.670589.11.0.0.11..... 42512
crisp2_report_1.
Copy the listing from the computer screen and paste it into a Excel spreadsheet.
Compare this report with the series report printed from the Biostatistics Web Data
Entry System (WDES). Make sure that the Patient ID, Accession Number, series
numbers and the slice account match on both reports. Also put the site name and the
receive date on the spreadsheet. Print the spreadsheet and attach it to the MR Session
Information form.
6. Window 3
cd /crisp2a/pkd/conversions/scripts/production
mkdir XXxxxxx
cd XXXXXXX
7. pwd (then copy the results of the pwd into Step 8)
8. Window 2.
Pwd, make sure it is the correct directory
/crisp2a/pcc-images/CRISP2-MAYO/xxxxxxx/1.3.46.670589.11.0.0.11.....42512
crisp2_gen_mr_conv.pl institution
>/crisp2a/pkd/conversions/scripts/production/xxxxxxx,/xxxxxxx.csh
The highlighted text is copied and pasted from Step 7 above.
9. * Review the conversion script.

©® window 3, Start the Cygwin program, type “startx” in the terminal window.
nedit xxxxxxx.csh
® Make sure the TARGET = /crisp2b/pkd/pat/bv01/SACCESSION.
© Delete scout series/Renal Blood Flow/MRA/Timing Bolus/gad bolus renals series. Save the
change.
10. From /crisp2a/pkd/conversions/scripts/production/xxxxxxx directory:
chmod 775 *.csh
XXXXXXX.CSh > xxxxxxx.log
more xxxxxxx.log NOTE: You only need to do this if errors are produced during the
above run.
If any errors appear in the log file, you need to correct the script and run it again. Running the
script several times until everything works is not a problem.
11. Window 4
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cd /crisp2b/pkd/pat/bv01l
chmod —R 775 XXXXXXX
cd XXXXXXX

Is —al

To make sure all of the files can be written to by the group.

Create Entries in CRISP2 Database

o~ WD

7.

Go to website http://pkd2:8080/CRISP2/

Click “check in”.

Click “No. Studies in Queue” to open up each site studies.
Find the right case, click on the UID.

Make sure the “Patient ID”, “Accession Number”, “Visit Number”, “Directory name where the
DICOM Study is stored” and “Directory Name where the Analyze Files are stored” are correct.

4

Select correct description for each series form the scroll down window. Fill out “Scan Duration’
and “FOVxFOV”.

Click “Submit Update”.

Enter Check-in information into the Database
Open up the Access crisp2 database.
“Tables” > “dbo_checkin”, fill out “received_date” and “checkin_date”.

8.8.2. Image Quality and Protocol Evaluation

1.

Load all the series under the same Accession No. to Analyze 8.0 dialog on the second day of
check-in.

Look at all the series carefully, choose the slices and give the scores for the image quality and
protocol followed.

o Regular FatSat T2 9mm images. To evaluate an overall expression of the patient’s
situation.

o Regular FatSat T2 3mm images. Choose the slices covered the whole kidneys
(sometimes you need to combine multiple series together). The image quality and
protocol are graded 1 to 5 with consideration of image and protocol factors such as
table position, thickness, FOV, sequence, coil location, artifact, etc.

Score 1: Poor — unacceptable (need to be rescanned)
Score 2: Not adequate, coverage incomplete

Score 3: Adequate, acceptable

Score 4: Very good, coverage complete

Score 5: Excellent
o Non FatSat T1 3mm images. Choose the slices you will use to create the file that can be
used to measure the kidney volume.
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o Non FatSat Fiesta 3mm images. To define the whole kidney coverage that will be used as
reference series to help defining the kidney boundary as to measure the kidney volume
and kidney cyst volume.

o Regular Non FatSat T2 6mm adjustable thickness images for liver. To ensure the slices
you will use to create the file that can be used to measure the liver volume and the liver
cyst volume. Use the same score system as the kidney series.

o Renal blood flow images. First convert DICOM format to AVW format by using
‘import/export’ function. To see whether the renal artery is clear enough to measure.
Use the same score system as the kidney series.

3. Enter all the scores and comments in the Scan Evaluation Form on the CRISP2 website.

4. Enter QC information to the database
Open up the Access crisp2 database.
“Forms” - “dbo_Study_from_MR_Query4” - type the accession number into “Find Accession
#” - fill QC score into “image quality” and “protocol quality” columns and the rescan required
sequences in the “study_comment”.
Tapy “y” in the “measure_needed” if the sequence acceptable for measurement; the slice range
in “slices_to_meaure” column; the comments in “orientation” column; QC information in

“ n

“mri_param_comment” column. If rescan is required, select “y” in the “repeat_MR_scan”
column corresponding to the sequence.

8.9. Image Analysis and Measurement

8.9.1. Personnel and Training

Image analysts, who are professionally trained radiologists, are selected to perform image analysis
during the course of the CRISP study, will have to be trained in order to process and measure the image
data. A detailed set of training procedures are created and used to instruct the Image Analyst how to
process the images using Analyze software, and how to measure the images once processed. After the
training period is complete, a set of test images are used to test the Image Analyst’s ability to process
the data and/or measure the data. The results obtained from the test images will be compared to
standardized results. If the Image Analyst’s results are not within an acceptable range as determined by
the DCIAC principal investigator, then the Image Analyst’s will need additional training. For each task,
there will be a primary and a secondary Image Analysts to ensure a back-up personnel is available.

8.9.2. Image Analysis and Measurements at DCIAC

8.9.2.1. Kidney Volume Measurement

The volume of each kidney is measured on a set of 3DSPGR T1 (VIBE/LAVA) no fat sat images using
stereology method. Stereology is a simple, fast method of measuring the area or volume of an object by
counting the number of intersections of a randomly oriented and positioned grid over the object to be
measured. This technique has been widely used in cytopathology and medical imaging analysis. The
advantage of the stereology technique is it allows the operator to utilize the complex interaction of the
human eye and shape recognition to segment complex images, but its weakness is that it is operator-
dependent and somewhat subject to display window settings. Thus, accurate and reliable measurement
requires training an operator and consistent initial adjustment of display window settings.
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After the T1 series which contains multiple adjacent images is loaded, the operator will view an
image (slice) located in the approximate middle of the kidney(s) and set the maximum threshold to a
value that does not saturate the kidney or cysts, but yet enhances the contrast between the kidney and
surrounding tissue. Setting the threshold is necessary to improve the visual recognition of the kidney
parenchyma and cysts. Grid points over the renal parenchyma and cysts will be mouse-clicked and
marked over one kidney at each slice throughout the series. The analyst will also load the FIESTA and/or
T2 images at the same time as an additional cue to help determine the kidney boundaries on the T1
images. On each processed slice, the cross-sectional renal area will be calculated by counting the
number of marked grid points and using a conversion factor determined in the DICOM image header,
while the volume will be computed from the cumulative number of marked grid points for each kidney.

The images that are marked with stereology grids and segmented by the initial Image Analyst
will be saved and double-checked by a second Image Analyst who is more experienced in quantifying
kidney volume. If necessary, further adjustment and revision of stereology grids will be performed, and
the final processed images with marked grids will be archived.

8.9.2.2. Kidney Cyst Volume Measurement
The kidney cyst volume is measured on a set of 2D T2 (SSFSE/HASTE) fat sat images using region-based
thresholding method.

Step 1: Kidney Boundary Segmentation

After the T2 series which contains multiple adjacent images is loaded, the operator will view an image
located in the approximate middle of the kidney(s) and set the maximum threshold to a value that does
not saturate the kidney or cysts, but yet enhances the contrast between the kidney and surrounding
tissue. The advantage of this region-growing by seed placement method allows the operator to place a
seed within the kidney and adjust the upper and lower threshold of the seed until the perimeter of the
kidney is visually delineated by the operator on an image-by-image basis. First, a histogram for the
signal intensities of the voxels covering the abdomen is obtained. An intensity value corresponding to
90% maximum value of the histogram is selected. With this value as the maximum threshold, after a
seed point is placed over the kidney, threshold range is adjusted until the growth or shrinkage of the
boundary outlining the kidney optimally fits visualized kidney region. After the kidney perimeter is
determined, the exterior region is set to a value not found in the kidney (normally set to zero).
Therefore, the result is a segmented kidney after all the images have been segmented in this manner.
The disadvantages of this method are (1) the subjectivity of determining the initial window setting to
improve kidney and surrounding tissue contrast, (2) the subjectivity of determining the best threshold
for each individual slice to delineate the perimeter of the whole kidney, and (3) the subjectivity of
drawing limits when the region-growing includes the kidney or spleen in the perimeter. The Image
Analyst is required to manually draw a limit along the edge of the kidney perimeter in order to exclude
the unwanted tissue(s).

After a kidney has been segmented, it may be saved and the volume measured using Analyze
Region-of-Interest (ROI) software. The voxels are automatically counted in ROl by choosing a threshold
set above the base value that eliminates the background surrounding the kidney and only includes the
perimeter and interior of the kidney. Since the ROI software only counts voxels, the voxel count has to
be converted to a volume using a conversion factor (number of voxels times the volume of a voxel)
determined by knowing the voxel dimensions as found in the DICOM image header.

Step 2: Renal Cyst Segmentation
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Within the segmented kidney boundary, renal cysts are detected because of their bright signal (water
has a long T2 value compared to other tissue or fat) against the renal parenchyma which is gray in signal
intensity. The segmentation of renal cysts is performed by using the following steps: (1) A histogram is
generated from the pixel values within the segmented kidney boundary; (2) A threshold value, which
provides a maximum separation of the cysts from the background parenchyma, is determined in the
histogram; (3) The image is reviewed and the analyst adjusts and determine a threshold that renders the
pixels within the image into binary values, i.e., cysts are white and the background is black; (4) The
volume of cysts within the image is calculated by summing the number of voxels in the cysts. The
region-based thresholding method is reproducible and less operator-dependent, but choosing the
correct threshold value may be subjective. If the regions (cysts and background) to be separated in the
series have well-segregated pixel values in the histogram, a consistent threshold value throughout the
entire volume is likely attainable. Otherwise, the binary threshold should be determined in each slice.

Step 3: Complex Renal Cyst Segmentation

While most cysts contain simple fluid and present with dark signal on T1 and bright signal on T2 images,
some cysts may contain various substances (e.g., blood, protein) in addition to simple fluid and present
with complex MR signal intensity, often gray or dark signal intensity on T2 images. These T2 ‘dark’ cysts
are usually bright on T1 images, while simple cysts are invariably dark on T1 images. Consequently, after
simple cysts are segmented and volumetrically measured on T2 images, complex cysts that are not
measured can be segmented separately on T1 images. T2 and T1 images at the same slice level will be
compared side-by-side. All simple and some complex cysts that have been segmented and measured on
T2 images will be ignored. Only the complex cysts that have not been segmented on T2 images will be
additionally measured on T1 images using Stereology and included into the total sum of kidney cyst
volumes.

8.9.2.3. Liver Volume and Liver Cyst Volume Measurements

The liver volume will be measured on a set of 2D T2 (SSFSE/HASTE) non fat sat images. The
Image Analyst will review each slice and manually delineate the boundary of the liver including the liver
parenchyma and cysts against the peritoneal fat and lung. After each liver region is segmented, it will be
converted into a binary image and the liver area will be measured using Analyze Region-of-Interest (ROI)
software.

Within the segmented liver boundary, liver cysts are detected because of their bright signal
against the liver parenchyma which is dark in signal intensity. Liver cysts are much more homogenous in
signal than renal cysts. This allows the Analyst to readily adjust and determine a threshold that renders
the pixels within the image into binary values, i.e., cysts are white and the background is black. The
volume of cysts within the image will be calculated by summing the number of voxels of the cysts.

8.9.2.4. Renal Artery Blood Flow Measurement

Renal artery blood flow is measured on cardiac-gated, breath-hold phase-contrast MR images using
QFlow software (Medis medical imaging systems). Measurement procedures we follow are described in
detail in the QFlow User Manual that is available at the DCIAC. Some of the key steps involved in the
flow measurements are as follows:

Creating Contours

QFlow offers tools for quickly and accurately detecting and drawing contours that mark vessel
areas.

To detect a contour
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1. Click in the toolbar.
2. In the Phase or Modulus View, click in the center of the vessel.
This adds a center point and a vessel contour to the image.
3. If the contour does not exactly fit, click to place a new center point. This removes the old
contour and creates a new one.
You can also draw a contour manually, in line mode or (even more accurately) in pixel mode.
To draw a contour using the trace tool
1. In the Object section of the toolbar, click.
2. In the Mode section of the toolbar, click.
3. When you move the cursor over the Phase or Modulus View, it becomes cross-shaped.
4. Click in the image, hold down the left mouse button and trace the vessel contour.
5. When you reach the end of the contour, release the mouse button.
This automatically closes the contour.
Saving and Loading Contour Files

Save contours in a contour file
Select File > Save contours as... from the menu bar or press CTRL+SHIFT+S.
This opens the Save Contours As dialog box.

Perform a flow analysis

1. Select the image with the highest contrast between the vessel and the background.

2. Click in the toolbar.

4. In the Phase or Modulus View, select the center point of the vessel in the image.

If the vessel has a shape that is hard to detect or if the image quality of the study is poor,
make sure to draw the first contour. Refer to Chapter 4 for detailed instructions on drawing
and editing contours.

5. Press CTRL+D to automatically detect contours in the other images, or select Contour
detection > Full automatic contour detection.

6. Check if all contours have been detected correctly. Make sure to edit or delete incorrect
contours. Press CTRL+D again to automatically redetect the contours. Repeat this
procedure until all contours have been detected correctly.

7. If you want to analyze a second, third, or fourth vessel in the same study, click,
or in the toolbar and repeat steps 3 through 5 for each next vessel.

To view flow analysis results

When you have performed the flow analysis, you can view diagrams that display the mean velocity of
blood flow in one or more vessels, the maximum velocity of blood flow in one or more vessels, the flow
volume in one or more vessels, the area of one or more vessels, velocity distribution in a vessel, and
cumulative velocity distribution in a vessel.

Select View > Graph, press F7, or click .

This displays the results of your analysis in the Mean Velocity diagram, which looks similar to the
following. Click the button of the contour number or numbers that you want to view in the diagram.
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Chapter 9. Data Management

9.1. CRISP Il Study Forms

Forms development and updating will be done during the initial phase of the CRISP Il study. The
Forms Committee closely supervises this process, using email and other electronic communications
tools, and indicates final approval of all forms. The Steering Committee met in January of 2007 to review
the CRISP | forms for CRISP Il modification and to discuss potential new forms. Between January and
July of 2007 several iterations of forms were developed. A freeze on form changes has been
implemented in August 2007 so that the web data entry and tracking systems can be finalized. The
DCIAC will store information on required form changes and implement them in batch every 6 months or
so.

All forms are available on the web site in a generic and unlabeled manner (pdf documents), and
can be examined by CRISP personnel at any time.

9.2. CRISP Il Paper Data Entry System

- accessing the website

- reviewing the forms

- printing forms for a participant

- accessing the study calendar

- Special Instructions: How to get an accession number
- Special Instructions: the Family History Form

9.2.1. Accessing the Website

The website is https://www.crisp2.pitt.edu. Your logins were sent to you via email. If you cannot find
the information, you may click on the lost password link on the login screen. Once signed in you can
change your password by clicking on the password link in the top menu.

Once you are logged in you will see this screen:
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(@ Disable~ & Cookies [ 55~ £ Forms~ [ Images~ @ Information~ () Miscellaneous~ ' Outline~ . § Resizew *” Tools~ 42 View Source™ -~ Options~ < ©
CRISPIl
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Vo
Research Teams Contact Passwords Links LOGOUT
Homepag A
omepads Welcome, Layla Sian
Steering Committee
Clinical Committee In 2000, Folycystic Kidney Disease (PKD) researchers at the University of Alabama, Emory University, University of Kansas,
Imaging Committee Mayo Clinic and Washington University St. Louis joined together to create the Consortium for Radiclogic Studies of Palycystic
Loordinators Kidney Disease (CRISPI), This consortium of Participating Clinical Centers (FCCs) and a Data Coordinating and Imaging Analysis

Center (DCIAC) developed and implemented studies to test whether imaging technigues could provide accurate and reproducible

D::T]E,)":::E“tr markers of progression of renal disease in patients with PKD. The Steering committee, comprised of principal investigators from
System the PCCs and DCIAC, developed initial study protocals for the imaging studies and praceeded to collect and analyze radiologic
Paper Data Entry and clinical data over the last 5.5 years,

System

Documentation The primary objectives of this investigation were to: (1) to develop and test the accuracy and reproducibility of imaging

Forms technigues to monitor changes in renal cyst size and parenchymal involvernent in well characterized coharts of patients with PKD
Publications to assess their utility as surrogate markers of disease progression, (2) to establish and maintain a database of uniformly and
Presentations accurately collected information induding renal functional parameters and other selected markers of disease progression
Datasets identfied by the DCIAC and the PCCs, to correlate parenchymal involvement with renal functional changes in PKD patients with
MOP: T or 1T various rates of progression, and (3) to maintain and make available such data to facilitate the planning and implementation of
Re nr_ts a dlinically appropriate interventions in the near future.

The clinical sites and new coordinating center at the University of Pittsburgh were funded to continue a five year follow-up of
CRISP participants, The goals of CRISFII are to extend the observations of CRISFI in order to: 1) draw unequivocal linkage
between the rate of kidney/cyst enlargement and qualitative (signs and symptoms) and quantitative (declining renal function
reflected in iothalamate clearance and albuminuria) end-points; 2) to provide a marker of disease progression (kidney volume)
zensitive and accurate enough to be used as a primary outcome marker in clinical trials aiming to forestall disease progression;
3} to develop and test other biomarkers of disease progression.

Figure 9.1. Screenshot — Welcome Screen

9.2.2. Reviewing the Forms
If you just want to review the paper forms, you can open them separately from generating forms for a
specific visit. Here are the steps:

1. From the left-hand menu, locate “Documentation.”
2. Click on “Forms,” which is the first link under “Documentation.”
3. You will see this screen.

CR.IE;II

&
1. Forms in development (ability to upload)
2. Current Data Entry Forms
3. QOther Forms

Data Entry

4. Archive of CRISP I Forms

Documentation

Figure 9.2. Screenshot —Forms for Reviewing

4. Click on “Current Data Entry Forms.” You will see this screen:

90



CRISP Il Data Management

Research Teams Contact Passwords Links LOGOUT

Homepage You are logged in as: Emory Goordinator | Site: Emory
Steering Committee

Clinical Committee Current Data Entry Forms (in PDF format)

Imaging Committee

Conrdinators These forms are not to be printed for the purpose of recording data. Please access the forms for the study visit in

the section "Paper Data Entry System" under the general heading "Data Entry". The forms will then have the ID#

Data Entry and the visit number printed on each form.
W‘ MNote: Some of the farms are available in Adobe PDF format. To read the POF files, Adobe Acrobat Reader software
[ must be install\ed on your computer, If you need the Acrobat Reader, you can download it FREE from the Adobe
s e Es Web site by clicking Get &crobat Reader below.
Documentation 2 Get Acrabat Reader
Forms
7:::':::::; Form ID | Description Type Download Form Date Updated
I 2 Registration Clinical Forms ReqgistrationForm. pdf 5/2/2007
MOP: 1 or 11 7 MR Session/Renal Blood Flow Clinical Forms MR.ZessionRenalBloodFlow.pdf | 8/1/2007
S 9 GFR Collection Clinical Forms GFRCollection. pdf 4/11/2007
Reports
10 GFR Reporting Clinical Forms GFRRepaort.pdf 4/11/2007
11 Fhysical Findings Clinical Forms FhysicalFind.pdf 4/3/2007
12 Symptoms Clinical Forms Symptoms. pdf &/7/2007
13 Follow Up Study and Events Clinical Forms FollowUPStudyandEvents.pdf |S/11/2007
27 Biannual Clinic visit Labs Clinical Forms BiannualClinicvisitLabs . pdf 3/29/2007
28 Biannual Clinic wisit - Meds & Events Clinical Forms BiannualMedandEvents.pdf S/11/2007
33 Lab wisits vear 7 & 9 Clinical Forms Labvisit7and9.pdf 4/24/2007
34 Scan Evaluation Clinical Forms ScanEvaluation. pdf 4192007
40 Women's Ob-Gyn History Clinical Forms obGYMNHIstory. pdf 4/25/2007
41 Quality of Life Questionnaire Clinical Forms Qualityofl ifeQuesSFE3E pdf 3/29/2007
4z Fain Questionnaire Clinical Forms HaltPainQuestionnaire. pdf 2/29/2007
44 Family History Clinical Forms FamilyHistoryIndInf.pdf 8/e/2007
46 wisit Checklist Clinical Forms WisitChecklist.pdf &/21/2007
47 Archived Urine Sample Clinical Forms UrineCallection.pdf &/29/2007
45 Repository - Serum/Flasma Samples Clinical Forms EloodManifestrev.pdf 732007
49 Repository - Urine Samples Clinical Forms ManifestUrine, pdf 7/3/2007
S0 Shipping Manifest: Cleveland Clinic Clinical Forms ManifestSC. pdf 8/1/2007
c2 Archivad Rlond Saramla limie = | Emreme BlaadArallastiom mAF EI20S2007

= o B T

Figurém9.§. Scréé;i;i_\bf —Current Data Entry Forms

All of the forms are listed in order of form ID, clinical forms first, then administrative. You can open
or download any form from this screen. Please note that they are in PDF format, and you will need a
PDF viewer such as Acrobat Reader to open them.

5. IMPORTANT: Remember that these are NOT the forms to be used for a participant visit.
However if you just need to look up a form for reference, or just want a copy of the latest form,
this is where you should go. Then you don’t have to worry about printing copies with participant
IDS that you don’t need.

9.1.3. Printing Forms for a Participant
Please follow these steps to prepare forms for a study visit.

1. From the left-hand menu, click on “Paper Data Entry System.”
2. You will see this screen:

Return to Homepage

CRISP Participant ID Number:
Visit number:

Figure 9.4. Screenshot — Generating Forms for Participants
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Select the Participant ID from the first drop down box.

Select the visit number from the second drop down box.

Once you have done this, all of the appropriate forms for that visit will be displayed, and they
will already be selected for you. You may uncheck any forms you may not need, or uncheck
them all with the “Uncheck All” button on the bottom left. If the visit includes an MR scan, you
are asked whether it is a repeat scan or not. You will not be able to proceed until this is
answered.

Return toc Homepage

CRISP Participant ID Number:
Visit number: FVG v

If MRSession is selected, is this a repeat scan? Ono Oves

CRISP II Clinical Forms

2 Registration

7 MR Session

El GFR Collection

10 GFR Reporting

11 Physical Findings

12 Symptoms

17 Renal Blood Flow

27 Biannual Clinic wisit Labs

28 Biannual Clinic Wisit - Meds & Events
34 Sean Evaluation

40 Wwomen's Ob-Gyn History
41 Quality of Life Guestionnaire
42 Pain Questionnaire

46 isit Checklist

CRISP II Administrative Forms

Form Selected Form Number Form Name
51 Identification Form

Uncheck Al

Figure 9.5. Screenshot - List of Forms for Printing

6.

Click on the “Generate Form” button on the bottom right. You will then be prompted to open or
save the file. Save the file, so you can print or re-print it as needed. The file will be named with
the participant ID and the current date, for easy reference. If you forget, and select open, you
may save it to your computer at that point.
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Return to Homepage

CRISP Participant ID Number:
Visit number:
If MRSession is selected, is this a repeat

CRISP II Clinical Forms

Form Selected Form Number F

| Opening 101585 _070607. pdf 3]

‘fou have chosen ko open
<% 101585_070607.pdf
which is & Adobe Acrobat Document:
from: http:fflocalhost: 1113

What should Firefox do with this file?

2 Registration

7 MR Session ) Openwith | Adobe Acrobat 6.0 {deFault) v
9 GFR Collecti @ Save to Disk

10 GFR Reporti [ Do this gutamaticaly for fikes like this from now an.

11 Physical Find

12 Symptoms

17 Renal Blood
27 Biannual Cli —

28 Biannual Clinic \isit - Meds 8 Events

34 Scan Evaluation

40 Women's Gb-Gyn History

41 Quality of Life Questionnaire

42 Pain Questionnaire

45 wisit Checklist

CRISP II Administrative Forms

Form Name
Identification Form

Form Selected Form Number
S1

Uncheck All

Figure 9.6. Screenshot - Save or Open the file window

7. NOTE: Under the Visit Number drop down box, there is an “As Needed” option. This is for you to
access forms to be filled out as needed under a special circumstance. For instance, the Missed
Visit form, Data Change form, Study Withdrawal Form, and even the Follow-Up Study and
Events (if being used for an event outside of the “Initial Visit + 6 months” visit) are all forms that
might be printed out as needed, and not for a specific study visit.

You may consult the Study Calendar to refresh your memory about which forms are needed at
which visit.

9.2.4. Accessing the Study Calendar

Follow these steps to access the Study Calendar:
1. From the left-hand menu, under “Documentation,” select Forms.
2. Next, click on Other Forms, seen below:

CRISP I
G
Ve
Research Teams Contact Passwords Links LOGOUT
Homepage
Steering Committee 1. Forms in developrment (ability to upload)

Clinical Committee

) ; 2. Current Data Entry Forms
Imaging Committee

Coordinators 3. Other Forms

Data Entry
Web Data Entry 4
System

Paper Data Entry
System

archive of CRISP I Forms

Documentation
Forms

Publications
Presentations
Datasets
MOP: 1 or 11

Reports

Contact the with questions or comments concerning the site.
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Figure 9.7. Screenshot — Steps to Access the Study Calendar
3. Click on the “Study Calendar” link, to view the calendar. You can also save it to your machine.

9.2.5. Special Procedure: How to Get an Accession Number
1. Accession numbers are generated when the relevant form is selected for printing through the
Paper Data Entry System. Recall that the Paper Data Entry System menu looks like the following:

H

Return to Homepage m
CRISP Participant ID Numbetr: - ®
Visit number: - *H
&

Uncheck All|  Generata Form

Figure 9.8. Screenshot — Paper Data Entry System Menu
2. Once you select the visit, the appropriate forms will be listed and pre-selected for you.

Return to Homepage

CRISP Participant ID Number: 200000 >
Visit number: FyG -

If MRSession is selected, is this a repeat scan? Cho Cves

CRISP II Clinical Forms

Form Selected Form Number Form Name

v 2 Registration

¥ 7 MR Session/Renal Blood Flow

I3 El GFR Collection

= 10 GFR. Reporting

v 11 Fhysical Findings

cd 12 symptoms

' 27 Biannual Clinic \Visit Labs

I 28 Biannual Clinic Wisit - Meds 8 Events
2 40 Waomen's Ob-Gyn History

= 41 Quality of Life Questionnaire

v 42 Fain Questionnaire

v 44 Farnily History

I 46 Wisit Checklist

v 47 Archived Urine Sample

~ 48 Repository - Serum/Plasma Samples
I3 49 Repository - Urine Samples

cd =1) Shipping Manifest: Cleveland Clinic
v 53 Archived Blood Sample

CRISP II Administrative Forms

Figure 9.9. Screenshot — List of Pre-selected forms

3. If you are printing out a form that requires an accession number (form 7) then a unique
accession number will be automatically generated by the website and printed onto the form for
you. Therefore PLEASE MAKE SURE to only print form 7 once. It is goof practice to save the pdf
to your computer, in case you need to re-print it later.
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4. A new unique number is generated every time you print a form that needs it, so again PLEASE
MAKE SURE to print the form once!

9.2.6. Special Procedure: the Family History Form
Please keep the following in mind for the Family History Form:

1. When this form is generated for a patient visit, the participant ID, site, and visit number are
preprinted onto the form for you, BUT the family member ID field will be left blank.

CRSPII  attention - DO NOT enter patient data on this form If the header does not contain
(aA. praeprinted CRISP ID numbar, clinical center ID, and visit number.
-
v .’
¥ e” Participant ID:___255555  pkaid Clinical Center: _Emory  pcen
Family Member ID famyntv
visit: FVvo6
Family History —Individual Family Member
Questionnaire
Family Member Name:
Last name, First name, M
Relationship:
Please specify this family member's relationship to you: (Check only one box) ratat
[ Grand t
] ; Mother i Grandmother mother's side [| Grandfather mother's side
[] Father [[] Grandmother father's side [ | Grandfather father's side
B or Sister nt or Uncle
l | Full sibling i Aunt mother's side [] Uncle mothers side
[] Half sibling mother's side [[] Aunt father's side [J Uncle father's side
] Haif sibling father's side
i i Son l i Grand-Uncle mother's side [] Cousin mother's side [ | Niece mother's side

Figure 9.10. Family History Form

2. Please make 15 copies of this form for the patient to fill out. If they need more, you can
generate another copy of the form by returning to the Paper Data Entry System menu. DO NOT
give a patient a copy of the Family History form without the preprinted information on the
header (participant ID, site, and visit number)

3. The Family Member ID will be generated by the system upon data entry.

4. Once the form is data entered and the family member ID is generated, you are to hand write it
onto your paper form before submitting the form to the DCIAC:
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CR.tSP Il Attention - DO NOT enter patient data on this form If the header does not contain
‘ A praprinted CRISP ID numbar, clinical center ID, and visit number,

vor
-
W e” Participant ID:___ 255555 paid Clinical Center: _Emory  peen
Family Member ID S9°668 3  fannty
visi: FV06
Family History —Individual Family Member
Questionnaire
Family Member Name: a2 ! e . 2
Last me First name, M
Relationship:
Please specify this family member's relationship to you: (Check only one box) ratat
Grand t
I ; Mother I Grandmother mother's side [ | Grandfather mother's side
Father [[] Grandmother father's side [ ] Grandfather father's side
Eigu or Sister ﬁng or Uncle
Full sibling Aunt mother’s side [] Uncle mothers side
D Half sibling mother's side [] Aunt father's side [J Uncle father's side

Half sibling father's side

i | l Grand-Uncle mother's side  [] Cousin mothers side [| Niece mother's side

Figure 9.11. The Family Member ID number needs to be hand written in the Family History Form

9.3. CRISP Il Web Data Entry System

-accessing the website

-entering the forms

-filing a missing data report

-filing a data change request

-reviewing forms (Site Coordinators only)

-SPECIAL INSTRUCTIONS: the Family History Form/generating a family member ID

9.3.1. Accessing the Website
The website is https://www.crisp2.pitt.edu. Your logins were sent to you via email. If you cannot find
the information, you may click on the lost password link on the login screen. Once signed in you can

change your password by clicking on the password link in the top menu.

Once you are logged in you will see this screen:
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amenais Welcome, Layla Sian
Steering Committee
Clinical Committee In 2000, Polycystic Kidney Disease (PKD) researchers at the University of Alabama, Emory University, University of Kansas,
Imaging Committee Mayo Clinic and Washington University St. Louis joined together to create the Consortium for Radiclogic Studies of Polycystic
Coordinators Kidney Disease (CRISFI). This consortium of Participating Clinical Centers (PCCs) and a Data Coordinating and Imaging Analysis
Data Ent Center (DCIACY developed and implemented studies to test whether imaging techniques could provide accurate and reproducible
ata Entr
web Dat: En markers of progression of renal disease in patients with PRD. The Steering committee, comprised of principal investigators from
System the PCCs and DCIAC, developed initial study protocols for the imaging studies and proceeded to collect and analyze radiologic
Paper Data Entry and dlinical data over the last 5.5 years,
System

Documentation The primary objectives of this investigation were to: (1) to develop and test the accuracy and reproducibility of imaging

Forms technigues to monitor changes in renal cyst size and parenchymal involvement in well characterized cohorts of patients with PKD
i to assess their utility as surrogate markers of disease progression, (2) to establish and maintain a database of uniformly and
accurately collected information including renal functional parameters and other selected markers of disease progression
identified by the DCIAC and the FCCs, to correlate parenchymal invalvernent with renal functonal changes in PKD patients with
various rates of pragression, and (3) to maintain and make available such data to facilitate the planning and implementation of
clinically appropriate interventions in the near future,

Presentations

Datasets

The dlinical sites and new coordinating center at the University of Fittsburgh were funded to continue a five year follow-up of
CRISP participants. The goals of CRISFII are to extend the observations of CRISPI in arder to: 1) draw unequivocal linkage
between the rate of kidney/cyst enlargement and qualitative (signs and symptoms) and quantitative (declining renal function
reflected in iothalamate clearance and albuminuria) end-points; 2) to provide a marker of disease progression (kidney volume)
sensitive and accurate enough to be used as a primary outcome marker in clinical trials aiming to forestall disease progression;
3) to develop and test ather biomarkers of disease pragression.

Figure 9.12. Screenshot - Welcome Screen

9.3.2. Entering the Forms

To data enter already completed paper forms, please follow these steps:

(NOTE: Please check over the paper form carefully before you begin data entry. It is much better for
you if you find the missing data problem, and file this missing data report BEFORE you try to fill out
your CRISP Il form online, and find that you cannot complete it.)

6. From the left-hand menu, locate and click “Web Data Entry System.”
7. You will see this screen.

CRISPII
QA
g
Vo
Research Teams Contact Passwords Links LOGOUT
Homepage You are logged in as: Layla Sian | Site: Alabama
Steering Committee
Clinical Committee Data Entry - Alabama
Imaging Committee
Coordinators Select a Task
Data Entry
web Data Entr & enter Mew Form
System
Paper Data Entry
System
o . Select a form for Data Entry:
ocumentation
Forms
Publications F ipti Type
Presentations Ez Registration Clinical Forms
Datasets EZ MR Session/Renal Blood Flow Clinical Forms
MOP: 1 or 1L Elg GFR Collection Clinical Forms
Reports E10 GFR. Reporting Clinical Forms
E11 Physical Findings Clinical Forms
Eiz Symptoms Clinical Forms
Ei3 Follow Up Study and Events Clinical Forms
Ez7 Biannual Clinic Wisit Labs Clinical Forms
Elz8 Blannual Clinic Wisit - Meds 8 Events Clinical Forms
Elaz Lab ‘isits Year 7 & 9 Clinical Forms
[=l=a Ceam Evaliiatice Flimical Emrrae

Figure 9.13. Screenshot —Current WDES Entry Forms
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8. Click on “Enter New Form” and it will scroll you down to the list of forms. You can also just scroll
down to click on a form for data entry. For an example, | will click on the first one, Form 2:
Registration. NOTE: after you select the participant and visit number (in most cases — but for
certain forms, different fields may determine a unique record), the system checks to make sure
that the form has not already been data entered. If it finds a matching form you will be alerted:

Form #2: Registration Form
This form is to be completed at the participant's first clinic visit, immediately following signing of informed consent.
This form has already been entered. Please try again. If you think this is an error, please contact the Data Center.

CRISP Participant ID Number Visit Number

400000 > FwiE -

L. Date of Visit

Mort =| / |Day x| /| vea =

2. Informed Consent

If participant doss not sign informed consent, check no, go to section 14 and check Ineligible for Participant Status: do not complate any other
Queshions or sections.

If consent iz signed, check yes and go to question 3.
Did the participant sign written consent?

Cho Ces

3. Date the consent form was signed:

tdontr = f Day r / Yea ¥

4. Is the participant currently enrolled in another study in addition to CRISP?

o Cyes

If yes, specify:

5. Gender:

Figure 9.14. Screenshot - Enter New Form: Alert Message

Of course, in most cases you will not see this message. Continue filling out the form. At the bottom
of every form you will end by filling in the name of the CRISP staff member who completed the
paper form, and the date that they did so. There is no need to fill in your (data entry/primary) name
or date you are data entering, as the system knows this information and automatically stores it for

you.

1 DU JUINIL P SlEw, I, Wie, pidie, 2L
I IUD, diaphragm or pessary

I~ Dentures or partial plates

[~ Tattoo or permanent makeup

- Body piercing jewelry

- Other implant

Please specify

[~ Breathing problem

- Other

Please specify

Participant Status:

Checlk only one.

Clneligible - stop

CFailed ta Enroll - Stop

CEligible but Modified - Continue, na MRI
@Eligible and Enrolled - Continue

Crisp Member completing this form: Date Form Completed:

Sian, Layla - 7 ~|/l2n x| /2007 -

Submit

Figure 9.15. Screenshot — New Form: CRISP staff member completing the paper form
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9. Once you have double-checked your work and completed the form, click the SUBMIT button at
the bottom of the web form. You will now see a success message:

CRISPII
€A
Vo

You are logged in as: Layla Sian | Site: Alabama
Your form has been entered!

Site: Alabama

Data Entry Form: 2 - Registration
Participant ID: 411111
Wisit: FY06

Pacumen tation [ Return to data entry menu ]

Figure 9.16. Screenshot - Complete Entry Form Message

You may now click on “Return to data entry menu” to enter another form, or click the LOGOUT tab at
the top right to sign out of the site.

9.3.3. Filing a Missing Data Report

(NOTE: Please check over the paper form carefully before you begin data entry. It is much better for you if you
find the missing data problem, and file this missing data report BEFORE you try to fill out your CRISP Il form
online, and find that you cannot complete it.)

You will need to file this report in the event that you are unable to submit a form on the website due to
missing data for a required field. Hopefully this will happen rarely, if ever, but sometimes there may be a
reason that the paper form is blank where data is expected, and you are unable to obtain the required
information. In this case you need to fill out the missing data form on our website, and we will respond
by giving you a “fake” value to enter in place of the missing data.

Please follow these steps to file a missing data report:

1. Once logged in to the website, click on “Web Data Entry System.”

The missing data form is form 54.

3. Fill out all of the fields and hit submit. One of the fields we ask for is something we call variable.
We assign something we call a variable to every distinct piece of data to be entered. PLEASE
NOTE: On the paper forms, by every piece of data to be entered is a variable name in italics.
Let’s take form 7 for example. Looking at question 6 we see that the variable name for series # 1
is sid1, and the variable name for series # 1 sequence is descrl. It is very important that
variables be reported this way, to have complete clarity about what you are reporting as
missing.

4. Upon successful submission of this form, the Pittsburgh DCIAC and you will receive an email
confirming the details of the entered form.

5. The Pittsburgh DCIAC will then respond by email to give you a missing data value to be entered
for the required field in question.

N

9.3.4. Filing a Data Change Report
You will need to file a data change form when you find an incorrect value has been data entered for a
form. Follow these steps to file a data change report:

1. Once logged in to the website, click on “Web Data Entry System.”
2. The Data Change form is form 52.
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3. A form should be submitted PER PARTICIPANT. You are able to request changes to multiple
forms per participant in this data change report. Fill out all of the fields and hit submit. Please
remember to select AS NEEDED for the visit if it was not at a scheduled visit.

4. Upon successful submission of this form, the Pittsburgh DCIAC and you will receive an email
confirming the details of the entered form.

5. The Pittsburgh DCIAC will then respond by email to confirm that the data has been updated in
the system.

9.3.5. Reviewing Entered Forms (Site Coordinators only)
Please follow these steps to review already data entered forms:

1. Once you are logged in, click on “Web Data Entry System” on the left-hand menu. You will then
see these options:

e
A
.
Vo
Research Teams Contact Passwords Links LOGOUT
Homepage You are logged in as: Emory Coordinator | Site: Emory
Steering Committee
Clinical Committes Data Entry - Emory
Imaging Committee
Coordinators Select a Task
Data Entry ?1
Web Data Entr Enter Mew Form
System .
@ Review Entered Forms
Paper Data Entry
System
Documentation
Forms
- Select a form for Data Entry:
Publications
Presentations —
Datasets 0| 'm ID Description Type
CER@m 2 Registration Clinical Forms
E7 MR, Session/Renal Blood Flow Clinical Forms
Reports
EE] GFR Collection Clinical Forms
El1o GFR Reporting Clinical Forms
E11 Physical Findings Clinical Forms
E12 Symptoms Clinical Forms
E13 Follow Up Study and Events Clinical Forms
Ez7 Biannual Clinic wisit Labs Clinical Forms
[Ez8 Biannual Clinic wisit - Meds & Events Clinical Forms

Figure 9.17. Screenshot — Reviewing Entered Forms

2. Click on Review Entered Forms and you will be sent to this page:

opes
oy
-
L
' noam: Eme natar | G r
Review a Form:
sty Fatey i. Balect & f [ Sediax Fiemn =
J: [Bewarz]
Eacu e rtatien ar: [Eenvinz]
s}
Let's Gol
FCorksck the wiih pueshore: or comnerks concsmarg e ote

Figure 9.18. Screenshot - Review a Form
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3. If NO match is found you will see an error message. If a match is found you will be taken to the
form, already filled out with the recorded values. You can view the page, but there are no
buttons to submit the form; you are not to use this screen to make changes, but instead to
confirm entered data, should you choose to, or also to see if a form has been entered into the
system. To leave the screen, click on the “Return To Web Data Entry System Menu” link at the
top of the screen:

@Return To Web Data Entry Systern Menu

Form #9: GFR Collection Form

This form is to be completed upon sending the GFR Testing materials to Mayo, Can be partially completed from the Patient
Requisition Form provided by the Mayo Lab

CRISP Participant ID Number Visit number Date of Visit {when sample was collected):
200000+ Fv0E - 5 ~l /2 x| /|enoix
Original or Repeat [~ Farticipant refused to repeat the GFR.,

Original =

1. Weight:
[120 (kg
Height:

30 {crm)

2. TInitial Urine Collection Time (Uo):

[a=] : [0z =] (24-hour clock)

Iothalamate Injection Time:

,E |06 x| (24-hour cladk)

4. Equilibrium Urine Collection Time (Ue):
3 > o [14 =] (24-hour clock)

Average Residual Volume:
i) il (<20l or 10% of vaided volume, no areater thsn 50ml

) Figure 9.19. Screenshot - Return to the WDESM link

9.3.6. Special Instructions for the Family History Form (#44)
Please follow these steps carefully to make sure individual family member IDs are properly recorded:

1. The paper form generated by our Paper Data Entry System will have the participant ID, site and

visit number preprinted on them. The space for Family Member ID will be left blank.
2. At the bottom of the form the submit button reads “Submit and Generate Unique ID”:
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3. Address:

Street #1: [12 Steet

Street #2:

City: [Test State: [pa Zip: [iTi01
4. Date of birth:

o= e = S e
S Gender:

CMale ®Female

6. s this relative living?
CHo ®Yes CDon't Know

If deceased, age at death:

If deceased, did he/she have kidney or liver disease? TNo Tves TDon't Know

Cause of death? [

risp Member completing this form: Date Form Completed:

Coordinator, Eman, 4 | /|10 = /|e007=

Submit and Generate Unique ID

Figure 9.20. Screenshot -Family History Form (#44)

3. On the following screen you will see the usual success message indicating the form has been
saved to the database message. In large red letters you will also find the unique ID created for
that family member.

Research Teams Contact Passwords Links LOGOUT
Homepage You are logged in as: Emory Coordinator | Site: Emory
Steering Committee
Clinical Committee Your form has been entered!
Imaging Committee
Coordinators Site: Emory

Data Entry Form: 44 - Family History

Web Data Entry
System Participant ID: 255555

[ Data Ent L
e Visit: FVO6

A FAMILY MEMBER ID - PLEASE COPY ONTO PAPER FORM: 500002

Documentation
Forms

Publications

bresentations [ Return to data entry menu ]

Datasets

Figure 9.21. Screenshot — Family History Form completion message

4. Copy this number into the blank Family Member ID field on the top of the paper form. This must
be done before the form is then submitted to the DCIAC.
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C',‘;SP Il Attention - DO NOT enter patient data on this form If the header does not contain

{uA. praprinted CRISP ID numbar, clinical center ID, and visit number.
-
v .’
W «” Participant ID;_255555 patid Clinical Center: _Emory  peen
Family Member ID 590653  fammev (
VIS FV06
Family History —Individual Family Member
Questionnaire
Family Member Name:
Last name, First name, M
Relationship:
Please specify this family member's relationship to you: (Check only one box) ratat
P Grand t
Mother I Grandmother mother's side [ | Grandfather mother's side
[J Father [[] Grandmother father's side [ ] Grandfather father's side
Brother or Sister Aunt or Uncle
Full sibling | Aunt mother’s side [] Uncle mothers side
[] Half sibling mother's side [[] Auntfather's side [C] Uncle tather's side

[C] Half sibling father's side

i | Son i Grand-Uncle mother's side [] Cousin mother's side [| Niece mother's side

Figure 9.22. Screenshot - Family Member ID field

5. Please make sure the paper form has the Family Member ID written in before sending the forms
to the DCIAC.

9.4. Data Entry/Verification

CRISP Il employs a double data entry system whereby each data form is entered twice, each
time by different individuals. The initial data entry is done by the nurse interviewers after they have
completed data collection on paper forms. Once the initial data entry is done, copies of the paper forms
will be sent to the DCIAC, where the secondary entry will be performed.

Paper Form Shipping Policy

Once data collection forms have been entered into the Web Data Entry System (WDES) and signed off,
readable copies (no originals) of the forms should be sent via Federal Express to the DCIAC every 2
weeks.

If possible, copies of all data collection forms required for a patient visit should be sent in one packet,
with the exception of those shipping manifests which are completed quarterly (Form #49: Shipping
Manifest - Urine, and Form #50: Shipping Manifest - Cleveland Clinic). Copies of forms 49 and 50 may be
sent later once they are completed. If not possible to complete all forms for the entire visit before the 2
week time period has expired, it is permissible to send copies of forms completed to date. Please send
copies to:

University of Pittsburgh

Center for Research on Health Care Data Center
200 Meyran Ave.

Suite 200 Room 206

Pittsburgh, PA 15213

Attention Del Gannon
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Data will be verified at regular intervals using software which compares matching records and
generates a report which details discrepancies between the two entries. These discrepancies are
reviewed by the DCIAC data manager, and resolved either by reviewing the original paper form or
following up with the nurse interviewer to determine the correct value. Once all discrepancies have
been resolved, the records are flagged as verified, and do not need to be compared again. This is an
ongoing process, and provides a means of verifying data as it is being collected. This method provides
continuous feedback to site coordinators regarding common errors and misinterpretations that may be
occurring, and enables these problems to be corrected as they happen.

9.5. Form Storage and Processing

9.5.1. Latest CRISP Il Forms

There are two sets of data entry forms maintained by the CRISP Il Study. The first is a set of
documents created with the word processing software Microsoft Word (MS Word). These are
considered the standard forms. When modifications need to be made to any standard form, the MS
Word form is modified by the DCIAC staff and then sent to the CRISP Il steering committee for approval.
Once approved, the form is converted to a PDF form for use in the CRISP Il web data entry system. Both
the word forms and the web PDFs and are stored on a shared, secure access DCIAC research server, and
are backed up on a regular basis (see Data Archiving section).

9.5.2. CRISP Il Forms for Data Entry
The copied forms sent to the DCIAC from the sites for double data entry will also be securely
stored at the DCIAC for the duration of the study.

9.5.3. CRISP Il Additional Data

The CRISP Il study will include the acquisition, storage and analysis of data from a variety of
different sources. First, the PCC's will enter a variety of types of data directly into the Web Data Entry
System. Next, the DCIAC will double data enter all forms and correct inconsistencies working with the
PCCs. Second, the image data will be transmitted to the imaging section at the DCIAC. After data
preparation is done by the imaging group, the relevant data will be transferred to the data management
system. Third, a variety of data will be analyzed by either the central laboratory at Mayo Clinic, or by
each of the PCC's. These data will also be entered into the WDES.

9.5.4. Data Archiving and Quality Control

The database will include routine data edit checks for consistency both within and between forms.
Once edited, temporary files will be merged to generate files for data analysis. All files will be backed-up
daily and archived weekly. Database development and maintenance will occur with SQL Server and .Net
programming available through the CRHC network. Analysis will be performed using SAS, SPSS, or Stata.

All study subjects will be assigned unique study identifiers that will appear on all data collection
instruments, tapes, documents, and files used in the statistical analysis and manuscript preparation. In
order to be HIPAA compliant, no personal information concerning study participants will retained in the
database.

Several steps will be taken to ensure data quality and data integrity: 1) use of standard methods of
data collection and recording specified in a manual of operations, 2) a formal staff workshop on research
integrity at the beginning of the study and when new personnel are hired, and 3) data accuracy through
the programming of the data management system. Other data quality assurance measures will include
detailed documentation of computer operations and data editing procedures and regular meetings with
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project staff to review any changes in procedure. The DCIAC also has specific data quality measures that
will be implemented. These include verifying the data, out of range data checks, and repeated
evaluation of the data process.

9.5.5. Image Registration, Editing and Transmission Preparation

Once the patient has been registered in the DCIAC database, a unique patient identifier is
assigned. An image study identifier (accession number) is made available for the current imaging study).
These identifiers are printed on the patient forms at the local PCC site. The PCC workstation provides
software which allows the operator to remove the patient confidential information from the image
headers and inserts the DCIAC assigned patient study identifier and accession numbers.
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9.6. CRISP Il STUDY Visit Tracking System

The CRISP Il tracking system enables the research team to monitor the progress and completion
of various aspects of a research study. By providing a variety of reports, reminders, and other feedback,
the tracking system assists the study group in determining if the study is fulfilling its intended goals and
reaching expected milestones. It ensures that subjects are being contacted at the appropriate times for
follow up, and provides a means of gathering summary data for statistical analysis and the generation of
regular reports relating to screening, enrollment and demographics.

Follow Up Tracking Report. The CRISP Il follow up tracking report can be run on an as needed basis by
any authorized user. Once the user enters the date range of interest (Figure 9.23.), a screen listing all
participants who have a visit due within the specified date range will be displayed (Figure 9.24.).The due
date for the next expected visit or phone call will also be displayed for each participant. A participant
and any relevant due date(s) will continue to be displayed on the report until the visit or call has been
completed, or until the interview has been flagged as unable to complete (Figure 9.25.).

(f CRISP Il - Follow Up Due Page - Microsoft Internet Explorer provided by UPMC EJ@\E\
@ﬁ = ] httpeflocalhost: 1113 tracking trackdue aspx | [#2 ][> ol
Google |G+ v/6oo @ B v | ¥¥ Bookmarks | Popups okay || P Check + § Autolink [ Send ta~ () Settings—
@& - Poeachwes - F (S Mystuff [ Zoom ENews ~ []Shopping ~

w o |Q‘CRISP 11 - Fallow Up Dus Page ‘ | [ IR = v | Page - 3 Tools - by

Please select a date range then dick "Update"” to view participants that are due to be scheduled to complete a timepoint.
Month »| / |Day »| f | Year v Month v / |Day v | / |Year v

Update Due

Figure 9.23. Screenshot - CRISP Il Tracking Report

Please select a date range then dick "Update" to view participants that are due to be scheduled to complete a timepoint.

1 MAVALE AW AREEE RS 5 v /31 v ) 2006 v
Participant ID Date Registered Visit Due Time Point
222222 1/1/2008 Visit 8.6: Monday, January 01, 2007 time point: 2
222222 1/1/2006 Visit 7: Sunday, May 27, 2007 time point: 3
222222 1/1/2008 Visit 7.6: Tuesday, January 01, 2008 time point: 4
Update Due

Figure 9.24. Screenshot - CRISP Il Tracking Report List of Participants
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Participant ID: 222222

Visit number: Visit 6
Form Number Form Name Form Complete
2 Registration
7 MR Session/Renal Blood Flow
9 GFR Collection
10 GFR Reporting
11 Physical Findings
12 Symptoms
27 Biannual Clinic Visit Labs
28 Biannual Clinic Visit - Meds & Events
34 Scan Evaluation
40 Women's Ob-Gyn History
41 Quality of Life Questionnaire
42 Pain Questionnaire
44 Family History
45 Visit Checklist
a7 Archived Urine Sample
48 Repository - Serum/Plasma Samples
49 Repository - Urine Samples
50 Shipping Manifest: Cleveland Clinic
53 Archived Blood Sample
56 shipping Manifest - Rutgers

This participant will not be completing this time point

Reason: | Other W

If other please specify:

Can not complete GFR Reparting|

Figure 9.25. Screenshot - Follow up Tracking Report

The only identifier listed for each participant is the CRISP Il ID. The user can look up the contact
information stored in the participant chart and take appropriate action. This may include checking to
see if the participant is scheduled for a visit on an appropriate date, calling the participant for a follow
up phone call, or calling the participant to schedule a visit.

The follow up tracking report should be run on a regular basis; at least once a week is suggested.
The start date of the date range requested should always be the start date of the study, and the end
date should be a date that ends the period of desired follow up, usually one week from the current date,
so that all participants due since the beginning of the study are included.
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9.7. CRISP Il Study Tracking System Instructions

To enter the tracking system, you must first be logged in as a site coordinator (1).

{2 Untitled Page - Microsoft Internet Explorer, provided by UPMC

@:: + | &) httpuiflocaihost: 111 3k aut. aspx v 42| % |2~
Google [Gl+ v G B v 1% Sodkmarksy | Popupsolay | ¥ Check v % Autolink = | Sendtor () settings
@& - Pseachwe - F (Smystufi [P zoom EMews + [F)shepping +

w & [@umdedpage [71 fil v B s v [hpage - Ghrods -

Research Teams Contact Passwords Links LOGOUT

Homepage You are logged in as: Emory Coordinator | Site: Emory

1.

Steering Committee -
Welcome, Emory Coordinator

Clinical Committee

Imaging Committee A = £ esearchers at the University of Alabama, Emory University, University of Kansas, Mayo
Clinic and Washington University St. Louis joined together to create the Consortium for Radiologic Studies of Polycystic Kidney

Disease (CRISPI). This consortium of Participating Clinical Centers (PCCs) and a Data Coordinating and Imaging Analysis Center

Coordinators

pata Entry (DCIAC) developed and implemented studies to test whether imaging techniques could provide accurate and reproducible markers
Web Data Entry. of progression of renal disease in patients with PKD. The Steering committee, comprised of principal investigators from the PCCs
Svstem and DCIAC, developed initial study protocols for the imaging studies and proceeded to collect and analyze radiologic and clinical
Paper Data Entry data over the last 5.5 years.

System

Documentaticn The primary objectives of this investigation were to: (1) to develop and test the accuracy and reproducibility of imaging techniques
Forms to monitor changes in renal cyst size and parenchymal involvement in well characterized cohorts of patients with PKD to assess
Publications their utllity as surrogate markers of disease progression, (2) to establish and maintain a database of uniformly and accurately

collected information including renal functional parameters and other selected markers of disease progression identified by the

Presentations - .
DCIAC and the PCCs, to correlate parenchymal involvement with renal functional changes in PKD patients with various rates of

Datacels progression, and (3) to maintain and make available such data to facilitate the planning and implementation of dlinically appropriate
MOP: I or IT s in the near future.
racking Reports 2. . ~ ; ; B
ites and new coordinating center at the University of Pittsburgh were funded to continue a five year follow-up of

CRISP participants. The goals of CRISPII are to extend the observations of CRISPI in order to: 1) draw unequivocal linkage
between the rate of kidney/cyst enlargement and qualitative (signs and symptoms) and quantitative (declining renal function
reflected in iothalamate clearance and albuminuria) end-points; 2) to provide a marker of disease progression (kidney volume)
sensitive and accurate enough to be used as a primary cutcome marker in clinical trials aiming to forestall disease progression; 3)
to develop and test other biomarkers of disease progression.

FiCAmbamt Hha coheesctar with Aanaskinne Ar ~Amman te FAncarming Hha zita

Figure 9.26. Screenshot - Tracking Reports Lmk

Then click the tracking reports link at the bottom left of the main menu (2). You will then be
taken to the CRISP Il tracking system’s main page, where you can select a range of dates to view
participants (3).

Return to Homepage

CRISP II Tracking

Pleas ange then dick "Update Due" to view participants that ar:
iepoint.

< [Honth " 7 [Day (¥ / [year ]

duled to complete a

Figure 9.27. Screenshot - Tracking System Main Page

Once you select the date range, click the “Update Due” button (4) and a list of participants that
have visits due within the selected date range will appear in a list. This list shows each Participant ID,
the date that they registered, and the visit that is due within the given date range. By clicking on a
specific participant ID (5), you will be able to view the specific forms that the selected participant still
needs to complete to finish the visit.
The ‘Status Page’ shows what forms still need to be completed to finish the visit in the upper left hand
corner of the screen (6). If visits are complete, the check boxes are checked, if they are not complete,
they are not checked (7).
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In the event that a participant cannot complete the visit in (6), just click the checkbox in the
upper right hand corner (8) that says “This participant will not be completing this time point”. Next,
select a reason from the drop down box. If the reason is not there, just select “other” from the drop
down box and specify the reason in the box below. When this is complete, click “Excuse Participant”
and the Participant as well as the visit that they were excused from will be removed from the list on the
main page of the tracking system.

CRISP Il Data Management

Return to Homepage

CRISP II Tracking

Please select a date range then click "Update Due" to view participants that are due to be scheduled to complete a

timepoint.

B e

a Q Date Re

211111
222222
222333
222222
233333
233333
233333
233333
244444
244449
244444
255555
277777
277777
288888

888

BVl

9/26/2007
4/5/2006
4/5/2006

4/28/2006

4/28/2006

Update Due

Visit Due Time Point

isit 6: Tuesday, August 01, 20068  time point: 1
Visit 7: Friday, June 22, 2007 time point: 3
Visit 6: Thursday, July 06, 2006 time point: 1
Visit 7: Sunday, May 27, 2007 time point: 3
Visit 7.6: Tuesday, January 01, 2008 time point: 4
Visit &: Thursday, August 31, 2006 time peint: 1
Visit 6.6: Monday, February 26, 2007 time point: 2
Visit 7: Sunday, July 22, 2007 time point: 3
Visit 7.6: Tuesday, February 26, 2008 time point: 4
Visit 6.6: Monday, January 01, 2007 time point: 2
Visit 7: Sunday, May 27, 2007 time point: 3
Visit 7.6: Tuesday, January 01, 2008 time point: 4
Visit &: Sunday, March 30, 2008 time point: 1
Visit 7: Wednesday, August 29, 2007 time point: 3
Visit 7.6: Friday, April 04, 2008 time point: 4
Visit 6: Tuesday, October 21, 2006 time point: 1
Visit 7: Friday, September 21, 2007 time point: 3

Figure 9.28. Screenshot - Tracking System Status Page

Return to Homepage

Form Number
2
7
9
10
11
12
27
28
40
41
42
44
46
47
48
49
50
53
56

CRISP_II Tracking
Participant ID: 211111 6.
( Visit number: Visit 6

Form Name

Registration

MR Session/Renal Blood Flow

GFR Collection

GFR Reporting

Physical Findings

Symptoms

Biannual Clinic Visit Labs

Biannual Clinic Visit - Meds & Events
Women's Ob-Gyn History

Quality of Life Questionnaire

Pain Questionnaire

Family History

Visit Checklist

Archived Urine Sample

Repository - Serum/Plasma Samples
Repository - Urine Samples
Shipping Manifest: Cleveland Clinic
Archived Blood Sample

O This participant will nat be comp
this time point

eting

Reason:

orn) Complete
P If other please specify:

Genetics Phlebotomy Form (Shipping Manifest - Rutgers)

Figure 9.29. Screenshot - Tracking System
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CRISP Il Data Collection Forms

Table 4. List of CRISP Il Data Collection Forms

Form ID Data Collection Forms
2 Registration Clinical Form
7 MR Session/Renal Blood Flow Clinical Form
9 GEFR Collection Clinical Form
10 GFR Reporting Clinical Form
11 Physical Findings Clinical Form
12 Symptoms Clinical Form
13 Follow Up Study and Events Clinical Form
27 Biannual Clinic Visit Labs Clinical Form
28 Biannual Clinic Visit - Meds & Events Clinical Form
33 Lab Visits Year 7 & 9 Clinical Form
34 Scan Evaluation Clinical Form
40 Women's Ob-Gyn History Clinical Forms
41 Quality of Life Questionnaire Clinical Forms
42 Pain Questionnaire Clinical Form
Family Instructions
44 Family History Clinical Form
46 Visit Checklist Clinical Form
47 Archived Urine Sample Clinical Form
48 Repository - Serum/Plasma Samples Clinical Form
49 Repository - Urine Samples Clinical Form
50 Shipping Manifest: Cleveland Clinic Clinical Form
53 Archived Blood Sample Clinical Form
55 MRI Status Verification Clinical Form
56 Genetics Phlebotomy Form (Shipping Manifest - Rutgers) Clinical Form
15 Death Notification Administrative Form
18 Transfer Form Administrative Form
19 Study Withdrawal Administrative Form
24 Missed Visit Administrative Form
51 Identification Form Administrative Form
52 Data Change Administrative Form
Web Access Administrative Form
54 Missing Data Administrative Form
56 HALT ID Form
58 Lifestyle Form Family Member
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Registration, Form 2

CRISP I ParticipantID:____ pkeid Clinical Center: poon

WISl

v Registration Form

This form is to be completed at the parficipant’s first clinic wisit, immediafely following signing of
infarmed consant.

1. Date of visit: avdate ‘ ‘ | ) ‘ ‘ ‘ , ‘ ‘ ‘ ‘ ‘
2. Informed Consent
If participant does not sign informed consent, check no, go fo seclion 14 and check Ineligible for Participant Status:
do not complefe any other questions or sections.
If consent is signed, check yes and go fo question 3.
Did the participant sign written consent? sigean 00O No 10 Yes
3. Date the consent form was signed:
condafe
4, Is the participant currently enrolled in another study in addition to CRISP? paren 0 J No 10 Yes
If ves, which study? enral
1 O Halt
2 O Tempo
3 O Other, Specify: enroize Duration: manths VEars
duramt durayr
a. Gender gender 10 Male 20 Female
B. Birth Weight srwgt pounds  broz ounces O check if birth weight is unknown
i. Was birth weight verified by the participant's birth certificate? broer 0O MNo 10 Yes
a. Treating physician affiliation: 1 O CRISF physician 2 O Other nephrologist 3 O Other physician
phye
9. Education (in total number of y2ars) educ years
9a. Are you adopted? sdost 10 Mo 10 Yes
CRISP Il Registration Form, Form 2
ersion 12, 1100152007 Page 1of &
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Registration, Form 2

CRISP I Participant ID:____ phoid Clinical Center: peon

WISIC

v Registration Form

10. Exclusion Criteria

If yes is checked for any of the criteria listed in section 10, go fo section 14 and check Ineligible for Farticipant
Status; do not complete sections 11, 12 and 13.

If all are no, go fo section 11.
Does the paricipant have a current psychiatric or addiction non-compliance disorder
that in the discretion of the principal investigator indicates that they will not 0O Mo 10 Yes

successiully complete the study? curpsye

Does the paricipant have a current medical problem that in the discretion of the
principal investigator would make unsafe their participation in the study? cuwr 00O Mo 10 Yes

Does the paricipant have another condition that in the discretion of the principal 0O Mo 10 Yes
investigator makes the paricipant ineligible? ocnt

If yes, please specify:
otcnitzp

11. Failed to Enroll Criteria
If the participant iz unwilling fo enrall in the study. indicafe reason(s).

If yves is checked for any of the criteria listed in section 11, go to section 14 and check Failed to Enroll for Participant
Status; do not complete section 12 or 13.

If all are no, go fo section 12,

|s the participant unwilling to miss school/work? achwork 0O Mo 10 Yes
Is the participant unwilling to travel to clinics for visits? ravel 00O No 10 Yes
Is the participant unwilling to make a follow-up commitment? fucom 0O Mo 10 Yes
Is there any other circumstance that in the discretion of the principal investigator 00O No 10 Yes

constitutes a valid reason for failing to enroll? atenr

If yas, pleass specify athensp

CRISF Il Registration Form, Form 2
“ersion 12, 11/0142007 Page 2 af 5
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CRISP I

Registration, Form 2
Participant ID: plolicd Clinical Center: preon

izt

| ]
v Registration Form

12. Eligible but Modified Criteria — Part |

Review all possible conditions listed in section 12 with the participant. Check any that apply. If any of the MR
contraindications are checked, go fo section 14 and check Eligible but Modified for Parficipant Status. Do not
complete section 13,

If none are checked, go fo sacfion 13.

O

O
O
O
O
O
O

13. Eligible but Modified Criteria — Part Il

Review all possible conditions listed In section 13 (continued on the next 2 pages) with the participant. Check any
that apply. If any are checked, please discuss with the radiologist fo determine the Farticipant Status.

If none are checkead, go fo seclion 14 and check Eligible and Enrolfed.

O o o o o o o o o o

Weight = 158.6 kg (350 1bs) weight

Pregnant preg

Cardiac Pacemaker cardpac

Implanted cardioverter defibrillator (ICD) candef
Meurostimulation system neuron
Claustrophobia cisust

Spinal cord stimulator spinar

Bone growth/hone fusion stimulator bonfus
Cochlear, otologic, or other ear implant eanmp
Insulin or other infusion pump  insw

Implanted drug infusion device drginf

Evelid spring or wire eyel

Tissue expander (2.9. breast) tizsex

Hx of working with metal huedmet

Hx of metal in eyes humefeye

Aneurysm Clip(s) ansu

Hearing aid hearsid

CRISF |l Registration Form, Form 2
Version 12, 11/0142007 Page 3af 5

116



CRISP I

:‘:ﬁ Wit
v Registration Form

Participant ID: plodlic Clinical Center:

poen

Registration, Form 2

O o o o oo o o000 o000 0o 00 0o 0O 0

Please specify:

Embolization colls emcei

Internal electrodes or Wires wines

Any type of prosthesis (eye, penile, efc.) proat
Heart valve prosthesis hear

Metallic stent, filter, or coil metst

Artificial or or prosthetic limb prosim

Shunt {spinal or intraventricular) skunt

Vascular access port andfor catheter  vaseath
Radiation seeds or implants redzeim
Swan-Ganz or thermodilution catheter swsn
Medication patch (Nicotine, Nitroglycering) patch
Any metallic fragment or forgign body metfag
Wire mesh implant wimeim

Surgical staples, clips or metallic sutures surster
Joint replacement (hip, knee, etc) jorep
Bonefoint pin, screw, nail, wire, plate, efc. bajpin
LD, diaphragm or pessary iud

Dentures or partial plates denppi

Tattoo or permanent makeup tstoo

Body piercing jewelry bopisrc

Other implant atimp

O Breathing problem breator

O Other ather

Flease specify:

impap

othersp

CRISP Il Registration Form, Form 2
“ersion 12, 110142007 Page 4 of &
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Registration, Form 2

CRISP I ParticipantID:____ pkdid Clinical Center: poen
wizif:

| ]
v Registration Form

14, Participant Status: finenro (Check only aneal
1 0 Ineligible - Stop
2 0O Failed to Enrall - Stop
3 O Eligible but Modified — Continue, no MR

4 O Eligible and Enrolled - Continue

CRISF Member completing this form

Date Form Completed ! !

Data Entry Status: Please check to indicate that the above information has been entered O

Primary Entered by: Date: f dedata

Secondary Entered by Diate !

CRISP Il Registration Form, Form 2
Wersion 12, 11/01/2007 Page Sof &
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MR Session/Renal Blood Flow, Form #7

LHIEF I

<
Vo

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant 1D pledicl Clinical Center: pcen

viit: Accession ID; acon

MR Session Information/Renal Blood Flow Form

This farm is to be complefed during scan at the parficipant’s clinic visits.
This farm is to be entered promptiy and data fransferred to the Imaging Analysis Cenfer (Ac) right
after the scan.

To be used ONLY with the Accession # sfatus change: statch

1 O This number is tied to a repeat scan
2 [ This accession number WILL NOT BE USED

Date of visit: dvdate ‘ ‘ “ ‘ “ ‘ ‘ ‘ ‘

Start Time: __ _ . (24 hour) tetime

End Time: __ _ . {24 hour) tetime

Machine name: mname
Technologist name: tidum
Radiclogist name: ridrum

Series information {see table on page 2)
[ MNia (IF N skip to question 7)

Adverse events (enfer “None” for Event Description if no adverse evenis occlimed)

Series # Event Description
nzl ed]
ne2 ed2
na3 edd

Contents of form reviewed by:

O Radiologist (Signature Required) Date __ _ ¢ ¢
revnames ragdate
O Technologist (Signature Required) cate _ ¢
revniamet techdafe
CRISP Il MR Session/Renal Blood Flow Foarm, Form 7 Page 1o0f4

Version 11, 10052007
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MR Session/Renal Blood Flow, Form #7

6. Renal Scan Series information: Accession Number: miraid

*For T2 or FISR/FIESTA/BFFE, if the Kidney iz too [arge to cover in a single breath-hold, use multiple breath-holds, but as few as possible.

Have the first scan cover the posterior aspect of the kidney and then choose the ‘shifi-mean {stariing point in GE)' of the second scan as follows:
For example, the 1% shift-mean = -60 mm. Mumber of zlices in the 1% set =23. (23-1) x 3 =668 mm. The 2" ghift mean =-60 + 86 = Bmm.

_ #of Duration FOV
Series # Name MR Sequence (circle ong) Comments Slices (seconds)
=idT descr! com{ ani ad1
TZ FatSat Ti FISE/FIESTASFFE T2 Mon-FaiSat X
Smm 3mm*® Mon-FatSat Man-FatSat Adj-kidney  AdjHiver foww T fovhd
id2 degcrs coma2 and 202
T2 FatSat Ti FISF/FIESTABFFE® T2 Mon-FatSat ¥
Srnim Jmm" Mon-FatSat Maon-FatSat Adj-kidney  Adj-iver foww? fowh2
=id3 descrd com3 an2 a2d3
TZ FatSat T4 FISF/FIESTABFFE" T2 Mon-FatSat X
Gmm  3mm" | Npp-FatSat Maon-FatSat Adj-kidney  Adjiver” fovwd fovh3
aiod descrd com< and =04
TZ FatSat T FISF/FIESTASFFE T7 Mon-FaiSat X
Gmm  3mm" | Men-FatSat Maon-Fat3at Adj-kidney  Adjdiver’ fovivd fouhd
=id5 descrs coms =ns =2d5
TZ FatSat T4 FISF/FIESTASFFE T2 Mon-FaiSat k!
Bmm  3mm” | pon-Faigar | Men-FatSat Adjkidney _Adjiver* fovis fovhs
=id6 descrf comb =né adé
TZ FatSat T4 FISF/FIESTABFFE" T2 Mon-FaiSat X
Gmm  3mm" | Npp-FatSat Maon-FatZat Adjkidney  Adjdiver” fovws fovhé
id? descry com7? an7 =2d7
TZ FatSat T FISF/FIESTASFFE T7 Mon-FaiSat X
Bmm  3mm® | yon-Faisat | Mon-Fat3at Adj-kidney  Adiiver fovw? _ fouh?
idB descrl comnig =ng =2d8
TZ FatSat T4 FISF/FIESTASFFE T2 Mon-FaiSat k!
Bmm  3mm” | pon-Faigar | Men-FatSat Adjkidney _Adjiver* fovws __ fovhs
g9 descrd com3 =nd ad9
TZ FatSat T4 FISF/FIESTABFFE" T2 Mon-FaiSat X
Bmm  Imm® | gon-Faigat | Mon-FatSat Adjkidney  Adiiver fovwd fouhd
=idT0 gescril comiQ anid adi0
T2 FatSat T FISF/FIESTABFFE" T2 Mon-FaiSat X
gmm  3mm® | yon-Fatsat | Men-FatSat Adj-kidney Adiiver Fovw 10 fovh1d
aidT1 descorid comi1 anii adi1
TZ FatSat T1 FISF/FIESTABFFE" T2 Mor-FaiSat X
Smm  3mm* Mon-FaiSat Maon-FatSat Adj-kidney  AdiHiver Fovw 1 fovh11
sidT2 desori? comiz2 ani2 adi2
TZ FatSat T4 FISF/FIESTASFFE" T2 Mon-FaiSat X
Bmm  Imm® | gon-Faigat | Mon-FatSat Adjkidney  Adiiver fovw 12 fowh1 2
=id13 descrild comi3 ani3 a2d13
T2 FatSat T FISF/FIESTABFFE" T2 Mon-FaiSat X
gmm  3mm® | yon-Fatsat | Men-FatSat Adj-kidney Adiiver Fouw 13 fovhi3

CRISP ll. MR Session/'Renal Blood Flow Form, Form 7

Version 11, 101152007

Page 2 of 4
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CE‘LSP I Attention - DO NOT enter patient data on this form if the header does not contain

‘_.-. s preprinted CRISP ID number, clinical center ID, and visit number.

MR Session/Renal Blood Flow, Form #7

L] II'
Ve Participant ID: phid Clinical Center:

vizit: AccessionID:
MR Session Information/Renal Blood Flow Form

Omitted Reason series was omitted/Unreadable

Series (If Missing Use Next Section)

ozni osrf

oanZ o=z

oan3 o=rd

oand osrd

oans =

oanb osrs

oan? o7

oand s

oand osrd

oznid osrf0

Missing

Series Reason series was missing

mzer] reasd

maerd resssd

mzerd reasd

mzerd reasd

maerd reass

CRISP ll. MR Session/Renal Blood Flow Form, Form 7
Vearsion 11, 10/15/2007

Page 3 of 4
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MR Session/Renal Blood Flow, Form #7

GHIE.;EI Attention - DO NOT enter patient data on this form if the header does not contain
{:- s preprinted CRISP ID number, clinical center ID, and visit number,

L L

Y

Participant 1D phedid Clinical Center: poen

vizit Accession ID:

MR Session Information/Renal Blood Flow Form

acen

T. Renal Blood Flow Information
] NiA
7a. Field of view: 1T014x14em  2016x16cm 30 20x20 em
fow
A O Other Specify: R , cm
o fowty
fovix L ¥ cr fowiy
7b. Matrix size: 10 256 x 256 20 256 x 224 30 Other Specify: R___x____
mats marspx marapy
L ¥
malspx  malspy
7c.  Total number of cardiac phases measures per RR interval: toprr
gating 1 O Prospective Gating 2 O Retrospective Gating
7d. Recorded heart rate at the time of the exam: rhr
Te,
Series# Comments # of Slices VENC*
100 If other specify
sariesT commernti aiice ] venci oth?
sariesd comment? aiiced vencz2d oth2
seriesd commernt3 aficed venc3] ofh3
sefiesd commertd afices vencd[ ] offhd
seriesd commerts aiices vencsL] ofhs
seriesh commerts aiices vence] ofh&
series’ commert? afice 7 veneT] ofh¥
seriesd commerits aficed vence] othg
seriesd commentd aficed vencs] ofh3
CRISP Member completing this form
caidnurm

Date Form Completed / !

Diata Entry Status:  Flease check to indicate that the above information has heen entered O

Frimary Entered by: Date: ___ 4 ¢+ dedate
deidnum

Secondary Entered by Date __ _( _{ ___ _

CRISP I, MR SessionRenal Blood Flow Form, Form 7 Page 4 of 4

Version 11, 10015/2007
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GFR Collection, Form 9

CRISP Il attention - DO NOT enter patient data on this form if the header does not contain
a preprinted CRISP ID number, clinical center ID, and visit number.

v

Participant 1D: phodid Clinical Center: poon

vieit-

GFR Collection Form

This form i3 fo be complefed wpon sending the GFR Tesfing maferials fo Mayo. Can be partially
completed from the Patienf Reguisition Form provided by the Mayo Lab.

[ ] Original [ ] Repeat 1 [ JRepeat 2 redo

Participant refused to repeat the GFR.

Date of visit (when sample was collected): | ‘ “ ‘ “ ‘ | ‘ ‘

dvdste
Please enter appropriate units:

Weight: kg weight Height:__  ©m height
Initial Urine Collection Time (Uo): wofime {24 hour)
lothalamate Injection Time: itima ™ hour)
Eq.uilihrium Urine Collection Time (Ue): ™ hour)
uetime
uraval Average Residual volume {=20ml or 10% of voided volume, no greater tham 50 mil)
Plasma Collection Time (P1): pftime (24 hour)
GFR Testing Urine Collection Time(U1): ™ haour)
uifime
tigrvod Average Residual volume (=20ml or 10% of voided volume, no greater than 50 ml)
Plasma Collection Time (P2): p2time [ hour)
U1 Collection Volume: wicw! s
Date Sample sent to Mayo lab: scdsfe | ‘ ‘ ‘ ‘ ‘ ‘ ‘ | ‘ ‘

CRISF Member completing this form

edidnum

Date Form Completed / /

Data Entry Status: Flease check to indicate that the above information has been entered O

Primary Entered by: Date: ! ! dedate

Secondary Entered hy- Date

CRISF I, GFR Collection, Form 2
“ersion 4, 07262007 Page 1of 1
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GFR Reporting, Form 10

CRISP Il Attention - DO NMOT enter patient data on this form if the header does not contain
{: preprinted CRISP ID number, clinical center ID, and visit number.

L] F:’

w g™ Participant 1D: plolid Clinical Center: pcen

vizit

GFR Reporting Form

This form i5 fo be complefed upon receipf of the GFR Mayo lab repart.

1. Date of Visit (when sample was collected). dvdate ‘ ‘ . ‘ | ,

2. Date Sample was received at Mayo lab: =rdate ‘ ‘ . ‘ ‘ .

Test requested: Short Renal Clearance

3. Uncorrected lothalamate Clearance: wic ml/min

4, Corrected lothalamate Clearance: cic ml/min/SA{1.73 mzj

CRISF Member completing this form

cdignum
Date Form Completed ! !

Data Entry Status: Flease check to indicate that the above information has been entered

Frimary Enterad by: Diate: ! ! dedate

Secondary Entered by Date

CRISP IL GFRMayoReport, Form 10
\ersion 3, 03122007 Fage 1of1

124



Current Physical Findings, Form 11

CRISP I

<4
Vo

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant ID: phedid Clinical Center: poen
wigif:
Current Physical Findings Form

This form iz fo be complefed by designated personne! (if medically frained) andfor
Pl at each Biannual visit.

dvdaile
Date of Visit

haight

1. Height: cm

Norte: If weight is greater than 138.6 kg (330 pounds), participant is not eligible fo have a MRI. Change final
parficipant status fo Eligible but Modified,

weight
2. Weight: kg
3. During the last 30 minutes, has the participant smoked or consumed 00 No 10 Yes

caffeine? cigeaff
(if ves, please wait 30 minutes since fast cigarefte or caffeine unit)

4. Arm used: Use the arm determined af the initial visit, whenever possidle.armused 0 O Right 10 Left
5. Blood Pressure Monitors Used for Seated BP Readings: somanitor

1 O auvtomated 2 0O pcc Monitor (non-automated). Brand bpbrand

MNate:  The CRISP I Study Staff person signing this form Is fo complefe the BPF readings in ffems 6 and 7.

6. SEATED Blood Pressure Readings (sequential);
Farticipant is fto rest 3 minutes with arm supported af heart level. Record at least three BF readings
at least 30 seconds apart. If there is a difference of mare than 10mm Hg (systolic or diastolic) befiween
the second and third readings in one sitting, a fourth and fifth reading shouid be recorded for that sifting.

Time (24 hour) Systolic Diastolic Pulse Rate BPM
Tl o ritime sysld dialt ripr
2 rtime 2yslz dial2 ripr
3| __ 1 r3ime sysi3 clial3 ripr
41 T rdfime =yald dials répr
B o rstme syl diai5 ripr
CRISP I, Physical Findings, Form 11 Fage 10f2

Version 11, D4/03/2007
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Current Physical Findings, Form 11
CRISP Il

<
Vo

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant 1D: plodid Clinical Center: poen

wisil:

Current Physical Findings Form

Flease Note: Average blood pressure will be automaflically generated at data entry.

7. STANDING BP Reading: AMeasure BF after 3 minufes standing with arm supported at
heart lavel.

Time {24 hour) Systolic Diastolic Pulse Rate BPM

1 o d'{fime sy=d] dfered ] dlpr

CRISF Member completing this form

cdidnum
Date Form Completed ! /

Data Entry Status: Flease check to indicate that the above information has been entered O

Primary Entered by: Date: /| dadate
deidnum

Secondary Entered by Cate __ _/ _+

CRISF I, Physical Findings, Form 11 Page 2of2

Version 11, 04/03/2007



CRISP Il

-
" Y preprinted CRISP ID number, clinical center ID, and visit number.

v

Yo Participant ID:

wizif-

SYMPTOMS FORM

phdial Clinical Center:

Attention - DO NOT enter patient data on this form if the header does not contain

pocn

This form iz fo be complefed by designated personnel andfor Pl af each Biannual Clinic Visit.

Symptoms, Form 12

Flease complete this form before your physical exam, then discuss vour answers with designated persannel.

1.

Date of visit: dvdsts

Check “yes™ or “no” for symptoms experienced since your last visit (or within the past month if this is

your first visit),

Symptoms Yes MNo Specify/Describe if applicable
CONSTITUTICNAL
Malaize/Feeling sickly or ill mal malspy
HEAD/NECK
Headache head headspy
Blurred Vizgion/Visual Changes biur biurapy
Dry Eves/MNasal Passages dry dryspy
Maszal Congesticn nas nNasspy
Sore Throat sore sorespy
Cry Mouth/Excessive Thirst dnem drymapy
CARDICVASCULAR
Chest Pain chest chestspy
Heart Palpitations heart heartzpy
Dizziness/Lightheadedness diz dizapy
FatigusWeakneas fabg fatigapy
Leg Swelling/Edema l=g legepy
RESPIRATORY
E:;T&ss of Breath with Exertion shbexspy
Shoriness of Breath at Rest shre shrespy
Cough cough coughspy
MUSCULOSKELETAL
Joint Painf&ches jaint Jjointzpy
Muszcle Pain/Cramping!Spasm muscapy

muss

Please continue on next page

CRISP Il, Symptoms Form, Form 12

Wersion 9, 08/04/2007

Page 1 of 4
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CRISP Il

Attention - DO NOT enter patient data on this form if the header does not contain

-
‘ Y preprinted CRISP ID number, clinical center ID, and visit number.

Symptoms, Form 12

n A= -
v ." Participant ID: pidid Clinical Center: pecon
\ 4 _—
wiEsiE:
Symptoms Yes Mo Specify/Describe if applicable
GENITOURINARY
Urinary Changes wan urinapy
Vigible Blood in Urine veb! vebizpy
Impotence/Decreased impotzpy
Libido impot
Urinary Tract Infection wi utispy
Kidney Stone kidst kidstzpy
DEMATOLOGIC
Changes of the Skin or zkinzpy
Hair zkin
GASTROINTESTIMAL
Mauzea/omiling naws Nausapy
Diarrhea diar diarapy
Constipation const constspy
Stomach Digcomfort!
Abdominal Pain_ sfom slomagy
Changes in Appetite appe appespy
NEURCLOGICAL
Mood Changes like )
Anxiety, Restlessness, maocaspy
Diepression mood
Tingling/Mumbness numb numbzapy
Probklems with Memory memspy
mem
Crrowsiness drow drowspy
Insomnia/FProblems insomapy
Sleeping inzom
Other Symptoms
ofsmiyn ofzmispy
ofsm{
ofsm2yn ofzmZ2epy
ofsma
ofsmdyn ofam3=py
ofsmd

Please complete History of Renal Pain on next page

CRISP I, Symptoms Form, Fom 12

“ersion 9, 08/042007

Page 2 of 4
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Symptoms, Form 12

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

]
f:.:, Participant |D: phodic! Clinical Center: pecen

visif:

SYMPTOMS FORM

2. History of Renal Pain in the last year.

Z2a. Was there pain in the right Kidney in the last year? loco 00O Mo 10 Yes
Ifno, go 1o 2d Go 1o 2b

2h. if ves, how often? freqm

1 0 Rarely
20 Sometimes
3 0 Often

4 O Usually
50 Always

2c.  Severity: Indicate on a scale of 0 to 10, where 0=no pain and 10=pain as bad as you can imagine zevere

| | | O0 | | | O0 | |
0 1 2 3 4 ] G 7 & g 10

2d. Was there pain in the left kidney in the last year? iocp 00O Mo 10 Yes
Ifno, Stop Go o 2e

2e. if yes, how often? freqip

1 0 Rarely
20 Sometimes
3 0 Often

4 O Usually
50 Always

2ZF.  Severity: Indicate on a scale of 0 to 10, where 0=no pain and 10=pain as bad as you can imagine severel
O O O O O O O O O O O
0 1 2 3 4 5 5] T a ] 10

CRISP Il, Symptoms Form, Form 12
Wersion 8, D8/042007 Page 2 of 4
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Symptoms, Form 12
CRISP 11

<
Ve
v

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant 1D phdia Clinical Center: peon

vizif:

SYMPTOMS FORM

3. For Males Only.

If female, select N/A for Not Applicable
Ja. Have you ever had seminal vesicle cysts? semcysiz O MNiA 00 Mo 10 Yes

Jb. Have you ever had epididymal cysts? epideysts O MNia 00 Mo 10 Yes

CRISF Member completing this form

cdidnum
Date Form Completed / /

Data Enfry Status: Flease check to indicate that the above information has been entered O

Primary Entered by: Date: ! ! dedate

Secondary Entered hy: Date

CRISP Il, Symptoms Form, Form 12
Wersion 8, 08/0<4/2007 Page 4 of 4
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Follow-Up Study and Events, Form 13

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

i

L

€l" Participant 1D: phdid Clinical Center: poon
bl 4

vigit:

Follow-Up Study and Events Form

This form is fo be complefed for the scheduled Semi-Annual Phone Call and as needed for
unscheduled phone calls andfor visits.

Date of visit dvoate ‘ ‘ “ | “ ‘ ‘ ‘ ‘

Type of Event: to= 1 O Scheduled Follow-up Visit 2 O Serious Adverse Event
3 O Other Specify evoth
Since the last visit, has the participant had any illnesses ? in 00O Mo 10 Yes
(Go 1o #3)

If yes, please specify briefly:

Since the last visit, has the participant visited their primary care physician? 020 No 10 Yes
pvyn (Go 1o #4)
if yvas, complete Secfion 2
Ja. Date of physicianvisit: __ _ /| mwyr
pvimi pwda Month Day fear
Jb. Were there multiple visits to this physician? mvei 00O Mo 10 Yes

Jc. Name and address of physician treating participant:

Mame: ovnme
Address: pvadds
City, State, Zip: pvoar

3d. Specify reason for visit: pureason

CRISF I, Follow-Up Siudy and Events, Form 13 Page 1 of 11
‘Version 4, D8M13/2007
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Follow-Up Study and Events, Form 13

C‘E‘LSP I Attention - DO NOT enter patient data on this form if the header does not contain
‘..‘i preprinted CRISP ID number, clinical center ID, and visit number.
L
v l" Participant ID: pdicl Clinical Center: pcen
Al
vigii
Follow-Up Study and Events Form
Since the last visit, has the participant visited any physician other than the 00 Mo 10 Yes
primary care physician listed in question 37 pvotohy (Go 1o #5)

If ves, complete Section #4
Physician #1

a. Date of additional physician visit; __ _ ([ puZyr!
ovamit pw2dat Month  Day fear
b. Were there multiple visits to this physician? maver 0O Mo 10 Yes

¢. Name and address of physician treating participant:

Mame: pv2nme1
Address: pvZadds1
City, State, Zip: pvZcazd

d. Specify reason for visit; pvZreazont

Physician #2

a. Date of additional physician visit: __ __/ [ puzr2
ovEZmiZ owviAdal Month  Day fear
b. Were there multiple visits to this physician? m2vez 00O Mo 10 Yes

c. Name and address of physician treating participant:

Mame: pvinme?
Address: pv2adds?
City, State, Zip: pvicaz?

d. Specify reason for visit: pv2reazon2

CRISF ll, Follow-Up Study and Events, Form 13 Page 2 aof 11

Nl A LA TR AT
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Follow-Up Study and Events, Form 13

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number.
L
l" Participant ID: peclicd Clinical Center: poon

Al 4

vigit:

Follow-Up Study and Events Form
Physician #3
a. Date of additional physician visit: __ [ [ pydw3

ovamt3 pw2dal Month  Day ear

b. Were there multiple visits to this physician? m2ves 0O Mo 10 Yes

¢. Name and address of physician treating participant:

Mame: pvinme3
Address: pviadde3
City, State, Zip: pvZcazd

d. Specify reason for visit; pv2reazon3

Please continue on the next page

CRISP ll, Follow-Up Study and Events, Form 13 Page 3of 11
Wersion 4, 08/13/2007
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Follow-Up Study and Events, Form 13

CRISP II Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number.
L
lb‘ Participant I1D: pheiich Clinical Center: pcen
Al 4
visit:
Follow-Up Study and Events Form
Since the last visit, has the participant been hospitalized? amn 0O No 10 Yes
(Go 1o #6)
If yes, complete Section #5
Hospitalization #1
a. Was this hospitalization unscheduled? huzcht 00 No 10 Yes

(See Note)

Mote: If unscheduled, please report the event to the local IRB and send a copy to the DCIAC

b. Date admitted to hospital: I R R - x|
hami{ hada Month  Day Year

¢. Date discharged from hospital: __ __ ([ hdyr!
hd hdda1 Month  Day Year

d. Length of stay: fenst1

e. Name and address of hospital:

Name: hnmeT
Address: haddz1
City, State, Zip: hacsz1

f. Name and address of physician treating participant:

MName: phame{

Address: phaddzt
City, State, Zip: phesz!

0. What was the discharge diagnosis? hdiag?
h. Was there any renal surgery performed? rsurgoynt 00O Mo 10 Yes
If no, go fo Hospitalization #2 or Section & If no more hospitalizations
If yes, was the intent cyst reduction? ceducyn? 0O Mo 10 Yes
i. Forany renal surgery provide a date and short description:
Date of intervention: __ _ [ f =it
reirri 1 raidat Month Day Year
Description: rsidesc?
CRISP I, Follow-Up Study and Events, Form 13 Page 4 of 11

“ersion 4, 08122007
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Follow-Up Study and Events, Form 13

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
{:l‘i preprinted CRISP ID number, clinical center ID, and visit number.

L L

e Participant ID: pdicd Clinical Center; peen
bl 4

izt

Follow-Up Study and Events Form

Hospitalization #2
a. Was this hospitalization unscheduled? ruschz 0O No 10 Yes
(See Note)

Mote: If unscheduled, please report the event to the local IRE and send a copy to the DCIAC

b, Date admitted to hospital: o haw?
hami2 hada? Month  Day Year

c. Date discharged from hospital: __ _ {  _  —  hdw?
hdmf2 hdda2 Month Day ear

d. Length of stay: lenat?

e. Name and address of hospital:

Mame: hnmeZ
Address: haddz?
City. State, Jip: hacsz?

f. Name and address of physician treating participant:

MName: phnme2

Address: phadds?

City, State, Zip: phosz?
g. What was the discharge diagnosis? hdizg?
h. Was there any renal surgery performed? resurgpynz 00O Mo 10 Yes

if no, go fo Hospifalization #3 or Section 6 if no more hospitalizations
If yes, was the intent cyst reduction? ceducynz 00 No 10 Yes

i. For any renal surgery provide a date and short description:

Date of intervention: ___ 7 reiyr?
raimiE2 reida? Month  Day Year
Description: reidesc?
CRISP Il, Follow-Up Study and Events, Form 13 Page Sof 11

Wersion 4, D8/12/2007
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Follow-Up Study and Events, Form 13

CRISP II Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number.
L] l’_ o o

L] Participant ID: phdic Clinical Center: poan
Al

vizit:

Follow-Up Study and Events Form

Hospitalization #3
a. Was this hospitalization unscheduled? ruschz 00O Mo 10 Yes

(See Note)

Mote: If unscheduled, please report the event to the local IRB and send a copy to the DCIAC

b. Date admitted to hospital; o hayrz
hami3 hadald Month Day ‘fear

c. Date discharged from hospital: __ __/ _ _ / hdw3
'l hddal Month  Day Year

d. Length of stay: lenzt3

g. Name and address of hospital:

Name: hnme3
Address: hadds2
City. State, Jip: hacsz3

f. Name and address of physician treating participant:

Mame: phnme32
Address: phaddz2
City, State, Jip: pheszd

0. What was the discharge diagnosis? hdiag3
h. Was there any renal surgery performed? rsurgeyna 00O Mo 10 Yes
If no, go fo Hospitalization #4 or Section § if no more hospitaiizations
If yes, was the intent cyst reduction? ceducyn3 00O Mo 10 Yes
i. Forany renal surgery provide a date and short description:
Date of intervention: __ _ 7/ =3
raimi3 raidad Month  Day Year
Description: reidescd
CRISF I, Follow-Up Siudy and Events, Form 13 Page & of 11

Wersion 4, 08122007
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Follow-Up Study and Events, Form 13

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number.
L] .P o L

[ 1 Participant ID: pheclicd Clinical Center: poan
b

vzt

Follow-Up Study and Events Form

Hospitalization #4
a. Was this hospitalization unscheduled? ruzchs 00 Mo 10 Yes
(See Note)
Mote: If unscheduled, please report the event to the local IRB and send a copy to the DCIAC
b, Date admitted to hospital; i hayt
hami4 hadad Month  Day fear
c. Date discharged from hospital; __ ¢/ hayrd
hdmid hdda4 Month  Day Year
d. Length of stay: lenzid
e. Name and address of hospital:

Mame: hnmed
Address: haddzd
City, State, fip: hacszd

f. Name and address of physician treating participant:
Mame: phnmed
Address: phaddsd
City, State, Jip; phoszd
g. What was the discharge diagnosis? hdiag4
h. Was there any renal surgery performed? rsurgoynd 00O Mo 10 Yes
(Go 1o #6)
If yes, was the intent cyst reduction? ceducynd 00 Mo 10 Yes

i. Forany renal surgery provide a date and short description:

Date of intervention: __ 7 7 roiyed

rairmifd reidad Month  Day Year
Description: reidescd
CRISP I, Follow-Up Study and Events, Form 13 Page 7 of 11

“ersion 4, 08122007
137



Follow-Up Study and Events, Form 13

CRISP 1 Attention - DO NOT enter patient data on this form if the header does not contain
‘:l‘i preprinted CRISP ID number, clinical center ID, and visit number.

L

e Participant 1D pdic Clinical Center: peen
&

Follow-Up Study and Events Form

Prescribed medications changes:

Ga. Since the last visit, have prescribed drugs been added? payn 0O No 10 Yes

{Go 10 #6b)
If yes, then piease record:

Prescribed Medications added Date (month/year)
pmad

dpmami{ { dpmadaie!
pmaz

dpmami2 ! dpmadatel
pmal

dpmamid dpmadaiel
pmad

domamid ! dpmadated
pmah

domamés _ [/ dpmadates
Gb. Since the last visit, have prescribed drugs been stopped/discontinued? 00 Mo 10 Yes

pyn (Go to #7a)

If ves, then please record”

o . . f .
rescribed Medications discontinued Date (month/year)

pmd

dipmdmit ! dpmddate !
pmd2

dpmdmi2 { dpmadatel
pmd3

dpmdmi3 f domadated
pmdd

cpmimi4 dpmddated
pmds

dpmcdmts _ _ 4 dpmddates

CRISP I, Follow-Up Study and Events, Form 13 Page 3 aof 11

Version 4, 08/13/2007
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Follow-Up Study and Events, Form 13

enuon - entar paiean L On IS5 Torm 1 [ 2adeaer goes mot Contain
CRISPIl  attantion - DO NOT ent tient dat this form if the header d t contai
‘-‘ preprinted CRISP ID number, clinical center ID, and visit number.
My
ici : i ini : poen
[ 1 Participant ID phdid Clinical Center
A A L4

visit:

Follow-Up Study and Events Form

Over-the-counter medications changes:

7a. Since the last visit, have OTC drugs been added? cayn 00 Mo 10 Yes

{Go 10 #7h)
if yes, then piease record:

OTC Medications added Date (monthiyear)
oma{

domamt! ! domadate]
omaZl

domamt? / domadate?
omad

domamt3 / domadated
oma4d

domarmid ! domadated
omah5

domamts __ [ domadates
7b. Since the last visit, have OTC drugs been stopped/discontinuad? 00 Mo 10 Yes

odyn (Go to#8h)

If yes, then please record:

QOTC Medications discontinued Date (monthiyear)
omdd

domoméd domddatet
omaz

domamit2 { domadate?
oma3

diomdmtd ! domddated
omad

domcmid __ _ ) domddates
omas

domdmits ___ _ f domaddates
CRISP I, Follow-Up Study and Events, Form 13 Page 2 of 11

Wersion 4, 0813272007
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Follow-Up Study and Events, Form 13

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number.
L
" Participant ID: pdid Clinical Center: peen
LA
vizit:
Follow-Up Study and Events Form
MNatural Product Use Changes:
8a. Since the last visit, have Natural Products/Protein Supplements been 020 Mo 10 Yes
added? pnayn {(Go 1o #13b)
if yes, then piease record:
Matural Products/Protein Supplements added Date (monthiyear)
npz1
dnmamit / dnmadate?
npa2
dnwami2 __ _ dnmiadate?
npa3
domami3 __ _ f dnmadate3
npad
dnmamtd __ ) dnmiadates
npa5
dnmamts dnmadates
8b. Since the last visit, have Natural Products/Protein Supplements been 10 Mo 10 Yes
stopped/discontinued? pngyn {Srop)
If ves, then please record:
Matural Products/Protein Supplements discontinued Date (monthiyear)
npdzeT
dnmadmit __ [ dnmaddate
npdz2
dnmadmit2 ! dnmaddafe’?
npale3
dnmadmid ! dnmaddatel
npded
dnmadmd [ dnmaddates
npdes
dnmadmis ! dnmaddates

Flease raview all contact information on the Identification Form including phone number and
email address.

CRISP I, Follow-Up Study and Events, Form 13
‘Version 4, 08/13/2007

Page 10 of 11
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Follow-Up Study and Events, Form 13

GHISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

]
¢:" ParticipantID._ pkdid Clinical Center: poon

visit

Follow-Up Study and Events Form

Contents of Formed Reviewed by Principal Investigator (required signature);

pinLam
Date Principal Investigator Signed ! ! __pidafe

CRISF Member completing this form

coigdnum
Date Form Completed ! !

Data Entry Status: Flease check to indicate that the above information has been entered

Primary Enterad by: Date: __ _ /! _{ ___ _ dadate
deidnum

Secondary Enterad by Cate __/ I

CRISP I, Follow-Up Study and Events, Form 13 Page 11 of 11

Wersion 4, 08132007
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Biannual Clinic Visit- Labs, Form 27

CRISP 11 Attention - DO NOT enter patient data on this form if the header does not contain
{:h preprinted CRISP ID number, clinical center ID, and visit number.

Vo

h A Participant I1D: phedid Clinical Center: peen

Biannual Clinic Visit - Labs

This farm is to be completed af the participant's visit during yvears 6 and &.

Date of visit: gvdste ‘ ‘ |‘ ‘ “ ‘ ‘ ‘ ‘

Specify Laboratory processing samples: ishname

BLOOD WORK:

Serum creatinine concentration: mygidl creatolr

Date creatinine ) )
collected: codste /

Duplicate serum collected for storage: 00 Mo 10 Yes

dupaer

Date remaining blood samples , ,

were collected: rbaste ! !

Electrolyte: Sodium Fotassium Chioride COz
sod pat chio ol

Serum total cholesterol (mg/dL) schols

Serum triglycerides (ma/dL) strig

Serum HDL cholesterol (mg/dL) sha!

Serum LDL cholesterol (mafdL) il

Serum samples collected for storage: Collection Date: zadate

20 mL intwo SST tubes (tiger-top, 10mL each)
16 mL in two PST tubes (green/grey-top, & mL each
Centrifuged and shipped to Fisher Bioservices on day of collection

CRISP Il, Biannual Clinic Vist, Form 27 Page 10of 2
Version 9, 08ME2007
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Biannual Clinic Visit/Meds and Events, Form 28

;HEEPI I Attention - DO NOT enter patient data on this form if the header does not contain

preprinted CRISP ID number, clinical center ID, and visit number,
Vo
&

Participant I1D: piodiicl Clinical Center: pron

visit:

Biannual Clinic Visit - Labs

10.

Urine or Serum Pregnancy test (check) 0 O positive 10 negative 20 test not performed
urpreg

If test not performed, then specify reason: WTEas
Urine albumin (mo/dL) urabi

Urine creatinine (mog/dL) urcreaf

Urine albumin/creatinine ratio urratic

Urine sample collected for storage: Collection Date: undste

T

20 mL poured into four 5mL tubes each
Urine pellet for DMARMNA
Frozen and batched shipped to Fisher Bioservices

CRISP Member completing this form

caidnum
Date Form Completed ! !

Data Entry Status: Flease check to indicate that the above information has been entered O

Frimary Entered by Date: ! §  dedate
deidnum

Secondary Entered by: Date __ _ 4 &

CRISP I, Biannual Clinic Vist, Form 27 Page 2 of 2

Version 9, 0B/MG2007
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Biannual Clinic Visit/Meds and Events, Form 28

C'F-!sifl Attention - DO NOT enter patient data on this form if the header does not contain
‘-. s preprinted CRISP ID number, clinical center ID, and visit number,
- II' o o
e Participant 1D: phedid Clinical Center: poen
A 4

vigit:

Biannual Clinic Visit/Meds and Events

This form is fo be completed at each Biannual Clinic Visit,

Date of visit dvdsts ‘ ‘ “ ‘ |‘ ‘ ‘ ‘ ‘

Since the last visit, has the participant had any illnesses 7 iyn 00 Mo 10 Yes
(Go 1o #3)

If ves, please specify briefly:

Since the last visit, has the participant visited their primary care physician? 00 No 10 Yes
pvyn {Gﬂ o #4)
If yes, complefe Section 3
Ja. Date of physicianvisit: __ /[ pwr
v pvids Month Day ear
3b. Were there multiple visits to this physician? mvci 00 Mo 10 Yes

Jc. Mame and address of physician treating participant:

Mame: pvnme
Address: pvadds
City, State, Zip: pvcEZ

3d. Specify reason for visit: pvreazon

Crisp |l Biannual Clinic VisithMeds and Events Form 28 Fage 1 of 13
Version 11, 04/25/2007
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Biannual Clinic Visit/Meds and Events, Form 28

cﬁl%rl Attention - DO NOT enter patient data on this form if the header does not contain
{“ s preprinted CRISP ID number, clinical center ID, and visit number,

L] II'
Y Participant 1D phedic Clinical Center: pecn
&

vizif

Biannual Clinic Visit/Meds and Events

Since the last visit, has the participant visited any physician other than the 00 Mo 10 Yes
primary care physician listed in question 37 pvotohy (Go 10 #5)

If ves, compiefe Section #4
Physician #1

a. Date of additional physician visit: __ _ / §/  puZyrd
ov2mi! pv2dad Month  Day ear
b. Were there multiple visits to this physician? mzaver 00 Mo 10 Yes

¢. Name and address of physician treating participant:

Mame: pvinme
Address: pvZadds]
City, State, Zip: pwicaz!
d. Specify reason for visit: pv2reazont
Physician #2
a. Date of additional physician visit: __ _ /¢  puEw2
ovaZmiZ pwZdad Momth  Dhay faar
b. Were there multiple visits to this physician? mawvez 00 Mo 10 Yes
¢. Name and address of physician treating participant:
Mame: pvinmeZ2
Addrass: pvZadds?
City, State, Zip: pwlcazl

d. Specify reason for visit: pv2reasonz

Crisp 1l Biamnual Clinic VisithMeds and Events Form 28 Page 2 of 13
Version 11, 04/25/2007

145



Biannual Clinic Visit/Meds and Events, Form 28

GHIS}P I Attention - DO NOT enter patient data on this form if the header does not contain
sl preprinted CRISP ID number, clinical center ID, and visit number,
L
lb‘ Participant 1D plodlicl Clinical Center: pocn
&

vizit:

Biannual Clinic Visit/Meds and Events

Physician #3

a. Date of additional physician visit: __ _ /| pvzw3
pvamt3 pw2dad Month  Day ‘fear
b. Were there multiple visits to this physician? maves 00 Mo 10 Yes

¢. Name and address of physician treating participant:

Mame: pvinme2
Address: pv2addad
City, State, Zip: pvicez3

d. Specify reason for visit: pvereazons

Please continue on the next page

Crisp Il Biannual Clinic Visit'Meds and Events Form 28 Page 3 of 13
Version 11, D4/25/2007
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Biannual Clinic Visit/Meds and Events, Form 28

GHI%:' Attention - DO NOT enter patient data on this form if the header does not contain
‘:- a preprinted CRISP ID number, clinical center ID, and visit number,
L

Ve Participant 1D i Clinical Center: poen
Al 4
vizit
Biannual Clinic Visit/Meds and Events
Since the last visit, has the participant been hospitalized? hyn 00O Mo 10 Yes
(Go 1o #6)
If yes, complete Section #5
Hospitalization #1
a. Was this hospitalization unscheduled? huscht 0O Mo 10 Yes

(See Note)

Note: If unscheduled, please report the event to the local IRE and send a copy to the DCIAC

b. Date admitted to hospital: o hayrt
hamf{ hada Month  Day Yaar

c. Date discharged from hospital: __ /[ hdyrt
hdirmf1 hdda! Month  Day Year

d. Length of stay (in days) : lenstf

e. Name and address of hospital:

Mame: hnme1
Address: hadds1
City, State, Zip: hacazd

f. Name and address of physician treating participant:

Mame: phnme1

Address: phadds1

City, State, Zip: pheazd
0. What was the discharge diagnosis? haiag1
h. Was there any renal surgery performed? rumpynt 00 No 10 Yes

if no, go to Hospitalization #2 or Section 6 if no more hospitalizations
If yes, was the intent cyst reduction? ceducyni 00 Mo 10 Yes

i. For any renal surgery provide a date and short description:
Date of intervention: ! raiyr]

raimit] raida Month  Day ‘Year

Description: reigesc]

Hospitalization #2

Crisp Il Biannual Clinic Visit'Meds and Events Form 28 Page 4 of 13
Version 11, 04/25/2007
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Biannual Clinic Visit/Meds and Events, Form 28

C{HLSP I Attention - DO NOT enter patient data on this form if the header does not contain
i 1] h

preprinted CRISP ID number, clinical center ID, and visit number.
v Participant 1D pldid Clinical Center: poen
=

wvizit

Biannual Clinic Visit/Meds and Events

a. Was this hospitalization unscheduled? fuschz 0O No 10 Yes
(See Note)

MNote: If unscheduled, please report the event to the local IREB and send a copy to the DCIAC

b. Date admitted to hospital; N R B . -1 -
hami2 hada2 Month  Day fear

¢. Date discharged from hospital; __ /[ ka2
hdmi2 hdda2 Month  Day fear

d. Length of stay (in days) : lenst2

e. Name and address of hospital:

MName: hnme?
Address: hadds?
City, State, Zip: hacez?

f. Name and address of physician treating participant:

Mame: phnmeZ
Address: phadds?
City, State, Jip: phoaz?
0. What was the discharge diagnosis? hdiag2
h. Was there any renal surgery performed? resurgoyn2 00 Mo 10 Yes
If no, go to Hospitalization #3 or Section 6 if no more hospitalizations
If yes, was the intent cyst reduction? ceducynz 00O Mo 10 Yes
i. For any renal surgery provide a date and short description:
Date of intervention: __ _ /__ _ {  — —  raip2
reimt2 reida? Month  Day ear
Description: rsidescd
Crisp |l Biannual Clinic Visit'Meds and Events Form 28 Page & of 13

Version 11, 04/258/2007

148



Biannual Clinic Visit/Meds and Events, Form 28

D‘HlEP%“ Attention - DO NOT enter patient data on this form if the header does not contain
ns

preprinted CRISP ID number, clinical center ID, and visit number,
v Participant ID: phdid Clinical Center: poen
=

iz

Biannual Clinic Visit/Meds and Events

Hospitalization #3
a. Was this hospitalization unscheduled? ruschz 00 Mo 10 Yes
(See Note)

MNote: If unscheduled, please report the event to the local IRE and send a copy to the DCIAC

b. Date admitted to hospital; e ka2
hami3 hadad Month  Day ‘fear

c. Date discharged from hospital: __ (ka2
hdmif3 hddad Month Day Year

d. Length of stay (in days) : lenci3

. Name and address of hospital:

MName: hnme2
Address: hadds3
City, State, Zip: hacez3

f. Name and address of physician treating participant:

Mame:

phamed
Address: phadded
City, State, Zip: pheazd
g. What was the discharge diagnosis? hdiag3?
h. Was there any renal surgery performed? rzurgpyn3 00 Mo 10 Yes
Ifno, go to Hospitalization #4 or Section 6 if no more hospifalizations
If yes, was the intent cyst reduction? cedusyn3 00 Mo 10 Yes
i. For any renal surgery provide a date and short description:
Date of intervention: __ _ /| raiw3
reimi3 raidad Month  Day ‘Year
Description: rsidescd
Crisp Il Biannual Clinic Visit'Meds and Events Form 28 Page 6 of 13

Version 11, D4/25/2007
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Biannual Clinic Visit/Meds and Events, Form 28

C‘HLSP I Attention - O NOT enter patient data on this form if the header does not contain
L 1] h

preprinted CRISP ID number, clinical center ID, and visit number,

Participant 1D phdid Clinical Center: poen

LA L4

izt

Biannual Clinic Visit/Meds and Events

Hospitalization #4
a. Was this hospitalization unscheduled? husch4

00 Mo 10 Yes

(See Note)

MNote: If unscheduled, please report the event to the local IRE and send a copy to the DCIAC

b. Date admitted to hospital: o hayrd
hami4 hadad Maonth  Day ear

¢. Date discharged from hospital; __ _/  _ { ks
hdimfd hdda4 Month  Day YYear

d. Length of stay (in days) ; lensid

a. Name and address of hospital:

Mame:

hnmed
Address; hadded
City, State, Zip: hacozd

f. Name and address of physician treating participant:

Name: phnmed
Address: phadded
City, State, Zip: pheazd

g. What was the discharge diagnosis? haiags

h. Was there any renal surgery performed? rsurgoyn<

If yes, was the intent cyst reduction? ceducyns

i. For any renal surgery provide a date and short description:

00O No 10 Yes
(Go 1o #6)

00 No 10 Yes

Date of intervention: __ _ ¢/ raipd
reimi4d reidad Maonthh  Day fear
Description: rzidescd
Crisp Il Biannual Clinic VisitMeds and Events Form 28 Page 7 of 13

Version 11, 04/25/2007
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CRISF 11

<
Yo
A A L

Biannual Clinic Visit/Meds and Events, Form 28

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number,

Participant 1D phodid Clinical Center: poen

vigii:

Biannual Clinic Visit/Meds and Events

Version 11, 047252007

151

6. Smoking and Tobacco:
Ga. Has the participant ever smoked cigarettes? com 00 Mo 10 Yes
(Go 1o# Ge)
Gb. Ifyes, coevEm
10 Current (Go o #6d)
2 O Former, quit since last visit (Go 1o #6c)
30 Former, quit prior to last visit (Go 1o #6c)
gc, If former smoker, quitdate; __ /(G0 (o #6e)
gem Month ‘Year gay
6d. If current smoker, how many packs per year does the participant
smoke? ppy
6e. Has the participant used any other types of tobacco since last visit? 00 No 10 Yes
ofyfob (Go 1o #7a)
af. I yes, which types?
Gg. Cigars 0 O No cigar
1 O Yes
Gh. Ifyes, how many cigars since the last visit? _ _ cignm
Gi. Pipe 0 O No pipeyn
1 O Yes
6j. Chewing Tobacco/Snuff 0 O No chewyn
1 0 Yes
7. Caffeinated Beverages:
7a. Does the participant drink caffeinated coffee or tea? cucaff 00 No 10 Yes
(Go to #7h)
If yes, check fime interval and enter the average number of caffeinated & ounce cups per
Interval: cupcaf
10 Perday
20 Perweek Number of 8 ounce cups per interval =~ ccamuni
30 Permonth
Crisp 1l Biannual Clinic Visit'Meds and Events Form 28 Page B of 13




Biannual Clinic Visit/Meds and Events, Form 28

CHISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical eenter ID, and visit numbaer,

L}
‘!:} ParticipantID:____ okdid Clinical Center: poen

izt

Biannual Clinic Visit/Meds and Events

7b. Does the participant drink other caffeinated beverages? cafotby 00O Mo 10 Yes
{Go 1o #7c)

If ves, check time inferval and enter the average number of caffeinated 12 ounce porfions per
inferval.  glazac

10 Perday
20 Perwesk Number of 12 ounce portions per interval __ __ scafunit
30 Permonth
Tc. Does the participant drink alcohol? afsar 00 Mo 10 Yes

{Go 1o #8)
if ves, check time interval and enter the average number of alcohofic drinks per interval:  nad

{1 drink=any of the following: 12 ounces of beer, 4 ounces of wine, 1.3 aunces liguor)
10 Perday
20 Perweek Number of drinks per interval ____ afconi
30 Permonth

Analgesic Use History: Record the average number per month over the last vear. 0=Farticipant doesn't use

8a. Acetaminophen tablets: _ _ ace#t 8b. Aspirin Tablets: __ _  aspn
Avg. number per manth Avg. number per month
8c. Combination analgesics: __ _  combat 8d. NSAIDs: _ _  neaidt
Avg. number per manth Avg. number per manth
8e. Medical use of marijuana: __ __ _ dum 8f. Cox2 Inhibitors __ _ _ cox?
Avg. Mumber per month Avg. number per mionth
Has the participant used illicit drugs in the last year? idgrg 00O Mo 10 Yes

If yes, check all that apply
O Heroin  duh
O Marijuana dumsa
O Methamphetaming dumeth
O Cocaine duc
O Other due

If other, specify: othr

Crisp Il Biannual Clinic Visit'Meds and Events Form 28 Page 8 of 13
Wersion 11, 04/25/2007
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Biannual Clinic Visit/Meds and Events, Form 28
DE‘:SP‘“ Attention - DO NOT enter patient data on this form if the header does not contain
‘.. s preprinted CRISP ID number, clinical center ID, and visit number,

- II"
Ve Participant 1D phodlicl Clinical Center: peon
A A L

visit:

Biannual Clinic Visit/Meds and Events

If this is Visit 8 do not complete this page. Go to # 11.

If this is Visit 6,
10. List all current prescription medications, over the counter medications and all natural
products/protein supplements,

and then STOP

Prescribed Medications [ pres?

pres?

pread

presd

preah

prezf

prea’

prezad

Owver the Counter oct!

Medications ocf2

oo

ocfS

octs

ocff

octl

All Natural Products/ rppt

Protein Supplements npps

npp3

nppd

nopS

nppé

npp?

nppd

Crisp |l Biamnual Clinic VisithMeds and Events Form 28 Fags 10 of 13
Version 11, 04252007
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Biannual Clinic Visit/Meds and Events, Form 28

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
am @ Preprinted CRISP ID number, clinical center ID, and visit number,

= EE

Vau Participant 1D plcid Clinical Center: poon

A 4

Biannual Clinic Visit/Meds and Events

For Visit 6, do not complete this page.
For Visit 8, complete this page.

11. Prescribed medications changes:
11a. Since the last visit, have prescribed drugs been added 7 payn 00 No 10 Yes

{Go 1o #11h)
If yves, then please record”

Prescribed Medications added Date (monthiyear)
prmat

dpmamé! _ _ 7 dpmadaie{
pmad

dpmamt2 dipmadated
pmad

dpmaméd _ _ dpmadaied
pma

dpmamtd _ _ ¢ _ dpmadated
pmad

dpmamts { dpmadated
11b. Since the last visit, have prescribed drugs been stopped/discontinued? 00 Mo 10 Yes

pdyn (G0 to#T12a)

If yes, then please record:
Prescribed Medications discontinued Date (monthiyear)
pmdd

domdmit! _ _ 4 dpmddate
pmd2

dpmdmit? dpmaddated
pmdd

demadmid _ dipmddateld
pmad

dipmalmifs i dpmddated
pmdd

dpmamts { dpmddates
Crisp Il Biannual Clinic Visit'Meds and Events Form 28 Fage 11 of 13

Version 11, 04252007
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Biannual Clinic Visit/Meds and Events, Form 28

GHISP I Attention - DO NOT enter patient data on this form if the header does not contain
{:- | preprinted CRISP ID number, clinical center ID, and visit number,

m A

Ve Participant ID: plectid Clinical Center: poon
A A 4

Biannual Clinic Visit/Meds and Events

For Visit 6, do not complete this page.
For Visit 8, complete this page.

12. Over-the-counter medications changes:
12a. Since the last visit, have OTC drugs been added? oayn 00 Mo 10 Yes

(Go to #120)
If yes, then please record:

OTC Medications added Date (month/year)
ama?

domami? ! domadateT
amal

domami? ! domadate?
ama3

domamitd ! domadafed
ama&4

domanmitd ! domadated
amad

domamts / domadates
12h. Since the last visit, have OTC drugs been stopped/discontinued ? 00O No 10 Yes

adyn {(Go 1o #13a)

If yes, then please record:

OTC Medications discontinued Date {month/year)
amad?

domdmi / domdgafe
amd2

domamtz _ [ domddate?
amd3

domdmtd ! domddated
amdd

domgmtd domddated
amad

domdmis ! domddated
Crisp |l Biannual Clinic Visit’Meds and Events Form 28 FPage 12 of 13

Version 11, D4/25/2007
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Biannual Clinic Visit/Meds and Events, Form 28
CRISP 11

Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number,
Vs

| 4

Participant 1D phaid Clinical Center: poen
LA

vizit:
Biannual Clinic Visit/Meds and Events

For Visit 6, do not complete this page.
For Visit & complete this page.

13. Natural Product Use Changes:
13a. Since the last visit, have Natural Products/Protein Supplements been 00 Mo 10 Yes

added? pnayn {Go to #13b)
If ves, then please record:.

Matural Products/Frotein Supplements added Date (monthfyear)
nps!

dnmamit? _ _ drimadate!
nps2

dnmami? ! dnmadates
nps3

dnmamt? __ | drnmadated
npsd

domamed dnmadated
nps5

dnmamis __ [ dnmadafes
13h. Since the last visit, have Natural Products/Protein Supplements been 00 No 10 Yes
stopped/discontinued? pngyn (Stop)

If yes, then please record:

Matural Products/Frotein Supplements discontinued Date (monthfyear)
npdzf

dnmadmf{ / gnmaddate!
npda?

dnmadmiZ _ _.l'_ - dnmaddates
npdad

dnmadmtd ! gnmaddated
npdad

dnmadmid ! dnmaddated
npdah

dnmadmis __ _ | dnmaddates

Flease review all contact information on the Identification Form including phone number and
email address.
CRISPF Member completing this form

caidnum
Diate Farm Completed ! !

Data Entry Status: Please check to indicate that the ahove information has been entered O

Frimary Entered by: Date: ___{ _{ — dedate
deidnum

Secondary Entered by: Date __ _ ¢ _ 4 ___

Crisp |l Biannual Clinic VisitMeds and Events Form 28 Page 13 of 13

Version 11, 04/25/2007
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Lab Visit —Years 7 and 9, Form 33

CRISP I

v
b

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant ID: i Clinical Center: pecn

Lab Visit- Years 7and 9

This form is to be completed at the participant’s fab visit during yvears 7 and §.

1.  Date of visit: dqvdste ‘ ‘ J ) ‘ ‘ ‘ ) L ‘ ‘ ‘ ‘
2. Specific location where samples were obtained: sploe
If not PCC, specify laboratory name and address:
name
Idar
3. Specify laboratory processing samples: samp
BLOOD WORK:
Date creatinine collected: dicrecol
4,  Serum creatinine concentration; magidlL
Sercret
5. Date duplicate blood sample was collected and
stored; dupdteol
Pl Signature: pinum__Date Signed: ! ! pidate

CRISF Member completing this form

caidnum

Date Form Completed / /

_____ cddste
Data Eniry Status:  Please check to indicate that the above information has been entered O

Primary Entered by Date: ___{ i dedate
deidnum

Secondary Entered by Date 4 &

CRISP Il Lab Wisit Years 7 and 8, Form 32 Fage 1 of 1

Version 3, 03152007
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Scan Evaluation, Form 34

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
mm m Ppreprinted CRISP ID number, clinical center ID, and visit number,

L} lIP
W a” Participant ID: phedicd Clinical Center: peen
A
Wisd
Scan Evaluation Form
1. MR Accession Number scon
2. Date of Scan: dvdate ‘ ‘ “ ‘ “ | ‘ ‘ ‘
{Check all that appiy)
3. Studies Included: 1 O Kidney kiz 2 O Liverv 3 [ Renal Blood Flow
renalbf
4. Date Received at IAC: recdste
A. Quality Control Date: gcondate
Evaluation Key:
1. Poor - unacceptable
2, Not adequate, coverage incomplete
3. Adequate, acceptable
4, Very good, coverage complete, good contrast
5. Excellent
KIDMNEY
. Is the quality of the images acceptable? Score kidscep
Comment: kidcom
7. Was the protocol followed? Score kidprot
Comment: kigproom
8. Is @ rescan necessary? kdres 00 Mo 10 Yes If yes, specily tspec
1 OT1
2 COT2 3mm
CRISF I, Szcan Evaluation, Form 34 Page 1 of 3

Version 4, 041202007
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Scan Evaluation, Form 34

CHISP NI Attention - DO NOT enter patient data on this form if the header does not contain
) preprinted CRISP ID number, clinical center ID, and visit number,

L} II' o o

W e Participant ID: phdid Clinical Center: poon

h A

vigit:

Scan Evaluation Form

Evaluation Key:

Poor - unacceptable

Mot adequate, coverage incomplete
Adequate, acceptable

Very good, coverage complete, good contrast
Excellent

o=

LIVER

9, Is the quality of the images acceptable? Score livacep

Comment: liveom

10. Was the protocol followed? Score livprot

Comment: livpreom

11.  Is a rescan necessary? fives 0O MNe 1 0OYes

RENAL BLOOD FLOW

12. Is the quality of the images acceptable? Score rbacep
Comment: rhoom
13. Was the protocol followed? Score rhprot
Comment: rbpream
14, Is a rescan Necessary? rbres 00 Mo 10Yes
CRISP I, Scan Evaluation, Fom 34 Page 2 of 3

Version 4, 0422007
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Scan Evaluation, Form 34

CHISP I} Attention - DO NOT enter patient data on this form if the header does not contain
a preprinted CRISP ID number, clinical center ID, and visit number,
l" Participant ID: phdic Clinical Center: peen
LA 4

vigit:

Scan Evaluation Form

DATA TRANSMISSION

15. Were there problems with the transmission? 0O No 00Yes
ditranz

Indicate any problem below: dfprob

CRISP Member completing this form

caidrum
Date Form Completed / !

Data Entry Status: Please check to indicate that the above information has been entered O

Frimary Entered by Date: ¢ _§  dedate
deidnum

Secondary Entered by: Date __ _ 4 &

CRISP Il, Scan Evaluation, Form 34 Page 3 of 3

Version 4, 041202007
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Women OB-GYN History, Form 40

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
a preprinted CRISP ID number, clinical center ID, and visit number.

L]

;:P Participant 1D ploid Clinical Center: poen

visit

Women OB-GYN History Form

1. Date of visit: dvdste -
2. Age at 3. Age at .
Menarche: mens Menopause: menags CIna
menagena
4. Pregnancy: preg
If visit 6, Have you ever been pregnant?
If visit 8, Have you had any pregnancies since the last visit?
0] No - Go to #5 1] Yes — Go to #4a
4a. Number of pregnancies pregrum
Number of deliveries pregdsl
Dates of deliveries:
delmii / aafyr! deimt?___[ delyrd delmi3d___[ delyrd
deimed / defyrs geimts___ [ delyrs deimis___[ deirys
deimi7 / delyr? geimtd___[ delyrh getmid___[ deiyrd
deimiio___ [ delyrid dedmidi__ | delpri? | deimti2__ [ deiyri2
Number of still births preghirth
Number of abortions pregabart
Number of miscarriages pregmis
Pregnancy related complication? pregeomp
0[] No — Go to #5 1] Yes — Check all that apply
[J 1. Pre-eclampsia ] 6. Intrauterine Growth
pregoomp 1 Retardation {(IUGR) pregeomps
] 2. Pregnancy-associated proteinuria | [ 7. Prematurity
pregcompZ pregoomp?
[ 3. Pregnancy-induced hypertension | [] 8. Gestational diabetes
pregcomp.d pragoompd
[] 4. Hypertension L] 9. Other, Specify: pregcomp3
pregoompd
] 5. Pre-term labor
pregcomps pregeompot
CRISP Il. Women's Ob-Gyn History, Form 40 Page 1of 3

Version 5, D8/0372007
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Women OB-GYN History, Form 40

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

-

i:} Participant ID: pldid Clinical Center: poen

visit:

Women OB-GYN History Form

5. Hormone Exposure:  hormonexp

if visit 6, Have you ever used contraception?
if visit 8, Have you used contraception since the last visit?

0] No - Go to #5b 1] Yes — Complete section #5a

ha. Contraception:

Start Date of Treatment  Duration of Treatment Medicine
#Months  # Years

[ Cral contors! oraimi____ [ orattayr _ ordwmt _ ordupr oraity
L] Injection continject injmt___ [ injectayr injofumt fnjduyr injectts
|:| Patch sontpatch patmi ! pafchtayr - _ pafdumt _ pafduypr paichix
] NovaRing contring  ringme____{ dnglsyr  _ ringdmf  _ ringdyr ringtx
I:‘ Cther conctcont Specify othsp

5b. Fertility Treatment: ferit

If visit 6, Have you ever had fertility treatment(s)?
If vizit 8, Have you had any fertility treatment(s) since the last visit?

0] No - Go to #5¢ 1] Yes — Complete section #5b
Number of Treatments: ferintx
Date of Treatment Medicine
fertlmti ____ | fertitbxyrd fertitxmedd
fertimt2___ [ fertitayrs fertitxmed?
fertimid [ fertitxyrd ferfitxmed3
CRISP Il. Women's Ob-Gyn History, Form 40  Page 2 of 3

Version 3, DB/03/2007
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Women OB-GYN History, Form 40

CRISPII Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

LI

i:} Participant I1D; plodic Clinical Center: poen

visit:

Women OB-GYN History Form

hc. Perimenopausal Hormone Therapy: smhtherspy

if wvisit 6, Have you ever had hormone exposure?
ifvisit 8, Have you had hormone exposure since the last visit

0] NO - Go to &6 1] Yes — Complete section #5c
Start Date of Treatment Duration of Treatment Medicine
# Months # Years
I:‘ Oral pmhoral pmarmt / pmbaraffiyr pmordmf pmordyr pmbaraits
(] Injection pmbinject  pminjm / pmhinjectioyr pminjdmt prminjdyr pmkinjectty
[ Patch pmapateh pmpatmt / pmhpatchtiyr pmpatdmt pmpatdiyr pmbpatehft
D Other pmother Specify pmspc

6. Gynecologic Surgery: gynsurgery

If visit 6, Have you ever had gynecologic surgery?
If visit 4, Have you had gynecologic surgery since the last visit?

0] No - STOP 1] Yes — Complete section #6
Age at Surgery
0 ]No 1] Yes Hysterectomy #ysyn hysynage
0 JMo 1] Yes Unilateral cophorectomy unicspyn unioopymage
0 JNo 1] Yes Bilateral cophorectomy kisogym biloopynage
0 JMo 1] Yes Hysterectomy and cophorectomy hysynoopynage
hysynoogm
0 JNo 1] Yes Tubal Ligation tm tiynage
0 JNo 11 Yes Other hypother  Specify otsurgspe

CRISF Member completing this form

calidnom

Date Form Completed / !

Data Entry Status:  Please check to indicate that the above information has heen entered O

Frimary Entered by Date: | _{ dedate
deidnum

Secondary Entered by Date __ ¢

CRISP Il. Women's Ob-Gyn History, Form 40  Page 3 of 3

Version 5, DBAD3/2007
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Quality of Life Questionnaire (SF-36v2 Health Survey), Form 41

CRISP Il

<
Vo
vor

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number,
Participant I1D: pedid Clinical Center: poon

wizit:

Quality of Life Questionnaire
(SF-36v2 Health Survey)

This survey asks for your views about yvour heailth, how you feel and how well vou are able fo do
your vsual activiies. Answer every question by checking the appropriate response. There are no
right or wrong answers. If you are unsure about how to answer a question, please give the best
answer you can.

Date of visit dvdste ‘ | ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
In general, would you say your health is: heaith

Excellent Yery Good Zood Fair Poor
10 20 300 40O 50

Compared to one year ago, how would you rate your health in general now? rhith

Much better Somewhat better  About the same  Somewhat worse Much worse
10 20 ig 40 50

The following guestions are about activities yvou might do during a typical day. Does your health
now limit you in these activities? If so, how much?

Yes, limited Yes, limited a  Nao, not limited

a lot little at all

a. Vigorous activities, such as running, lifting heavy 10 20 3gd

objects, participating in strenuous activities, vgract
b. Moderate activities, such as moving a table,

pushing a vacuum cleaner, bowling, or playing 1d 20 3cd

Qolf mdract
c. Lifting or carrying groceries legroc 10 20 30
d. Climbing several flights of stairs cmatair 10 20 30
e. Climbing one_flight of stairs csstair 10 20 30
f. Bending, kneeling, or stooping sdknste 10 20 30
g. Walking more than a mile witm! 10 20 30
h. Walking several hundred yvards wiiod 10 20 agd

CRISP Il Quality of Life Guest (sf-38v2 Health Survey). Form 41 Page 1 of 4
Version 3, 31207
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Quality of Life Questionnaire (SF-36v2 Health Survey), Form 41

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
{: preprinted CRISP ID number, clinical center ID, and visit number.

Vo

h A 4

Participant 1D: phdicl Clinical Center: poon
Wizt

Quality of Life Questionnaire
(SF-36v2 Health Survey)

Yes, limited  Yes, limited a  MNo, not limited

alot little at all
i. Walking one hundred vards wikoyd 1d 20 ad
j. Bathing or dressing yourself sthars 10 20 agd

Dwuring the past 4 weeks, how much of the time have you had any of the following problems with
yvour work or other regular daily activities as a result of your physical health ?

All of the Most of Some of A little of Mone of

time the time the time the time the time
a. Cut down on the amount of time
you spent on work or other activities 1d 2 0O a0 40 50
cuhm
b. Accomplished less than you would 10 20 a0 40 50
have liked daizs
c. Were limited in the Kind of work or 1d 2 0O 30d 40 50O

other activities imtimd

d. Had difficulty performing the work
or other activities (for example, it 10
took extra effort) ok

O i 40 50

[ ]

During the past 4 weeks, how much of the time have you had any of the following problems with
yvour work or other regular daily activities as a result of any emotional problems {such as feeling
depressed or anxious)?

Allof the Most of Some of A little of  None of

time the time the time the time the time
a. Cut down the amount of time you
spent on work or other activities 10 2O agd 40 50
Eguttm
b. Accomplished less than you would 10 20 a0 40 50
like edoize
c. Did your work or activities less 10 20 a0 40 50

carefully than usual sisscr

During the past 4 weeks, to what extent has your physical health or emotional problems interfered
with your normal social activities with family, friends, neighbors, or groups? extent

Mot at all Slightly Moderately Ciuite a bit Extremely
10 20 jgcd 40 50

CRISP Il Quality of Life Quest (sf-38v2 Health Survey). Form 41 Page 2 of 4
Version 3, 31207
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Quality of Life Questionnaire (SF-36v2 Health Survey), Form 41

CRISP II Attention - DO NOT enter patient data on this form if the header does not contain

{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number,
[ ] F'h
. - . - -
W™  Participant ID: pdidl Clinical Center: peon

vigit:

Quality of Life Questionnaire
(SF-36v2 Health Survey)

10.

How much bodily pain have you had during the past 4 weeks? prxint
Mone Yery mild Mild Moderate Severe Very severe
10 20 id 40 50 60

During the past 4 weeks, how much did pain interfere with your normal work (including both work
outside the home and housework)? pnintf
Mot at all Slightly Moderately Quite a bit Extremely
10 20 icd 40 50

These questions are about how you feel and how things have been with you during the past 4
weeks., For each question, please give the one answer that comes closest to the way you have
pbeen feeling.

How much of the time during the All of the Maost of Some of Alittle of  Mone of
Past 4 weeks.... time the time the time the time the time
a. Did you feel full of life? fike 10 20 3gd 40 50
b. Have you been very nervous? nenvas 10 20 3gd 40 50
¢. Have you felt so down in the dumps
that nothing could cheer you up? 10 2O 3O 40 5
edown
d. Have you felt calm and peaceful? ecaim 10 20O agda 40 5
e, Did you have a lot of energy? fenrgy 10 20 aga 40 5
f. Have you felt downhearted and 10 20 30 40 5[]
depressed? edoras
g. Did you feel worn out? wmout 10 20 30 40 0O
h. Have you been happy? ehpoy 10 20 agda 40 5
i. Did you feel tired? etred 10 20 3d 40 5
During the past 4 weeks, how much of the time has your physical health or emotienal problems
interfered with your social activities (like visiting with friends, relatives, etc.)? sinferf
All of the Most of Some of A little of Mone of
time the time the time the time the time
10 20 0 40 50

CRISP 1l QGuality of Life Quest (sf-38v2 Health Survey). Form 41 Page 2 of 4
Version 3, 31207
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Quality of Life Questionnaire (SF-36v2 Health Survey), Form 41
CRISP I

Vo
v

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical eenter ID, and visit number,

Participant ID: phedlicd Clinical Center: peoen
wigit:

Quality of Life Questionnaire
(SF-36v2 Health Survey)

How TRUE or FALSE is each of the following statements for you?
Definitely Mosthy Dion't Mostly Definitely

True True Know Falze Falze

a. | seem to get sick a little easier than 10 20O agd 40 £
other people esysck
b. 1 am as healthy as anybody | know 1O 20 | 40 5O
ity
c. | expect my health to get worse hithwrs 1O 20 agd 40 5O
d. My health is excellent sithgd 1O 20O 30 40 £ [
CRISP Member completing this form
caidrmum

Date Form Completed / /

Diata Entry Status: Please check to indicate that the above information has been entered O

FPrimary Entered by: Diate: ! dedate

Secondary Enterad by: Date !

CRISP Il Quality of Life Quest (sf-38v2 Health Survey). Form 41 Page 4 of 4
Version 3, 371207
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Pain Questionnaire, Form 42

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L] F
:b Participant ID: pldic Clinical Center: poen
hd

WisH:

Pain Questionnaire

Throughout our lives, mast of us have had pain fram time fo fime (such as minor headaches,
sprains and toothaches). We are interested in finding ouf if yol have pain or other symptoms
reiated to vour polycystic kidney disease. We also want to find out i the pain affects you day fo

day.

Flease answer each question by marking the appropriate response with an
Thank you for your heip.

Date of visit: dvdate

Since your diagnosis of PKD, have you ever experienced nagging or chronic pain in the following locations?

(Choose one response for each ling)

Location

Back backpn 0O Mo 10 Yes
Back radiating into buttocks, hips or 1eQs radion 0O Mo 10 Yes
Abdomen abdopn 0O Mo 10 Yes

For each location above, please indicate whether you beligve the pain is related to your polycystic Kidney
dissase. Choose WA (not applicable) for locations that vou marked “NO™ in question #1. I you answered

‘WO fo all jocations in #1, please go o #3.

Location

Back backpkd 00O Mo 10 Yes O MNA
Back, radiating into buttocks, hips, or 1805 radipkd 0O Mo 10 Yes O MA
Abdomen abdopkd 0O Mo 10 Yas O MNA

CRISP I, Pain Questionnaire, Form 42
Version 3, D3/15/2007 Fage 1 of @
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Pain Questionnaire, Form 42

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L] F
} Participant ID: pldid Clinical Center: poen
hd

wisE:

Pain Questionnaire

BACK PAIN

3. Ower the past 3 months, how often did vou experience back pain? bkpnfg

(Choose ane response only)

13 20 3O 40 30 60
Mever Rarely Sometimeas Often Lisually Always
(Go 1o #9)

If you answered “Never” please go 1o #9

1. +
LY
T %
I

:?f-l:-' N
. =

4. Choose one or more letters from the diagram above that indicate where vour back pain was located over
the past 3 months.,

O O O 1 O O O O O O
A B C D E F G H I Linsure
biklach bkfoci bifacu

blloca bkilech  bklocc bklocd  bkioce bkiocf bllocg

If you choose anly one lefter in #4, please go 1o #6

CRISP I, Pain Questionnaire, Form 42

Version 3, D3/5:2007 Fape 2 of B
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Pain Questionnaire, Form 42

CRISPII Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

-
f:} Participant ID: phdid Clinical Center: pcen
hd

VISE:

Pain Questionnaire

If you chose more than one letier in #4, is one location the primary or main location? skprim

00O Mo 10 Yes O Unsure
{Go 10 #6)

If “YES", indicate one letter that is the primary location of your pain. skpemilos

O O O O O O O | |
A B C D E F G H I

Check the one number that best describes how vou would rate your back pain at its worst in the past 3
months. (4 rating of 10 wouwd indicate pain so severe as fo prohibit all activity: the worst pain you can
imagine.) bkprwrst

=l

o 0O O O O O O O O O )
) 0 1 2 3 4 ] i1 7 a 10 Pain as bad as you
Mo Pain can imaging
Check the ong number that best describes how you would rate your back pain on_average in the past 3
months. bkpnavg
o 0O O O O O O O O O ]
0 1 2 3 4 5 6 7 a 10 Pain as bad as you
Mo Pain can imaging

=l

Was your back pain associated with visible blood in the urine (that you saw yourself) in the past 3
months? skpnbid

0C Mo 10 Yes

CRISP Il. Pain Questionnaire, Fomm 42
Version 3, 03/15/2007 Page 2ofB
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Pain Questionnaire, Form 42

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L] F
} Participant 1D: pldid Clinical Center: poen
hd

wisi:

Pain Questionnaire

BACK PAIN RADIATING TO YOUR BUTTOCKS, HIPS OR L EGS

10.

11

Ower the past 3 months, how often did vou experience back pain radiating to your buttocks, hips or legs?
rapnfig

(Choose one response only)

1O 20 igd 40 30 6 O
Mever Rarely Sometimes Often Usually Always
(Go 10 #12)

If vou answered “Never”, please go 1o #1712

Check the one number that best describes how yiou would rate your back pain radiating into your huttocks,
hips or legs at its worst in the past 3 months. rdpnwrse

O O O O 04 O O O | a )
0 1 2 3 4 ] i T 8 10 Pain as bad as you

Mo Pain can imaging

=l

Check the one number that best describes how you would rate your back pain radiating into your huttocks,
hips or legs on average in the past 3 months. ronsvg

O O O O Oo O O O O o
1 2 3 4 5 6 7 8 10 Pain as bad as you

0
Mo Pain can imaging

=l

CRISP I, Pain Questionnaire, Form 42
Version 3, D3/15/2007 Fape 4 of @
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Pain Questionnaire, Form 42

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

n F
} Participant ID; plodic Clinical Center: poen
i

wisi:

Pain Questionnaire

ABDOMINAT. PATN

12, Over the past 3 months, how often did you experience abdominal pain? sbpafrg

(Choose one response only)

10 20 ico 40 30 6 0O
Mever Rarely Sometimes Often Usually Always
(G0 10 #18)

I you answered “Never” please go 1o #18

Tw

13. Choose one or more letters from the diagram ahove fo indicate the location of your abdominal pain
over the past 3 months.

O O O O |
A B C D Unsure
ahioca abloch ablocc ablocd ablocu

If you chose ane leffer only in #13, please go 1o #15

CRISP I, Pain Questionnaire, Form 42
Version 3, D3/15/2007 Page 5 of B
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Pain Questionnaire, Form 42

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L}

f:}' Participant ID: pledicl Clinical Center: poen

hd

wisd:

Pain Questionnaire

14.

15.

16.

17

If you chose maore than one letter in #13, indicate the primary location of your pain over the past 3
months. sbprmioc

O O O [ | [ |
A B C )] Unsure

Check the onz number that best describes how you would rate your abdominal pain at its worst in
the past 3 months. abpnwrst

O

O O O O 4a O O 4a
1 2 3 4 5 B 7 0 Pain as had az you can
Mo Fain imaging

[e=] D

O
g

'y

Check the one number that best describes how you would rate your abdominal pain on_average in
the past 3 months. abpnavy
O O O O 4 O O 4 O O _
0 1 203 4 5 5 7 g 10 Pain a3 lad as you can
Mo Pain imaging

L‘DD

Was your abdominal pain associated with visible blood in the urine (that you saw yourself) in the
past 3 months? abpnbid

00 Ne 10 Yes

CRISP II. Pain Questionnaire, Form 42
Version 3, 03/15/2007 Fage @ of B
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Pain Questionnaire, Form 42

CRISP I Attention - DO NMOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

n F
} Participant 1D plodic Clinical Center: poen
Yur

wisE:

Pain Questionnaire

ABDOMINAL FULLNESS

18.

19.

20.

21

22,

How often did abdominal fullness interfere with your ahility to perform your usual physical activities over
the past 3 months? abfig

(Choose one response anly)

10 20 igo 40 50 60
Mever Rarely Sometimes Often sually Always

How often did you eat less than your usual meal size because of abdominal fullness in the past 3
months? eaties
(Choose ane response anly)
10 20 ic 40 30 60
Mewver Rarely Sometimes Often sually Always
How often was your appetite poor because of nausea in the past 3 months? naussz
(Choose ane response anly)

10 g igd 40 30 60O
Mewver Rarely Sometimes Often sually Always

Has vour abdomen gatten higger since this time last year? For example, have your required an increase in
clothing size? gothig

00 No 10 Yes
If wou experience abdominal fullness, do you think that is caused by your palycystic Kidney disease? abipkd

0O Mo 10 Yes O Unsure

CRISP Il. Pain Questionnaire, Form 42
Version 3, D3/15/2007 Page 7 of @
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Pain Questionnaire, Form 42

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.
L]
‘!:} Participant ID; plodic Clinical Center: poon
i
visit:
Pain Questionnaire
PAIN TREATMENT

23, What medications or treatments are you receiving for your pain?

(Choose all that appiy)
10 20 igda 40 30 60 Ta
Mo Cer the Prescription pain Massage  Acupunciure Heat or surgery
treatment counter medications therapy pnmede cold pnmedg
pnmeda medications prmeds pnmedd applied
rGG o #26) prnmedb ||:||:a||'_.'|l
pnmedf§
O
Other
pnmedh Other specify: pnmedhdes

If vou answered “No Treatment”, please go 1o #26

24, Check the one number that best describes how much relief is provided by the pain medications or
treatments that you use. pareiir

O 0O O O O O O O
]

Mo Relief 1 ) 3 4 5 G 7 i0p  Complste Relief

=l

28, In general, how satisfied are you with:

(Choose one response for each line)
Completely ery Somewhat  Somewhat Very Completely
dissatisfied dissafisfied dissatisfied satisfied satisfied satisfied

a.  Your current reatment 10 20 igd 40 30 G0
of your pain® curtipn

b, Your physical ability o 103 20 igd 40 30 a0
do what you want to?
dowhbant

26, Dwring the past 3 months how much did pain (all locations) interfere with the following things:

{Choose one response for each line)

Mot at all A little bit Moderately Quiteabit  Extremely
Mood printdfr 10 20 igd 40 50O
Relations with other people pintrrz 10 20 30 40 50O
Walking ability pintrir2 10 20 igd 40O 50
Sleep printrrd 10 20 30 40 30O
EENEBIE g
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Pain Questionnaire, Form 42

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L]

‘,:} Participant ID; plodic Clinical Center: poon

i

wisi:

Pain Questionnaire

Mot at all A little bit Moderately  Cluite a hit Extremely

Wark (part or full time jol,

homemaker, student, etc.) printrrs 10 20 30 40 50
Strenuous physical activity

(jogging, heavy lifting, eic.) 10 20 igd 40 50
pnintrire

Social activities ar hobhbies 10 20 iOd 40 50
DNty

Enjoyment of [ife printrrs 10 20 iO 40 50O

o you have any other comments about pain or its effect on yvour daily life that this questionnaire did not
address”? ppemmnt

CRISF Member completing this farm

Date Form Completad / !

calidnum

Data Entry Status:  Please check to indicate that the above information has heen entered O

Frimary Enterad by Date !/ dedate

Secondary Entered by Date

CRISP I, Pain Questionnaire, Form 42
Version 3, D3/15/2007 Page @of b
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CRISP II Family Instructions
CA
an o
B AN
=

Family Instructions

Included in this packet are 15 copies of the ‘Family History — Individual
Family Member Questionnaire’. This form is needed to collect information on
your family history as it relates to kidney and liver disease. Please complete
one sheet for each biological relative you have (biological relative: relative not
adopted and not related by marriage). The names and contact information of
your family members is requested but we will not contact your relative without
permission from you to approach them. If you have more than 15 biological
relatives for whom you would like to provide information, this process can be
completed in the clinic when you come in for your (CRISP Il) initial visit. Thank
you for your cooperation.

CRISP II, Family Instructions,
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Family History —Individual Family Member Questionnaire, Form 44

CRISP Il

<A
Vo
hd L

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant ID: i Clinical Center: pren

Family Member ID fammbr
visit:

Family History —Individual Family Member
Questionnaire

Family Member Name:

Last name, First nams, Bl
Relationship:
Please specify this family member's relationship to you: {Check only one box) reiat
Parent Grandparent
0 Mother 0 Grandmother mother's side [] Grandfather mother's side
[0 Father O Grandmother father's side [0 Grandfather father's side
Brother or Sister Aunt or Uncle
] Full sibling ] Aunt mother's side [0 Uncle mother's side
[] Half sibling mother's side ] Aunt father's side [0 Uncle father's side

[0 Half sibling father's side
Son or Daughter Other

[0 son [0 Grand-Uncle mother's side [] Cousin mother's side [] Miece mother's side

[0 Daughter [0 Grand-Uncle father's side O cCousin father's side [0 Hiece father's side
[1 Grand-Aunt mother's side [ MNephew mother's side
O Grand-Aunt father's side [0 Mephew father's side

Address

Stree

Street 2

City, Siate, Zip

Date of birth: / ! dob Gender: gender [ Male [ Female

Is this relative living? five 0C0No 100 Yes 2[JDon't Know

If deceased: If deceased:
Age at death: aged Did he'she have kidney or liver disease? dis
Cause of death? cause 0 Mo 1[] Yes 2 [ Don't Know

CRIZSP Member completing this form

Date FormCompleted .

cddale
Data Entry Status:  Please check to indicate that the abhove information has been enterad O

saidnum

Primary Enterad . Date ! dedate

Secondary Entered by Date

CRISP |I. Family History Questionnaire Individual Relstive Information, Form 44
Version 4, D8/D2/2007 Page 1 of 1

178



CRISP I

v Participant |D:

visif:

Visit Checklist

pledlid

Clinical Center:

Visit Checklist, Form 46

Attention - DO MOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

poen

Cince the forms balow have been completed and enfered for the participant's visit during Year 6 and
Year 8, the P should review check off each form that has been complefed and enfered and sign below.

# Form Description Completed | Entered Comments
44 | Family History (visit 6 only) O sabeo O sahent fahcom
2 | Registration (visit G only) O Eﬂ'p O regent regeom
28 | Biannual Meds & Events O simen O imens | Dimeom
27 | Biannual Labs O boaben | O bitabent | P20
41 | Quality of Life (SF-36v2) O qufer ' O qufent quicom
42 [ Pain D paincp D painent paincom
12 | Symptoms O sympes O sympent | Symecom
11 | Physical Findings O phyfep O phyent phycom
40 | Women's OB-GYM O cbep O cbent obcom
% | GFR Collection O gtep O gorcent gireom
10 | GFR Reporting D gfr=pen D gfrepent girepeom
55 | MRI Status Verification (Visit 8 only) O mrcp O mevent | Mvcom
7 | MR Session/Renal Blood Flow O mrep O mrent mrcom
52 | Archived Blood Sample [ O absent | 205C0M
47 | Archived Urine Sample O srcurcp O arcurens | 27urcom
48 | Shipping Manifest: Repository — Serum O shserco O] shsaren | Sh=ercom
Plasma Samples ]
49 | Shipping Manifest: Repositony — Urine O hurcp O shurent | S0urcom
Samples
a0 gmﬁgmg Manifest: Repository — Claveland O heicp O shoferne | S0cicom
56 | Shipping Manifest: Repository — Rutgers O shrucp O shrgens | 20com

Investigator Signature (sign within 30 days of this visit). By signing this form, investigator attests that hefshe has reviewed
all forms for this visit, as well as any additional forms entered since the previous visit, and that the data is complete and
accuraie.

O PI Signature:

CRISP Member completing this form

Date Form Completed ! !

pinum Date Signed:

calidnum

o pidate

Data Entry Status:  Please check to indicate that the above information has been enterad [

Primary Entered by

Secondary Entered by

CRISP I, Visit Checklist, Form 48
Version 5, D8/20/2007
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Archived Urine Sample Collection, Form 47

CRISP Il Attention - DO MOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L]

Yo

VISt

Participant ID; ot Clinical Center: poen

Archived Urine Sample Collection Form
Thiz form iz to be completed at visit 6 and 8.

ARCHIVED URINE SAMPLES FOR THE NIDDK BIOSAMPLE REPOSITORY

Collection: A freshly voided urine sample will be collected. The urine specimens will be centrifugad in 30 mL tubes at 500 g for 5 minuies
as s00n as possible, with volume, processing times and voiding times noted (processing times should e no longer than 20-20 minutes
from the time of acguisition). Tubes will be kept in ice throughout the process. The bottom 250 pL pellet (sometimes barely- or non-visite)

will be transferred with & 1.0 mL pipette fo a 1.5 mbL eppendorf tube previously pregared with 720 L of TriReagent and inverted several
times and put on ice prior to freezing at -80° C.

Wiiding Time: Volume: Proceszing Time:
voidiime volume prochime

The remaining urine samples will then be transfemred to 10 mL polypropyiene (not polystyrene) Falcon culiure tubes, stored ingix S mL

aliguots.

Storage Instructions: Samples are to be stored at the site (-80C) for up to four months after collection.

Shipping Instructions: Samples are to be batch-shipped quarterly on at least five pounds of dry ice. Send the freshly voided uring
samples to the NIDDK Bicsample Repository st Fizher Bioservices, Uzs pre-printad Fed Ex airbills. Do not ship on Friday.

1. LABELS:

Type of Sample Bar Code Label

A. Freshly Voided Urine Biosample Dlace Label Here

B. Freshly Voided Urine Pellet Dlace Label Here

2. Comments:

CoOurTm
Shipping Instructions: Complete Shipping Manifest and pre-printed Fed Ex airbill addressed to Fisher BioServices
Coorporation (NIDDE Biosample Repository). Ship samples on dry ice per guidelines provided by Fisher.

CRISP Member completing this form

Primary Entered by Date: ___/ __{  dedate
deidnum
Secondary Entered by Date ! !

CRISP Il, Archived Urine Sample Collection. Form 47
Wersion 2, 6/25/2007
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Shipping Manifest: Serum/Plasma Samples, Form 48
D{H:st Participant 1Dy phdid Clinical Center: peen
]
Yo

This form is to be completed for the serum and plasma samples to be collected from the study participant and
shipped to NIDDK Repository at Fisher Bioservices.

visi:

Shipping Manifest: Serum/Plasma Samples

To complete the form:

1. Werify the number of tubes per sample and enter in the appropriate field bealow.

2. Number the pages in sequence (lower right hand corner).

3. When shipping, check the field in the appropriate column below. If, or any reason, a sample will never be shipped to
the repository (if it was lost, destroyed, or never collected), the reason must be provided in the appropriate field
below.

4. Copies of completed forms are to be retained at the collection site.

Date of Collection: ! ! dfeol

|.  Sample Information

Sample Type Tube | Number of Tubes | Check When Feason Sample Will Mever
Size Shipped Be Sent

1 S8T trzh
Tiger-top for semum
2 SST gssh
Green/gray for plasma

II. Shipping Information
Mumber the pages in sequence and staple the packet to create manifiest for shipment. The shipping information below is
only required on the frst page of the manifest per shipment. Copies of all completed pages are to be copied and retained
at the site. The originals are to be included in the shipment. Refer to the Manual of Procedures for shipping instructions.

Samples are to be shipped via next-day service to:  Heather Higains
Fisher Bioservices
20301 Century Bhvd.
Bldg. &, Suite 400
Germantown, MD 20874
Phone: (240) 686-4703

FedEx Air Bill Number: fedexnum  Date of Shipment: ! shipdt

Mame of Shipper/Form Completer: E-mail Address:

Phone: { ) Fax: | }

Temperature: O Celzivs O Fahrenheit  Number of Boxes: Page of
temp celfsh mumbo

CRISP Member completing this form

cdidnum

Frimary Entered by Dats: /| dedate
deigdnum
Secondary Entered by: Date ! !

CRISP I, Shipping Manifest SerumiPlasma Samples, Form 45
Version 4, D8/22/2007
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Shipping Manifest: Repository — Urine Samples, Form 47
CRISPIl  attention

Vo

- DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant ID: plilic Clinical Center: poen
WISt
Archived Urine Sample Collection Form
This form is to be completed at visit 6 and 8.

ARCHIVED URINE SAMPLES FOR THE NIDDK BIOSAMPLE REPOSITORY

Collection: A freshly voided urine sample will be collected. The urine specimens will e cenfrifuged in 30 mL tubes at SO0 g for 5 minutes
as so0n as possible, with volume, processing times and voiding times noted (processing times should e no longer than 20-20 minutes
from the time of acquisition). Tubes will be kept in ice throughout the process. The bottom 250 L pellet (sometimes barely- or non-visible)
will be transferred with a 1.0 mL pipette to a 1.5 mL eppendorf fube previously prepared with 750 plL of TriReagent and invered several
times and put on ice prior to freezing at -80° C.

Wioiding Time: Volume: Frocesging Time:
voidtime volumes prochime

The remaining urine samples will then be transferred to 10 mL polypropylene (not palystyrene) Falcon culiure tubes, stored in gix 5 mL

aliquots.

Storage Instructicns: Samples are 1o be stored at the site {-30C) for up to four months after collection.

Shipping Instructions: Samples are o be balch-shipped quarterly on at least five pounds of dry ice. Send the freshly voided uring
samgles to the NIDDE Biosample Repository at Fisher Bioservices. Use pre-printed Fed Ex airbills. Do not shig on Friday.

1. LABELS:

Type of Sample Bar Code Label

A Freshly Voided Urine Biosample Dlace Labe| Here

B. Freshly Voided Urine Pellet Blace Label Here

2. Comments:

GO
Shipping Instructions: Complete Shipping Manifest and pre-printed Fed Ex airbill addressed to Fisher BioSenvices
Coorporation (NIDDE Biosample Repository). Ship samples on dry ice per guidelines provided by Fisher.

CRISP Member completing this form

cdidmum
Date Form Complated ! /

Data Entry Status:  Please check to indicate that the above information has been entered O

Primary Entered by Date: ___/ _§ —  dedate
deidnum
Secondary Entered by: Date ! !

CRISP I, Archived Urine Sample Collection, Form 47
Version 2, G125/2007
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Shipping Manifest: Cleveland Clinic, Form 50

CRISP II Participant 1D phedia Clinical Center: peen
wisit:

%> Shipping Manifest: Cleveland Clinic

This form iz to be completed for the serum creatinine samples to be collected from the study participant and shipped to the
reference laboratory at Cleveland Clinic. Samples are to be stored at the collection site (-20 degrees Celsius or colder) and

shipped to Cleveland Clinic on a quarterly basis. This form must be completed at the time of collection and kept in sequential
order to reflect samiples being astored at the gite.

Specimen: CRETS
To complete this form: Account#: 7395

1. Werify the number of tubes per sample and enter it in the appropriate field helow.

2. Mumber the pages in sequence (ower right hand cormer) and store then in the PCC freezer until time of shipment.

3. When shipping, check the field in the approprate column below. If, or any reason, a sample will never be shipped to
the lab (if the sample was lost, destroyed, or not collected), the reason must be provided in the appropriate fisld
below.

4. Copies of completed forms are to be retained at the collection site. The originals are to be sent with the shipment.

Date of Collection: ! / dicoll
.  Sample Information
Sample Mumber of | Check when | Provide Reason if Samgple Will
Type Tubes Shipped Mevwver be Shipped
1 Serum for
Creatinine

Il. Shipping Information

Mumiber the pages in sequence and staple the packet to create a single manifest per shipment. The shipping information
below is only required on the firsf page of the manifest per shipment. Retain copies of all completed pages at the site.
The onginals are to be included in the shipment. Refer to the Manual of Procedures for shipping instructions.

Samples are to be shipped to: Cleveland Clinic Reference Library
9500 Euclid Avenug, L15
Cleveland, OH 44195
(216) 444-3108

FedEx Air Bill Number: cifiedexnm  Date of Shipment { / clshipat
Name of Shipper/Form Completer: E-mail Address:

FPhone: ( ] Fax: | ]

Temperature: O Celgivs [ Fahrenheit  Number of boxes Page of

CRISP Member completing this form

coiamum
Date Form Completed ! /

Data Entry Status:  Please check o indicate that the above information has been entered O

Primary Entered by Date: ___/ _§  dedate
deddnum
Secondary Enterad by Date ! !

Crisp Il Shipping Manifest Cleveland Clinic, Form 50
Version 5, 08/22/2007
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Archived Blood Sample Collection Form 53
CRISP II Participant ID: phodid Clinical Center: poen

<A
Vo

VISt

Archived Blood Sample Collection Form

This form iz to be completed at visit 6 and 8. Samples must be shipped on the day of collection to the NIDDK Biosample
Repository at Fisher BioServices.

LABELS:

The zpecimen labels will be provided by the repository.
Affix the “SST" and “PST" labels to this form.

Affix cormresponding labels on both tubes per sample.

1. Serum Sample: Collect 2 S8T tubes of blood (tiger-top, 10 ml each). Gently invert & times, but do not shake, Allow to clot in
a vertical position for 30 minutes, Centrifuge at 1300 RCF (g) for 12 minutes (within 1-2 hours of collection), Refrigerate
samples. No decanting iz necessary. Ship sample on the day of collection per instructions below.

2. Plazma Sample: Collect 2 PST tubes [greenigrey cap, 8 ml each). Gently invert 8-10 times, but do not shake, Mo clotting
time iz necessary. Centrifuge at 1300 RCF (g) for 10 minutes (within 1-2 hours of collection). Refrigerate samples. No
decanting is necessary. Ship sample on the day of collection per instructions below.

Type of Sample Collection Time 24hr Bar Code Label

A. Serum Sample Label "35T Place Label Hare

serfime

B. Plazsma Sample Labsl: "Bio-plasma” Place Labal Hare

plastime

3. Comments:

Sonmm

Shipping Instructions: Complete Shipping Manifest and pre-printed Fed Ex airbill addressed to Fisher BioServices Comporation (MIDDK
Bicsample Repository). Ship samples on cold packs, per IATA 650 guidelines, but do not allow samples to freeze.

CRISP Member completing this form

cdidmum

Primary Entered by Date: ___/ _{ dedate
deidnum
Secondary Enterad hy: Date ! !

CRISP Il, Archived Blood Sample Collection, Form 53
Version 3, DE/20/2007
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MRI Status Verification, Form 55

CRISP I Attention - DO NOT enter patient data on this form if the header does not contain

preprinted CRISP ID number, clinical center ID, and visit number.

L]
ig Participant 1D phdid Clinical Center: peon

MRI Status Verification

This form is to be completed for all participants at wisit 8, prior fo administration of the MR

Date of visit: dvdate

1. Eligible but Modified Criteria — Part |
Review all possible conditions listed in section 1 with the parficipant. Check any that apply. If any of the MR
contraindications in Fart 1 are checked. go fo secfion 3 and check Eligible bur Modified for Participant Status. Do
not complete section 2.
If none are checked, go fo section 2.
O Weight = 158.6 kg (350 Ibs) weight
Pregnant preg
Cardiac Pacemaker cardpac
Implanted cardioverter defibrillator (ICD) carder

Meurostimulation system newron

Claustrophobia cfsust

O o o o o o

Spinal cord stimulator spinat

2. Eligible but Modified Criteria — Part Il

Feview all possible conditions listed in section 2 fconfinued on the next 2 pages) with the participant. Check any
that apply. If any are checked please discuss the condifion(s) with the radiciogist fo determine i an MR may be
administered.

Iif none are checked, go to section 3 and check Eligible and Enrolled,

Bone growth/bone fusion stimulator bonfus
Cochlear, otologic, or other ear implant earimp
Insulin or other infusion puMp nsw

Implanted drug infusion device druginf

Evelid spring ar wire eys

O o o o o O

Tissue expander (e.g. breast) tissex

CRISP Il MR Status Verfication, Form 55
Versicn 1, D5/02/2007 Page 1of 3
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CRISP I

L]
-
fa Participant 1D:

preprinted CRISP ID number, clin

visit:

phdid

ical center ID, and visit number.

Clinical Center:

MRI Status Verification

MRI Status Verification, Form 55

Attention - DO NOT enter patient data on this form if the header does not contain

poon

o oo oo oooooo oo o oooogo oo oo o dg

O

O

Hx of waorking with metal hswkmet
Hx of metal in eyes humstsys
Aneurysm Clip(s) ansu

Hearing aid hearaid
Embolization coils emesir

Internal electrodes ar wires wires

Any type of prosthasis (eve, penile, etc) prost

Heart valve prosthesis heart

Metallic stent, filter, or coil metst
Artificial or or prosthetic imb prostim
Shunt (spinal or intraventricular) shunt
Vascular access port andfor catheter

Radiation seeds or implants radseim

vascath

Swan-Ganz or themodilution catheter swan

Medication patch (Micatine, Nitroglycenng) paich

Any metallic fragment or foreign body

Wire mesh implant wimeim

melfrag

Surgical staples, clips or metallic sutures sursts!

Joint replacement (hip, knee, eic.) jorep

Bonefjoint pin, screw, nail, wire, plate,
LD, diaphragm or pessary wd
Dentures or partial plates denpp
Tattoo or permanent makeup tsttoo
Body piercing jewelry bopierc

Other implant otimg

Please specify:

etc. baipin

impsp

CRISP Il MR Status Verfication, Form 55
Version 1, D5/02/2007

Page 2 of 3
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MRI Status Verification, Form 55

CRISPII Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

-
-
ia Participant 1D phedia Clinical Center: pren

visit:

MRI Status Verification

O Breathing problem beeatpr

O Other other

Flease specify: athersp

Status: finsnrs (Check only one)
3 O Eligible but Modified — Continue, no MRI

4 O Eligible and Enrolled — Continue

CRISF Member completing this form

Date Form Completed / /

calidnum

Data Entry Status:  Please check to indicate that the above information has been entered O

Frimary Enterad by Date: i dodake
deidniam

Secondary Entered by Date

CRISP Il MR Status Verfication, Form 55
Version 1, D&8/02/2007 Page 3 of 3
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NIDDK — CRISP Genetics Initiative Phlebotomy, Form 56

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L}

Vo

Participant |D: phedid Clinical Center: poen

visit:

?fiDDK — CRISP Genetics Initiative Phlebotomy Form

SHIP AT Room TEMPERATURE IN SAFETY MaILER

EncLose & Copy oF THIS ForM wWITH BLooD KIT
For RU Las Use ONLY:

To: DR, DoucLas FusMas/GENETICS Fax: (732)445-1149
RuTzers Unrv /C=LL Reposmory Paone: (732) 445-1453
DOiny. LiFe ScENCES — MELSON LaBs [sTiaL:
G0 ArLison Roas (R, C1204)
PizcaTaway, NJ 08854-8082 WELLOW ML:
Wee Form: hittp:/frucdr.rutgers edw/zhippinglblood
1D
From (NIDDK-CRISP SiTE): SHIPMENT T INCLUDE BLOOD

SAMPLES FOR CELL LINES

#¥eLLow Top Tuses:
MIDDK-CRISP StaFF: PLace Tuee LageL HERE or COMPLETE BY HAND
(VERIFY [NFo AcaNaT INso oy BLoon Tusesiil

Sex M_ F__ AGE:

ALTERMATE D&

CRISP-NIDDK-D#:

To BeE COMPLETED AT COLLECTION SITE:

Date Buooo - - Tine DRawin: Daavn By
Dramwm: Mowth — Dy — YE2R (24 HOURS)

bidrdf timear
CouTact THE Rutcers CELL & DNA REFOSITORY TO CONVEY PACKAGE TRACKING MODATE OF SHIFMENT (SEE BELOW). IF BLOOD IS SHIPFED OM A
FRIDAY FOR SATURDAY DELIVERY, NOTIFY RUTSERS AND CHECK FEDEX FORKM FOR SATURDAY DELIVERY.

Ewnalzn/Faxend CaLL

N BY: ! ! ANMPM

{2=E RUTEERS FAX/PHOME #35 ABOVE) DATE  emifxadf TIME

Packass TRACKING [CHECH SATURTAY DELIVERY 0N DELIVERY FORM IF APPLICASLE]
packirk

________ ___ _
To Be ComPLETED BY RuTGERS UNivERSITY CELL & DNA RErosITORY

Prior MoTFicaTion REcD: ES No -IF YES, DaTEMIME ! ! AMPM
CourmirmaTioN oF RECEIPT oF Buoon
SAMPLE T MIDDK Sms SENT 5Y: DaTEMikE ! !

CRIZP Member completing this form

caidnum

Date Form Completed / !

cadate
Data Entry Status:  Please check to indicate that the above information has been enterad O

Frimary Entered hy: Date i i dedate

Secondary Entered by Date {

CRISP Il, NIDDE, CRISP Genetics Initiative Phlebotomy, Form 56
Version 2, 0B/22/2007 Page 1 of 1
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Death Notification, Form

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L}

Vo

v Participant 1D phid Clinical Center: peen
Death Notification Form

This farm is to be complated for any participant who dies affer enroliment in the study. As s00n as
CRISP clinic personnel are aware of the participant's death, this form must be complated. When
avaiiable, send copy of aufopsy report fo the DCIAC. Any pafient identifiing information should
be obliterated from the copies sent to the DCIAC and replaced with CRISP 1D number.

1. Date of last contact:

lacodate

2. Date of death: otdesth

3. Cause of death: 10 Cardiovascular 2 O Septicemia 3 O Cancer 4 Trauma 5 O Suicide
{(Check all that apply) Dissase causep SEUCENC cautrEL causuw
caucards

6 [0 Renal Diseaze 70 Respiratory 8 [0 Cerebrovascular O Unknown

caurends Dizease Accident cauunk
cauresas Callterat

9 O Other Specify:

cauoth causspe
4. Has the autopsy been performed? sute 00 Mo 10%Yes O Unknown
5. Location of Death: iocodet 1 O During 2 O At home 3 0O at work 4 O Enroute O Unknown
hospitalization T Hospital

5 O Other Specify

splog
6. How was information regarding participant’s death confirmed? 10O Family Member 2 O Medical Record
infeonf
3 O Other Specify:
infsg
7. Comments: detsom
Pl Signature: pinum  Date Signed: ___ /¢ pidate
CRISF Member completing this form
cdidnum

Date Form Completed / /

Data Entry Status: Please check to indicate that the above information has heen entered O

Frimary Enterad by Date: | _§ dedake
deidnwm

Secondary Entered by Cate _ _ /7

CRISP Il. Death Motfization Foarm, Fam 15 Page 1of1

Version 3, D4/24/2007
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CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

L]

wo Participant ID; phodid Clinical Center: pcen

Transfer Form

This form is to be complieted by the Study Coordinator whenever a participant transfers between
clinics. The destination clinic shouid complete this form. Fiease contact the clinic of origin fo
coordinate date of transfer and other parficipant infarmation. BEFORE compleling this form, and
before the destination ciinic prepares any visit forms for the patient, yvou must contact the DCIAC
via email {crispif@pitt.edu) to obtain confirmation of the new fransfer ID. You cannot generate
pre-prinfed forms from the website with the new [0 until the DCIAC confinms that the new D is in
the system.

Transfer, Form 18

1.  Original Participant |D; orpkdid

2. Original Clinic: orclinic 1 O Emoary 2 0 KUMC 30O Mayo 40 UAB
3. Destination Clinic: destcii 1 O Emary 2 0 KUMC 30 Mayo 40 UAB
4. Date of Transfer: transdts ‘ ‘ J ) ‘ ‘ ‘ . ‘ ‘ ‘ ‘ J

5. Modified Participant 1D: (provided by data entry systen) modpkdid

Pl Signature: pinum Date Signed ! /

CRISF Member completing this form

caidnurm
Date Form Completed __ _ /1
cddate
Data Entry Status: Please check to indicate that the above information has been enterad

Frimary Enterad |y Date: ___{ __§ —  dedate
deidnum
Secondary Entered by Date

CRISP I, Transfer Form, Form 18 Page 1 of 1
\ersion 2, 03/23/2007
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Study Withdrawal/Lost to Follow-up, Form 19

CRISP Il

€A
Vo
v

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant ID: phedid Clinical Center: poen
visit:

Study Withdrawal/Lost to Follow-up Form

This form is to be completed if the participant is lost to follow-up, becomes ineligible, or withdraws
from the study.

10.

1.

12.

13.

Date of last contact with participant or family ] ]
member: confdate ! !

Is this participant lost to follow-up? i#m 00O Mo 10 Yes
if ves, STOP STOP
Has the participant withdrawn? parea 00 Mo 10 Yes
(Goto 14)

Date of withdrawal: wddte | ‘ “ ‘ |‘ ‘ ‘ ‘ ‘

Are the reasons for the participant's withdrawal Known? redyn 00O Mo 10 Yes
If yas, then please complete ifems 6-13

The participant has moved to a location which is not near a CRISP Clinical 0O Mo 10 Yes
Center. moveyn

The participant’s physician has asked him or her to withdraw from the 00O Mo 10 Yes
study. doctoryn

The participant is unwilling to miss schooliwork, schwork 00O Mo 10 Yes
The participant is unwilling to travel to clinic for visits. favel 00 Mo 10 Yes
The participant is unwilling to make a follow-up commitment. fucom 00O Mo 10 Yes
The participant has a new job or a new work situation which makes 00O Mo 10 Yes
participation burdensome. nswjobyn

The participant has an illness or hospitalization of self or family. iyn 00O Mo 10 Yes
There is another circumstance that in the discretion of the principal 00 Mo 10 Yes

investigator is a valid reason for withdrawal. otenr

If ves, please specify briefly. otensp

Crisp Il Study Withdrawal'Lost to Follow-up, Form 18 Page 1 of 2
Version 5§, D4/26/2007
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Study Withdrawal/Lost to Follow-up, Form 19

CRISP Il

A
Vo
hd

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant ID; phedid Clinical Center: poen

visif:

Study Withdrawal/Lost to Follow-up Form

14. Is the participant ineligible? ineiip 00 Mo 10 Yes

If ves, piease complete ifams 15-18
15. The participant has a current psychiatric or addiction non-compliance
disorder that in the discretion of the principal investigator indicates that 00 Mo 10 Yes
they will not successfully complete the study. supsye
If ves and the participant volunfeers the information, please specify:

CLUDEYCSOC

16. The participant has a current medical problem that in the discretion of the
principal investigator would make unsafe their participation in the study. cor 03 No 10 Yes

If ves and the participant volunteers the informaftion, please specify:

17. The participant has another condition that in the discretion of the principal 00 No 10 Yes
investigator makes the participant ineligible. ofcnt

If vas, please specify. otcritsp

18. Date found ineligible: insig: ‘ ‘ “ ‘ “ ‘ ‘ ‘ ‘

Pl Signature; pinum Date Signed: ! ! pidate

CRISF Member completing this form

calidnum

Date Form Completed ! !

_____ cddate
Data Entry Status:  Please check to indicate that the above information has been entered O

Primany Enterad by Date: i dedate
deidnum

Secondary Entered by Date __ _ 4 1

Crisp Il Study Withdrawal'Lost to Follow-up, Form 18 Page 2 of 2

Version 5, 040262007
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Missed Visit, Form 24

CRISPII Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

]

v 3 »

hd L Participant 1D phaid Clinical Center: poon

Missed Visit Form

This form is to be compieted if, despite the best efforts of CRISF personnel, a foflow-up ciinic visit
ar telephane inferview cannot be completed within the fime window specified by the appointment

schedule.

1. Date of scheduled follow-up visit or telephone

interview: dsvdate
2. Was the participant or family member contacted for this visit? parcont 0O Mo 10 . iFno,

enfer reason and STOP reas

If ves, enter Date of last contact and go fo #3

alzdafe
3. Are the reasons for the participant’s missed follow-up visit known? 00 Mo 10 Yes
thyn STOP

If yes, then please complefe items 3-11
4, There were scheduling difficulties, personal or job related: sdgym 00 No 10 Yes
G. There were scheduling difficulties within the clinic: sdeyn 0 Mo 10 Yes
B. The participant refused: prn 00 Mo 1 O Yes
i. The participant had transportation problems: ton 00 Mo 10 Yes
3. The participant was ill or incapacitated; iy 00 Mo 10 Yes
Q. Other other 0 Mo 10 Yes

Please specify briefly: otheryn
10.  Is it likely the participant will return for the next scheduled annual 00 Mo 10 Yes

clinic visit? nyn

if no, please explain: norsum
Pl Signature: pinum Date Signed. / ! pidate

CRISF Member completing this form

calidnem

Date Form Completed / !

_____ cdoate
Data Entry Status:  Please check to indicate that the above information has heen entered O

Frimary Enterad by Date: i dodake
deidnim

Secondary Entered by Cate ¢ &

CRISP I, Missed Visit, Form 24 Page 1 of 1

Version 4, D4r24/02007
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CR.ISFII
Participant D

wigit:

phodiicf

Identification Form

Clinical Center:

Identification, Form 51

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

poon

This form is fo be completed at the parficipant’s first clinic wisit and kept in confidence af the PCC.
Information on this form will NOT be sent fo the DCIAC. This form is to be updated with each visit

or felephone contact.

1. Participant i __
2. Participant’'s Name: _
Last First Middle
3. Address:
Street P. O Box Apartment
City State/Province i
4, Social Security Number: __ _ _ - -
5  Telephone:Home i __ __ _ 3 - Worki{ ___ _)____ _ - __ __
Fecg 3y - _cCcecc___ -
. Email:
Ta. Primary Care or Referring Physician information
Mame:
Phone: ¢ oy - Papo (v -
Address
Street .0 Box Suite
City State/Province Ep_ o
Th. Nephrologist or Other Physician caring for participant:
Mame:
Fhorne: ¢ oy - Fapo (v -
Address
Street F.0.Box Suite
City State/Province Ep_ o
CRISP I, Identification Form, Form 51 Page 1of 2

Version 2, 04/04/2007

194



Identification, Form 51

zﬂ.ﬁi"‘v Attention - DO MOT enter patient data on this form if the header does not contain
(T

preprinted CRISP ID number, clinical center ID, and visit number.
vo

Participant 1D pledicd Clinical Center: poen

wigit:

Identification Form

8. Contact Persons (NOTE: For participants under 18 years of age, you must st a parent or guardian):
A) Mame: '
Last Mame First Name
Phone:¢(__ v - Relationship to Parlicipant:
Address:
Sireet F.O. Box Apartment
City State/Province “Zip
B) Mame: .
Last Mame First Name
Phone:¢ v - Relationship to Participant:
Address:
Street F.0. Box Apartment
City State/Province _EE S
9, Contact Notes for Participant:

CRISF Member completing this form

Date Form Completed ! !

CRISP I, Idenfification Form, Form 51 Page 2 of 2
“ersion 2, 04042007
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CRISP Il Data Change, Form 52

CRISP 11
- . ) - - . -

‘_..,L- Participant ID: phcid Clinical Center: peen

LB

Y . ! .

CRISP II Data Change Form
Visit Date Found Form Variahle Prior Value | New Value Comments
wisit decifound Number Name deprival denewval {Please include Question Number)
formid dovamame doconm

CRISF Member completing this form

cdidnum

Date Form Completed

Data Entry Status:

Data Entered by:

deidmum

CRISP ll, Data Change Form, Form 52
“ersion 2, DB/DZ/2007
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Flease check fo indicate that the above information has been entered O



Web Access Form
CRISP CRISP -FORM &

_";..-‘:: CRISP Information and Web Access Form
L

Please complets the following information for anyone invelved with the CEISP Study. Wote that the bottom portion of the page
“Application and Autherization for CRISP Web Access™ needs to be completed 1if the staff member will need Intemet aceess to the
CRISP mformation.

Fax the completed form to: Johana Schafer, Project Research Coordmator, at 412-641-2382.

Full Name of Person Bequesting Access (please prnt):

Climic:

Title or Eole m CRISE:

Primary Phone MNumber:

Fax Mumber:

E-mail Address:

Application and Authorization for CRISP Web Access

Description of Web Access:

The Consortium for Eadiologic Imaging Studies of Polveystic Kidney Dizease (CEISE) has made some adminisrative information
accessible to suthonzed users through the Infernet. Study codes are used to protect patient anonynuty. All CRISP study data are privileged
and confidential.

Intemnet access to CRISP mformation is restricted to certified CRISP study personnel whe have specifically been granted authorization for
CPRISP smdy Internet access by the Diata Coordinating Image Analysis Center (DCIAC). Web access to the smdy information is restricted
by & unigue user [0 and password for each staff member. Each clinie will be able to access only its clinic™s data.

Terms of Agreement for Web Access:

I agree not to release any information from the CEISP web access system to anyone outside of the CRISP study or to any CRISP study
certified persomnel from other clmies. I agres to safeguard my user ID and password and not make them available to any other person. I
understand that upon leaving the study or for other reasonable causes, noy user ID and password will be deactivated.

Applicant Signanre: Date:

PI Signature: Date:

For DCTAC Use Only:

User I Temporary Password:

Diate Assigned: Date Femoved:

Conments:

mvg 111052007 Page lofl
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Missing Data Report, Form 54
CRISPII

<A
Vo
had 4

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant 1D phedial Clinical Center: pron

wisit:

Missing Data Report

Date of Visit: dvdate

Form Id: formid.

Enter variable name: form_var

Re-Enter variable name: form_var

Reason missing: reason

CRISF Member completing this farm

calidnum

Date Form Completed ! !

Data Entry Status:  Please check to indicate that the above information has been entered O

Primary Enterad by Date I dedate

CRISP Il. Missing Date Report. Form 54
Version 1, O7/25/2007
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CRISP Il

T
Vo

Lifestyle Form-Family Member, Form 58

Attention - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Participant |D- phdid Clinical Center: pcen
viait: Family Member ID fammbr
Lifestyle Form — Family Member
Date of visit dwdate ‘ ‘ “ | ‘ ‘ ‘ ‘ | ‘
Smoking and Tobacco:
Za. Has the participant ever smoked cigarettes? cayn 00O Mo 10 Yes
(Go to# 2e)
2b. ifyes, CEEVEM
10 Current {Go o #2d)
20 Former (Go 1o #2c)
2c. I former smoker, quitdate: __ __/ ___ __ _ {Go 1o #2e)
gsm Maonth Wear gay
2d. If current smoker, how many packs per year does the participant
smoke? poy
2e. Has the participant used any other types of tobacco? 00 Mo 10 Yes
otytol (G0 10 #33)
21, If yes, which types?
20.  Cigars 0 O Nao cigar
1 0 Yes
2h.  [f yes, how many cigars ? __ __ cignm
2i. Pipe 0 O No pipeyn
1 O Yes
2j. Chewing Tobacco/Snuff 0 O No chewyn
1 0 Yes
Caffeinated Beverages:
Ja. Does the participant drink caffeinated coffee or tea? cucaff 00 Mo 10 Yes
(Go to #3b)

If yes, chack time interval and enter the average number of caffeinated &8 ounce cups per

Infensal; cupcaf
10 Perday
20 Perweek
3 0 Per month

Number of § ounce cups per interval_

coafunit

Crispll Lifestyle Form — Family Member, Form 58
Version 2, 1002802007

FPage 1 of 4
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Lifestyle Form-Family Member, Form 58

CRISP Il Attention - DO NOT enter patient data on this form if the header does not contain
{:ﬁ preprinted CRISP ID number, clinical center ID, and visit number.

]
¢:} Participant ID: podic! Clinical Center: peen

vigit: Family Member ID fammbr

Lifestyle Form — Family Member

3b. Does the participant drink other caffeinated beverages? cafotby 00O Mo 10 Yes
{Go 1o #3c)

If yas, check time interval and enfer the average number of caffeinated 12 ounce portions per
interval.  glassc

10 Perday
20 Perweek  Number of 12 ounce portions per interval __ __ scafunif
3 0O Per month

Jc. Does the participant drink alcohol? acar 00O Mo 10 Yes
{Go 1o #4)

If yvas, check fime inferval and enter the average number of alcoholic drinks per intervall  nad
{1 drink=any of the foliowing: 12 ounces of beer, 4 ounces of wine, 1.5 ounces liguor)

10 Perday

20 Perweek Number of drinks per interval __ __ aslconit

3O Per month

Analgesic Use History: Record the average number per manth over the last vear. 0=Farticipant doesnt use

4a. Acetaminophen tablets: _ _  sce# 8b. Aspirin Tablets: __ _  a=prt
Awg. number per month Awg. number per month
4c. Combination analgesics: __ _ _ combat 8d. NSAIDs: _ nsaigt
Axg. number per month Axg. number per month
4e. Medical use of marijuana: __ _ _ cum 8f. Cox2 Inhibitors __ _  coxz
Awg. Mumbsr per month Avg. number per month
Has the participant used illicit drugs in the last year? ildrg 00O Mo 10 Yes

If yes, check all that apply
O Hemin  duk
O Marijuana duma
O Methamphetaming gumeth
O Cocaine duc
O Other duo

If other, specify: athr

Crispll Lifestyle Form — Family Member, Form 53 FPags Z of 4
Version 2, 10/28/2007
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Lifestyle Form-Family Member, Form 58
CRISP Il

- Attention - DO NOT enter patient data on this form if the header does not contain
‘_-. s preprinted CRISP ID number, clinical center ID, and visit number.
L L}
A Participant ID: pdid Clinical Center: pcen

vizit: Family Member ID fammbr

Lifestyle Form — Family Member

. List all current prescription medications, over the counter medications and all natural
products/protein supplements,

Prescribed Medications | prest

preg?

presd

presd

presh

prest

pres?

presg

Ower the Counter oct]

Medications ocf2

orfd

octd

ool

ocif

orfT

octd

All Natural Products! nppT

Protein Supplements npps

npp3

nppd

npp5

npp&

nppy

nppd

Crispll Lifestyle Formn — Family Member, Form 58 FPage 3 of 4
Version 2, 10/28¢2007
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Lifestyle Form-Family Member, Form 58

CRISP Il a4t ontion - DO NOT enter patient data on this form if the header does not contain
preprinted CRISP ID number, clinical center ID, and visit number.

Vo
Participant |D: pdid Clinical Center: peen

viait: Family Member ID fammbr

Lifestyle Form — Family Member

CRISF Member completing this form

coidnum
Date Form Completed ! !

Data Entry Status: Please check to indicate that the above information has been entered O

Frimary Enterad by: Date: ___ ¢/ { _  _ dedate
deidnum
Secondary Entered by: Date !

Crispll Lifestyle Form — Family Member, Form 58 Fages 4 of 4
Version 2, 102872007
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List of Medications That Should be Avoided

LIST OF MEDICATIONS THAT SHOULD BE AVOIDED
BY CRISP PKD STUDY PARTICIPANTS

PLEASE NOTE: These medicines should not be taken for at least ONE week prior to Enroliment and each
subsequent Visit in the CRISP Study.
**Extra-Strength Tylenol® is acceptable for pain or discomfort.

Names of some of the more-common Non-Steroidals (NSAIDS)

1. Salicylates (Aspirin, Empirin, Midol)
2. Fioricet

3. Fiorinal

4. Phrenilin Forte

5. Ibuprofen/Excedrin/Advil

6. Motrin

7.  Nuprin

8. Naproxen Sodium/Naprosyn/Anaprox/Aleve
9. Diclofenac

10. Indomethacin

11. Sulindac

12. Tolmetin

13. Celecoxib

14. Rofecoxib

15. Meclofenamate

16. Mefanamic Acid

17. Nambumetone

18. Piroxicam

19. Fenoprofen

20. Ketaprofen (Extended Release)

21. Oxaprozin

22. Etodolac

23. Ketorolac

24. Toradol

25. Celebrex

26. Viox

27. COX* Inhibitors

28. *NOTE: Hydrochlorthiazide (any Diuretics) should not be started asa NEW  antihypertensive treatment

< 2 wks prior to Enrollment Visit. (If it is necessary for you to start this medication, Enroliment should be
delayed for 2 weeks).
29. The following medications also interfere with Creatinine excretion and should not be used for 4 days prior
to each Visit:
e Trimethoprim (Bactrim/Septra)
e Cimetidine/Tagamet.

PLEASE REVIEW THIS LIST. If you have any questions or are taking any of these medicines, PLEASE CALL your
Physician or your Nurse Study Coordinator.
Thanks.
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Application for a CRISP Ancillary Study

APPLICATION FOR A CRISP ANCILLARY STUDY

Background

The Consortium of Radiologic Imaging Studies of PKD (CRISP) is conducting a multicenter
descriptive study of non-azotemic adult subjects over an 8 year time frame. Initial published studies
based on the first four years (Kidney Int. 64:1035-45, 2003; N Engl J Med. 354:2122-30, 2006; J Am Soc
Nephrol. 2006;17:3013-9) were drawn from history and physical examinations of 241 subjects and
recorded annual conventional laboratory data together with measurements of iothalamate clearance,
total kidney volume, total cyst volume, cyst number (left kidney mid-slice, one time only), PKD genotype
and specific mutations and the rate of change in TKV and TCV over a three year interval.

CRISPIl is underway and will extend CRISP another 4 years allowing additional conventional and
new clinical and laboratory determinations to be made. In addition, serum, plasma, urine and DNA
samples will continue to be placed in an NIH Repository to be used by CRISP investigators as well as
those non-CRISP investigators who make application for an Ancillary Study.

The Specific Aims for CRISPII investigators are:
Aim 1: Extend the preliminary observations of CRISPI to ascertain the extent to which quantitative
(kidney volume and hepatic and kidney cyst volume) or qualitative (cyst distribution and character)
structural parameters predict renal insufficiency.

Aim 2: Extend the preliminary observations of CRISPI to ascertain the extent to which age and sex-
adjusted measurements of renal blood flow by MR technology predict the rate of renal growth; and,
renal blood flow and kidney volume predict the rate of renal function decline in ADPKD.

Aim 3: Exhaustively analyze the living database and stored biologic samples derived from CRISPI and the
CRISPII extension to develop and test new metrics to quantify and monitor disease progression.

CRISPII site specific aims include:
Mayo/UAB: Collect DNA samples and clinical information from CRISP family members known to have
ADPKD for use in future studies to examine genotype-phenotype correlations and to identify genetic
modifiers

Emory: To determine the contribution of blood pressure phenotype (24 hour ambulatory blood
pressure levels) and circulatory measures of the renin-angiotensin-aldosterone system to the prediction
of disease severity defined as renal and cyst volume and change in renal and cyst volume over time in
CRISPII participants.

University of Pittsburgh: Determine the growth of individual renal cysts from serial MR images and
compare it with models of cyst growth and changes in the total kidney and renal cyst volumes.

Kansas University: Extend the analysis of monocyte chemotactic protein-1 (MCP-1) excretion to
determine if absolute levels of urinary MCP-1 excretion and changes in the rates of excretion bear
relation to specific morbid events (e.g. gross hematuria, new onset hypertension urinary tract infection,
renal stone, nonspecific renal pain, and worsening renal function (declining GFR or increased
albuminuria).

Members of the CRISP Steering Committee include (Patient Care Site Pls noted in bold): W. M.
Bennett (chair), A..B.Chapman, J.E. Bost, J.J.Grantham, L.M. Guay-Woodford, C.M. Meyers, V.E. Torres.
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Application for a CRISP Ancillary Study

Investigators with an interest and expertise in PKD may submit preliminary proposals to
utilize this unique and precious database and repository of biologic samples provided they do not
conflict with existing aims of CRISP investigators. In addition, new investigators may propose
additional clinical data gathering in support of new hypotheses addressed to the clinical diagnosis,
clinical manifestations of ADPKD or clinical progression of ADPKD. Successful applicants will be
expected to work in collaboration with one or more CRISPII patient care site investigators.

OVERVIEW

Participation in, and approval of an ancillary study is subject to review by the CRISP Ancillary
Studies chair, and formal approval by the CRISP Steering Committee.

To facilitate application the investigator should send a preliminary draft of the proposal to the
chair of the Ancillary Studies Committee, Jared J. Grantham M.D., jgrantha@kumc.edu. Proposals
should be submitted electronically in MS Word format/Arial font 12. Limit to 5 single spaced pages.
Preliminary data validating new biomarker assays (plasma or urine) in PKD subjects versus controls is
essential.

The chair will consult other members of the CRISP Steering Committee to determine if the
proposal fits within the guidelines and capabilities of the CRISP protocol.

Format outline

1. Title of study

2. Principal Investigator and co-investigators

3. Institution, department, telephone, fax, email

4, Suggested CRISPII primary care site collaborator (excludes chair)

5. Planned start date (Note: Preliminary application must be made at least two months
before any grant submission deadline.)

6. Brief background (with references), rationale and importance.

7. Hypothesis and Specific aims

8. Specific analytical methods used to analyze repository samples, if assay new to CRISP,
and clinical data collection methodology, including questionnaires in an appendix, if
applicable.

9. Funding plans and estimated costs. (Note: No funds are provided by CRISPII; moreover,
if the collection of unusual samples or patient-specific information is planned, then PCC
sites must be reimbursed for coordinator costs and supplies).

10. Are there any potential burdens to participants?

11. How many participants are required? Has a power analysis been done?

12. How will subject confidentiality be assured?

13. What CRISP core data and/or analysis are needed? Repository plasma, serum, DNA, or
urine only? Will you need fresh blood or urine samples collected in the PCC?

14. What quantities of specimens will be needed? Repository plasma, serum, DNA, or urine
only? Will you need fresh blood or urine samples collected in the PCC?

15. Sources of funding

After preliminary review and provisional acceptance, more detailed information may be
requested before final approval.

SOME THINGS TO CONSIDER
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Application for a CRISP Ancillary Study

An ancillary study is one based on information from the CRISP study participants or
study data in an investigation or analysis that is relevant to, yet not described in the
Study protocol, and derives support from non-CRISP funds.

Screening studies, i.e. to survey a microarray or proteomics database, will not be
eligible. Rather, steering committee support of CRISP ancillary studies will require well-
developed analytic tools based on preliminary studies.

Proposals requesting only access to de-identified stored urine and plasma/serum
samples and derived data e.g. DNA, GFR measurements, total kidney volume and kidney
growth rate may not require local IRB approval, but investigators are encouraged to
check with their local IRB.

Once the proposal passes CRISP review you will be able to contact the Repository where
samples from 2001-2005 are stored, and new samples will be added.

An ancillary study applicant may propose the collection of additional data not collected
or analyzed as part of the routine CRISP study data set provided that the samples can be
collected at a regularly scheduled visit and funds are available from the investigator to
cover the costs.

All Ancillary Studies must include at least one Steering Committee member as a
collaborating investigator who will not participate in the final merit review of the
proposal.

The proposed study must meet the standard of highest scientific merit.

The proposed study must not interfere with the completion of the main objectives of
the CRISP Study.

The proposed study must be acceptable to the research subjects (consideration of time,
discomfort, privacy).

The proposed study must put minimal demand on scarce CRISP Study resources such as
blood samples.

The proposed study must require the unique characteristics of the CRISP Study cohort to
accomplish its goals.

The proposed study must not create a serious diversion of CRISP study resources
(personnel, equipment or study samples) or investigator/staff time.

The investigator must abide by the rules and regulation for CRISP covered in the Manual
of Procedures that will be provided to successful applicants.
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CRISP/HALT-PKD MOU

Memorandum of Understanding (MOU)
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Memorandum of Understanding
CRISP & HALT-PKD Consortia
December 2007

This Memorandum of Understanding (MOU) is between the Consortium for Renal Imaging
Studies of Polycystic Kidney Disease (CRISP) Steering Committee and the Halt Polycystic
Kidney Disease (HALT-PKD) Steering Committee. This MOU has been formally reviewed and
approved by all voting members of both the HALT-PKD (-----) and the CRISP steering
committees (13 December 2007).

The CRISP is an NIDDK-funded prospective, longitudinal study to evaluate the accuracy and
validity of magnetic resonance imaging to determine disease progression in autosomal dominant
form of Polycystic Kidney Disease (ADPKD) that has now entered a second phase (CRISP I1I).
The CRISP observational study does not exclude participants from enrolling in interventional
studies such as HALT-PKD.

The HALT-PKD is an NIDDK-funded two treatment trial of patients with PKD; Study A is for
patients with early disease and Study B is for patients with more advanced disease.

Subjects participating in both CRISP-I1 and HALT-PKD Study A or HALT-PKD Study B, will
be asked to sign consent forms that permit sharing of their de-identified data between the
investigators in both studies. The data to be shared between CRISP-I1 and HALT-PKD
investigators meet current definitions and criteria of “de-identified” with the exception of date of
enrollment into either study. Only data on consenting subjects will be shared between the Parties.
Participating sites with both CRISP and HALT-PKD patients will advise the Data Coordinating
Centers of corresponding ID numbers for the two studies, and will provide the Data Coordinating
Centers with verification that informed consent has been obtained for data sharing between the
two study groups.

This agreement outlines the understanding between the two steering committees regarding dual
subject participant involvement, data sharing and use of data, confidentiality, publications and
ancillary studies that utilize both CRISP and HALT-PKD subject data.

The steering committees agree to the following:

e The HALT-PKD Data Coordinating Center will provide the CRISP Data Coordinating
Center with HALT-PKD Study A and Study B baseline visit data throughout the conduct
of the HALT-PKD Study A and Study B, on a mutually agreed upon schedule. The
baseline visit data that will be provided will include: imaging, biochemical, genetic and
pertinent clinical data to be designated by the Steering Committee prior to transfer.

e The CRISP Consortium will analyze the baseline visit data in accordance with the current
CRISP protocol analytical plan and will not use the data for any other purpose. The
CRISP Data Coordinating Center will not provide the HALT-PKD patient data to any
third parties for any purpose.
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Page -2-

Subsequent HALT-PKD Study A and Study B patient data will be provided by the
HALT-PKD Data Coordinating Center to the CRISP Data Coordinating Center after
submission of the initial publication on the primary end-points of HALT-PKD Study A
and Study B, respectively. The subsequent visit data that will be provided will include:
all imaging, biochemical, genetic and pertinent clinical data to be designated by the
Steering Committee prior to transfer.

The CRISP Data Coordinating Center will provide the HALT-PKD Data Coordinating
Center with the CRISP-I and CRISP-11 data for subjects who participate in HALT-PKD
Study A and HALT-PKD Study B at the conclusion (within 90 days of last HALT-PKD
patient visit) of the HALT-PKD Study A and HALT-PKD Study B, respectively. The
CRISP I and CRISP |1 data that will be provided to HALT-PKD Study A and HALT-
PKD Study B will include: all imaging, biochemical, genetic and pertinent clinical data.
The HALT-PKD Data Coordinating Center will analyze the data in accordance with the
current HALT-PKD protocol analytical plan and will not use the data for any other
purpose. The HALT-PKD Data Coordinating Center will not provide the CRISP study
data to any third parties for any purpose

There is an existing CRISP/HALT-PKD Liaison Committee with the following
representative members: CRISP Steering Committee Chairperson, HALT-PKD Steering
Committee Chairperson, NIDDK CRISP and HALT-PKD Program Officials, the
Principal Investigator from the CRISP Data Coordinating Center, the Principal
Investigator from the HALT-PKD Data Coordinating Center, and two Principal
Investigators involved in both the CRISP and HALT-PKD studies.

The CRISP/HALT-PKD Liaison Committee will review all ancillary study applications
and manuscript/publications proposals that involve both CRISP and HALT-PKD subject
data. Review and approval by the CRISP/HALT-PKD Liaison Committee will be
required prior to submission to the Ancillary/Publication subcommittees of CRISP and
HALT-PKD.

All ancillary studies that utilize both CRISP and HALT-PKD subject data will be
reviewed by both CRISP and HALT-PKD Ancillary Studies committees with
clarification from the applicant that both data sets are being requested after approval by
the CRISP/HALT-PKD Liaison Committee.

All manuscript/abstract/presentation proposals that utilize both CRISP and HALT-PKD
subject data will be reviewed by both CRISP and HALT-PKD Publications committees
after approval by the CRISP/HALT Liaison Committee.

The period of this MOU will be in effect for six (6) years from the above-listed date of
this agreement.
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Biosample Repository

Assembling the Refrigerated Laboratory Shipper

1. Insert the Vacutainers into the bubble wrap pouch.

2. Roll up and place the bubble wrap pouch into the zip-lock biohazard
bag with a white absorbent sheet. Squeeze the air out of the bag and
seal it.

3. Place a frozen gel pack in the bottom of the foam cooler.

4. Place the zip-lock bag on top of the frozen gel pack. If necessary,
add additional packing to prevent contents from shifting

5. Put the lid on the foam cooler, and place a copy of the specimen
shipment form on top of the cooler lid.

6. Close and seal the outer box with packing tape.

7. Affix the “UN 3373 Biological Substance Category B” label on the
top of the box in the upper right corner.

8. Affix the repository address label on the same side of the box in the
upper left corner.

9. Use the pre-printed Fed Ex air bill to ship specimens to the NIDDK
Repository:

a. Section 1, From: Fill in your name, return address, phone
number and the date. Leave “Sender’'s FedEx Account Number”
blank.

b. Section 5, Packaging: Place a check mark in the “Other” box.

c. Section 6, Special Handling: Place a check mark in the “No”
box, indicating no dangerous goods are in the shipment.

d. Section 7, Payment: Enter “1” under “Total Packages” and the
total weight of the package.

Follow the peel-and-stick instructions on the back of the air bill to affix
it to the box as shown.

10. Call Federal Express, 1-800-GO-FEDEX (1-800-463-3339). Give
them the account number (in Section 7, Payment) on the preprinted
FedEXx air bill and your pickup address. FedEx will dispatch a courier
to pick up the package. Please schedule shipments Monday through
Thursday. Do not ship specimens on Fridays; the repository is
closed on weekends.

11. Send a shipment notification to the repository via email at BIO-
NIDDKRepository@thermofisher.com or fax (301-515-4049) on the
day the package is picked up by FedEx. Include the 12-digit FedEx
tracking number in the notification.

12. Contact the NIDDK Repository via email or call Heather Higgins
(240-793-0353) or Sandra Ke (240-686-4702) regarding questions
about packaging and shipping.
07 Mar 2007
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Biosample Repository

Assembling the STP 320 Repository Shipper

1. Upon receipt of the empty shipping kit from the repository, remove the “EMPTY
PACKAGING” cover from the outer box.

2. Place the specimen box and the absorbent strip inside the plastic bag. Seal the bag.
3. Place the plastic bag inside the white Tyvek envelope. Seal the envelope.

4. Place the Tyvek envelope in the cardboard inner box. If only one or two specimen
boxes are being shipped, fill the rest of the space inside the cardboard inner box with
packing material (e.g., bubble wrap) or an empty specimen box to prevent movement
during shipment. Tape the box and place it in the middle of the cooler.

5. Fill the remainder of the space between the inner cardboard box and the inner walls
of the cooler with dry ice.

6. Place the lid on the cooler. Place the “EMPTY PACKAGING” cover and shipping
form on top of the cooler lid.

7. Close and tape the outer cardboard box.

8. Place a checkmark in the block on the outer cardboard box next to “BIOLOGICAL
SUBSTANCE, CATEGORY B”. Do not cover this marking with labels.

9. Affix a label with your name and return address to the side of the box in the
“Shipper:” block.

10. Affix the repository address label to the side of the box in the “Consignee:” block.

11. Affix the dry ice label below the repository address label. Enter the weight of dry ice
on the label in kilograms.

12. Affix the “UN3373 BIOLOGICAL SUBSTANCE, CATEGORY B’ label to the right of
the dry ice label.

13. Use the pre-printed Fed Ex air bill to ship specimens to the NIDDK Repository:

Section 1: Fill in your name, return address, phone number and the date. Leave
“Sender’s FedEx Account Number” blank.

Section 6, Special Handling: Check “Yes, Shippers Declaration not required”.
Check the “Dry Ice” block; enter “1” and the weight of dry ice in kg.

Section 7: Enter “1” under “Total Packages” and the total weight of the package.

Follow the peel-and-stick instructions on the back of the air bill. As shown, affix the
air bill to a side of the box adjacent to the labeled side.

14. Call Federal Express, 1-800-GO-FEDEX (1-800-463-3339). Give them the account
number (in Section 7, Payment) on the preprinted FedEx air bill and your pickup
address. FedEx will dispatch a courier to pick up the package. Please schedule
shipments Monday through Wednesday to avoid weekend shipment delays. Do not
ship frozen packages on Friday; the repository is closed on weekends.

15. Send a shipment notification to the repository via email at BIO-

NIDDKRepository@thermofisher.com or fax (301-515-4049) on the day the package is
picked up by FedEx. Include the 12-digit FedEx tracking number in the notification.

16. Contact the NIDDK Repository via email or call Heather Higgins (240-793-0353) or
Sandra Ke (240-686-4702) regarding questions about packaging and shipping.
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Consent Approval Letter / NIDDK Central Repository Office
Emory letter goes here...
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Consent Approval Letter / NIDDK Central Repository Office
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Public Health Service

C DEPARTMENT OF HEALTH & HUMAN SERVICES National Institutes of Health
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Mational Institute of Diabetes,
Digestive and Kidney Diseases
Bethesda, Maryland 208562-5458
(301) 584-6007

(301) 480-3510 Fax

2, 2007
Zp 2UUY

May Z

Dr. Vincent Torres

Mayo Clinic Rochessts
200 First Stre=st mathwest
Rochester, Minnesota 55%0%

Dear Dr. Torres

The informed conssent from your site in the “Consortium for
Radiologic Imaging Studies of Polycystic Kidney Disease” (CRISPE
II) (Relatives) study has besen reviewsd by the NIDDE Cantral
Eepository office and has besen approved.

Consent Version Date Page Numbers Comments:

April 12, 2007 5-7 ¥, Approved as Written

Please revise the cc msent and send me the IRB-approved revised
version. Should yo any further questions or concserns,
please do not hesitate to contact me

Sincarely,

Jeanette Hammond, EN
Repository Specialist

-

Cc: Kristin Cornwell, RN
Heather Higgins, ThermoFfisher
Dana Witt, Rutgers

T

Dr. Catherine Meyers
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Consent Approval Letter / NIDDK Central Repository Office
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Public Health Service

a DEPARTMENT OF HEALTH & HUMAN SERVICES Mational Institutes of Health

Mational Institute of Diabetes,
Digestive and Kidney Diseases
Bethesda, Maryland Z08B82-5458
(301) 5394-6007

(301) 480-3510 Fax

Dr. Liza M. Guay-Woodford
University of Alabama at Birmingham
701 20% street South

Birmingham, AL 25294

Dear Dr. Guay-Woodford,

The informed consent from your site in the “Renal Imaging to

Assess Progression in Autosomal Dominant Polycystic Kidney Disease
(ADPDK) : Extension” (CRISP II) =tudy has bssn reviswsd by the

NIDDK Central Repository office and has besn approved.

Consent Version Date Page Numbers Comments:
February 1, 2007 8-9 X, Approved as Written
Should you have any further qusstions or concerns, pleass do not
hesitate to contact me.

Sincarely,

Jeanstte Hammond, RN
Repository Specialist

Cc: Mary Virginia Gaines
Heather Higgins, ThermoFisher
Dana Witt, Rutgers
Dr. Catherins Maysrs
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Consent Approval Letter / NIDDK Central Repository Office

Public Health Service

C DEPARTMENT OF HEALTH & HUMAN SERVICES Mational Institutes of Health

MNational Institute of Diabetes,
Digestive and Kidney Diseases
Bethesda, Maryland 2Z0882-5458
(301) 594-6007

(301) 480-3510 Fax

Dr. Jared Grantham
The Universzity of Kansas Mediczl Center
Kansas City, KS €eled

Dear Dr. Grantham,

The informed consent from your site in the “Consortium for
Radiological Imaging Studies of PED” (CRISP II) study has been
reviewsd by the NIDDE Central Repository office and has been
approved.

Consent Version Date Page Number Comments:

May 8, 2007 4 X, Approved as Written

Should you have any further questions or concerns, please do not
hesitate to contact me.

Sinceresly,

Jeanettse Hammond, EN
Repository Specialist

Zc: Mary Virginia Gaines
Heather Higgins, ThermoFisher
Dana Witt, Rutgers

Dr. Catherine Meyers

216
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CRISP Il Study IRB Approval Letters
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CRISP Il IRB Approval Letters

Data Coordinating Center Image Analysis Center (University of Pittsburgh) IRB Approval Letter

University of Pittsburgh 3500 Fifth Avene
Institutional Review Board E}f;ﬂﬂif& 15713

(412) 383-1480
(412) 3831308 (fax)

MEMORANDUM

TO: Kyongtae Ty Bae, MD, PhD

FROM: Christopher Ryan, PhD, Vice Chair C"‘{‘“
DATE: Movember 6, 2007

SUBJECT: IRE #0610082: Renal Imaging to Assess Progression n Autosomal Dominant
Polycystic Kidney Disease (ADPKD): Extension (CRISP I}

Your renewal with modifications of the above-referenced proposal has received expedited
review and approval by the Institutional Review Board under 45 CFR 46110 (7).

Flease include the following information in the upper right-hand comer of all pages of the
consent form:

Approval Date:  November 5, 2007
Renewal Date:  November 5, 2008
University of Pittshurgh

Institutional Review Board

IRB #0610082

Flease note that it is the investigator's responsibility to report to the IRB any unanticipated
problems involving risks to subjects or others [see 45 CFR 45.103(b)(5) and 21 CFR
56.108(b]]. The IRE Reference Manual (Chapter 3, Section 3.3) describes the reporting
requirements for unanticipated problems which include, but are not limited to, adverse events.
If you have any questions about this process, please contact the Adverse Event Coordinator at
412-383-1504.

The protocol and consent forms, along with a brief progress report must be resubmitted at
least one month prior to the renewal date noted above as required by FWAOODDETS0
(University of Pitisburgh), FWAOO006735 (University of Fittsburgh Medical Center),
FWADDOO0800 (Children's Hospital of Pitisburgh), FWAQDD03567 (Magee-Womens Health
Corporation), FWAQO003338 (University of Pittsburgh Medical Center Cancer Institute).

Please be advised that your research study may be audited periodically by the
University of Pittsburgh Research Conduct and Compliance Office.

CRkh
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CRISP Il IRB Approval Letters
Data Coordinating Center Image Analysis Center (Washington University) IRB Approval Letter

&3 Washington University in St.Louis

Human Research Protection Office Barnes: Jewish Hospital

51. Louis Children's Hospital
Washington University

April 12, 2007

Fred Prior, PhD
Radiology (General)
Box 8131

RE: 00-0976
Data Coordinating and Image Analysis for CRISP I

Dear Dr. Prior:

The above-stated protocol was reviewed and approved by the Human Research Protection
Office (HRPO). Following please find specifics of the approval:

Appreval Date: 4/12/2007

Date released for accrual: 4/12/2007

Expiration Date: :f{ ﬂs

R’I;‘:a;hkﬁt:rﬂve : Miniral Risk Cont. Review { Expedited 9)
Reviewing Committee: 08 MRCR

HIPAA Compliance: Exermpt

A subcommittee of WU HRPO members have been desig_:lated by the I-IRPOandCha!r “;l::nf;v;::lvm
a1l submissions that meet the criteria for “Expedited” review. Al actions and f;lc:;gulatozy
of the subcommittees are reported to a full board committee in accordance wi
requirements for “Expedited” review.

HRPO lies with the regulations outlined in 45 CFR 46, 45 CFR 164, 21 CFR 50,
g%;‘;u%. ThccgnI{I‘:?lP Federal Wide Assurance numbers for'WUSM, BIH, and SLCH are
FWA00002284, FWA00002281, and FWAQ0002282 (respectively).

If further information is necessary, please contact the HRPO office at (314) 633-7400.

.

Philip Ludbrook, M.D. ‘
Associate Dean and Chair

Sinc

CC: Mary Virginia Gaines
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CRISP Il IRB Approval Letters

Emory University IRB Approval Letter

FROM: Susan M. Ray, MD
Vice Chair
Emory University IRB

TO: Arlene Chapman, MD
Principal Investigator

CC: Han Yoosun MedRenal
Langley Sharon MedRenal
Watkins Diane MedRenal
Wilkening Beth MedRenal
Martin Diego  Radiology - Main

Rahbari Oskoui Frederic MedRenal
DATE: April 20, 2007

RE: Notification of Full Board Approval
IRB00002998

RENAL IMAGING TO ASSESS PROGRESSION IN AUTOSOMAL DOMINANT POLYCYSTIC
KIDNEY DISEASE (ADPKD): EXTENSION (CRISP 1)

This is your notification that your above referenced study was reviewed and APPROVED under the Full Board
review process by Committee IV, per pediatric category 45 CFR 46.404. This approval is valid from
3/28/2007 until 3/27/2008 . Thereafter, continued approval is contingent upon the submission of a renewal
form that must be reviewed and approved by the IRB prior to the expiration date of this study.

Any reportable events (serious adverse events, breaches of confidentiality, protocol deviation or protocol
violations) or issues resulting from this study should be reported immediately to the IRB and to the sponsoring
agency (if any). Any amendments (changes to any portion of this research study including but not limited to
protocol or informed consent changes) must have IRB approval before being implemented.

All correspondence and inquiries concerning this research study must include the IRB ID, the name of the
Principal Investigator and the Study Title.

Sincerely,

Susan M. Ray, MD

Vice Chair

Emory University Institutional Review Board
This letter has been digitally signed

Emory University
1256 Briarcliff Road, NE Room 307N - Atlanta, Georgia 30306
Tel: 404.712.0720 - Fax: 404.727.1358 - Email: irb@emory.edu - Web: http://www.emory.edu/irb
An equal opportunity, affirmative action university
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CRISP Il IRB Approval Letters

Mayo Clinic IRB Approval Letter

From: IRBe [irbe@mayo.edu]

Sent: Thursday, April 12, 2007 1:43 PM

To: Spencer, Dorothy C.

Subject: A Protocol has been Approved by IRB

Principal Investigator Notification:
From: IRB
To:  Vicente Torres

CC: Study Team Members that are marked as wishing to receive correspondence regarding the protocol/grant
application

Re:  Application # 06-009502
Click the link below to access the protocol/grant application information in your IRBe workspace, as well
as the approved consent document(s)/Rough Word consent
document(s) that need to be used when submitting consent changes as part of a modificaiton request (if
applicable) under the Documents tab:

06-009502

Please note that all correspondence (modifications, progress reports, reportable events (SAEs/Deviations) related to this
study/grant application must be submitted electronically in the IRBe system.
The following is an excerpt from the minutes of the Full-Blue Thursday of the Mayo Clinic Institutional Review Boards
meeting dated 4/12/2007:

The Committee reviewed and (8-0) approved the protocol entitled "Renal Imaging To Assess Progression In Autosomal
Dominant Polycystic Kidney Disease (Adpkd): Extension (Crisp Il) " from Dr. Vicente Torres (Principal Investigator, Pl)
and colleagues. This approval is valid for exactly one year unless during the year the IRB determines that it is appropriate
to halt or suspend the study earlier. A maximum of 358 adult participants (ages 18-75) with Polycystic Kidney Disease is
approved for target accrual in this protocol at Mayo Clinic Rochester. The Committee noted justification for not having a
DSMB was appropriate because this is not an interventional trial. The Committee noted Biospecimens Subcommittee
approval dated March 8, 2007, and Nephrology Research Committee approval dated December 20, 2006. In accordance
with 45 CFR 46.306, the Committee determined that prisoners are not appropriate for enroliment in this protocol as the
study offers no benefit to participants. The questionnaires, patient contact letters, and telephone scripts were approved for
use in the study, as written. The Committee noted $300 remuneration will be provided to participants who have
successfully completed study interventions and determined this is acceptable. Funding for the study will be provided by
the National Institute of Diabetes and Digestive and Kidney Diseases. Due to HIPAA regulations, if an investigator will
obtain protected health information to recruit subjects into non-therapeutic studies on or after April 14, 2003, he or she
must submit a “Review Preparatory to Research” form before obtaining such information.

The form can be found on the IRB website at http://resis.mayo.edu/resis/myprojects/irb_preparatory.cfm. The Committee
noted a request to waive HIPAA authorization in order to collect protected health information on deceased family
members. The Committee noted verification from Dr. Torres that all criteria for waiver of HIPAA authorization are met for
this protocol. The Committee therefore approves waiver of HIPAA authorization in accordance with applicable HIPAA
regulations and waiver of informed consent in accordance with 45 CFR 46.116(d). The Committee approved the
participant consent form with revisions, including updates to the current Mayo template. The IRB office will provide the
final approved consent form on the IRBe workspace for this item. 06-009502.

Rubin, Joseph M.D. , Chair

Aimee Gabrielson , Specialist

Mayo Clinic Institutional Review Boards
Full-Blue Thursday
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‘ ' CRISP Il IRB Approval Letters
University of Alabama-Birmingham IRB Approval Letter

LR 5000, OF
s NMEDICINE

James A. Pittman Gensral Clinical Research Gerter

Tuly 11, 2007

Lisa Guay-Wondford, MD
KAWL, 740, =ip 0024

RE:. GCRC Protocel#1311 “Renal Imaging to Asseds Progression: in Autosomat Dominast Polycystic Kidney
Disease (ADPKD): Extesision (CRISP IT)* IRB Protacol #F070226008"

At the Scientific Advisory Committse Meeting héld gn-Taly 10, 2007 your pratoco] listed above was appraved for
inplementation.on the Genetal Clinical Rescarch Center 2s follows. -
StudyClassification: A -

Priciity Score: 1.48

. # of inpatients: 31
# ofitiparient days: 62

© # of outpatients: 531
i of puitpatients visits: 62
Award: $1.685.63 for inpatient and $123.69 for outpatient anmually for serum creatinine, total electrolyte, lipid pazel,
B-HCG qualitative urive preguaney test, random wrine albumin, sador wrine creatinine, random urine
albumin/creatinie ratio, and GFR, test pharmacy charge,

Additional Comments: _

The GCRC requires thatan approved IRB aud consent form be onfile in the GCRC office before initiating the protbeol.

The GERC reqixites any Tevisions to. the consent form that are submitted to thie IR also be-sent to the GCRC. All
cormespoudense submitied to and received fiom the TR should be copied o the GCRO's Research Subject

Advocate, Kathleen Powell. Thisinclndes renewals, amendments, revised consents, and reports from data safety

monitors, Al SAFs andunexpected AEs should be recsived by the GCRC within 10 days of occarrence.

NIH REQUESTS THAT YOU CREDIT GCRC GRANT #M01-RR00032 AS PROVIDING
SUPPORT FOR THIS PROTOCOL IF ANY INFORMATION (JOURNAL ARTICLE,
BOOK, ABSTRACT) IS PUBLISHED AS A RESULT OF THIS STUDY,

Priot to initiation of this protocel you must schedale an in-service af least o weeks before your first subject is enrolléd
with the GCRC nursing staff. Please contact Jolene Tewis at 4-6669 to-schedule this in-service. :

We look foriard to working with you on this protocol. If you'have questions please call me at 44852,
Stncerely, ' )

S NNV

Decarlos Wright

My si & below signifies that I umnderstand the
these requirements. Pléase retum a-signaegd cof

The Unlwersity of
MB07 Medizal Edusation Buitding Alabame at Blrminghum
1813 Bth Avehue South Mailing Address:
205.934,4552 MER MEQT
Fax 205.975.6618 619 19TH ST 5
Rttp:/Avwigare.uab.ecu 1. BIRMIMGHAM AL 35240-6809
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CRISP Il IRB Approval Letters

University of Alabama-Birmingham IRB Approval Letter (continue)

QM No. 0990-0263
Approved for uge through 113972008

Protection of Human Subjects
Assurance Identification/IRB Certification/Declaration of Exemption
(Common Rule)

Folicy: Resaareh aciviles hvalving human subjects mey notbe conduclen orsupported by - [netlitions must hev n assLIANC of complance that applies bo tha research ko b
the Depariments and Agancles-adoping the Common Ruls (SEFR280C3, June 18, 1981) sonducted and should submé certiication of IRB review and approvel with aath applistion of
untess tne anvilias are dxampt from or approved in acconiance with the Commonule. Ses  propreal unless otharwise advisad By the Deparimant oe Agenty.

seclion 101{b) of the Gomman Rula for exemptions, insittions subrritting applications or

proposals for suppart tustsubimil certficalion of gapropriste Instfabanal Rendeny Board (iRB)

tevlew and approvel to the Deperboant or Agency In accordansa with the Gommae Rule.

1. Request Type 2, Type of Mechanizn 3. Name of Federal Department or Agency and, if knowet,
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CRISP Il IRB Approval Letters

University of Kansas IRB Approval Letter

The University of Kansas Medical Center

Human Research Protection Program

May 14, 2007

Project Numbenr: 10824 _
Project Title: Consortium For Radiologic Imaging Studies Of Polyeystic Kidney Disease (CRISPII)
Sponsor: National Institutes of Health

Protocol Number: QG816940

Primary Investigator: Jared J Grantham, M.D.

Department Internal Medicine '

Meeting Date: 5/8/2007

HSC Approval Date: 5/8/2007

HSC Expiration Date: 5/7/2008

Type of Approval: Full Committee Review — New Protocols

Dear Investigator:

This is to certify that your research proposal involving human subject participants has been reviewed and
approved by the KJ Human Subjects Committee. This approval is based upon the assurance that you will protect the
rights and welfare of the research participants, employ approved methods of securing informed consent from these
individuals, and not involve undue risk to the human subjects in light of potential benefits that can be derived from
participation. It is the investigator's responsibility to only use those informed consent documents bearing the correct
approval and expiration dates when obtaining informed consent from research participants.”

Approval of this research is contingent upon your agreement to:

(1) Adhere to all KUMC Policies and Procedures Relating to Human Subjects, as written in accordance with
the Code of Federal Regulations (45 CFR 46),

(2) Maintain copies of all pertinent information related to the research study including, but not limited to,
video and aundio tapes, instruments, copies of written informed consent agreements, and any other
supportive documents in accordance with the KUMC Research Records Retention Policy.

(3) Report unanticipated problems to the HSC by completing the Internal or External HSC Unanticipated
Problem/Adverse Event reporting form, as applicable.

(4)  Submit deviations from previously approved research activities which were necessary to eliminate
apparent and immediate dangers to the subjects by using the KUMC Protocol Deviation Report.

(5) Submit Amendments to the HSC for any proposed changes from the previously approved project using
the Request for Amendment form. Changes may not be initiated without prior HSC review and approval,
unless a delay in implementation would place subjects at risk.

(6) Submit Continuing Review Form (CR Form) to the KUMC HSC before the expiration date. Federal
regulations and HSC policies require continuing review of research at intervals appropriate to the degree
of risk, but not less than once per year.

If you have any questions regarding the human subject protection process, please do not hesitate to contact our office.

Ve@n}y%

Daniel J. Voss, M.S., 1.D.
IRB Administrator

RECEIVED
MAY 16 2007

Mail-Stop 1032, 3801 Rainbow Blvd., Kansas City, KS 66160
Phone: (813) 588-1240 Fax: (913) 588-5771 humansubjects@kumc.edu

Clinical Research Adiinistiation
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Emory University Consent Form

Emory University Consent Form

Study Mo IRBODO0D222E Emaory University IRB Document Approved On: 100302007
RB use only Project Approval Expires On: 32772008

CONSENT TO PARTICIPATE IN A RESEARCH STUDY AT EMORY
UNIVERSITY SCHOOL OF MEDICINE

TITLE OF sSTUDY: CONSORTIUM FOR RADIOLOGIC IMAGING STUDIES OF POLYCYSTIC
KIDNEY DISEASE (CRISP II)

INVESTIGATORS NAMES, DEPARTMENTS, PHONE NUMEBERS

Arlene B. Chapman, M. D. Imternal Medicine  {404) 727-2525
Frederic Rahbari Oskoui, MD Imternal Medicine  {404) 727-2525
Diego Martin, MD, PLD Radiclogy (404) T78-3800
George Baramidze, MD Internal Medicine (404) 727-1525
COORDINATORS® NAMES, DEPARTMENTS, PHONE NUMBERS
Yooszun Han Internal Medicine (404) T27-1525
Beth Wilkening, PA-C Internal Medicine  (404) 656-3250
Diane Watkins Imternal Medicine  {404) 727-2525
Bijan Ahvari Internal Medicine (404) T27-1525
Sharon Langley, M5 Internal Medicine (404) T27-1515

PURPOSE:

Tou have been invited to voluntzer for a ressarch project funded by the National Institutes of Health.
Tou are being asked to participate becanse you have polycystic kidney disease (PED), and you parficipated in
the original Consortrum for radiologic imaging studies of polyeystic kidney disease (CRISP) smudy. The
purpose of this study is to continue fallowing yvou for another four yvears to determune if pictures of your kidneys
using magnetic resonance mmaging (MREI) can detect change in kidney size over a short period of time. If you
enroll, you will participate for 48 months (4 vears).

If you decide to volunteer and participate in this smdy, 2 mumber of tests will be done that are outlined
below. Eligible subjects are being enrclled at other sites in the U5 A and include the Mayo Foundation,
University of Kansas Medical Center and Umversity of Alabama at Binmingham. It is expected that all 73
subjects who participated in CRISP at Emory will be enrolled and at least 220 subjects will be enrolled
altogether. At this site, all studies will be performed at the General Clinical Research Center (GCRC) mpatient
or cutpatient wmt at Emory University Hospital and the Satellite GCR.C at Emory Crawford Long Hospital.

PROCEDURES:

The CEISP II protocel includes participants that enrell in other interventional trials. If CRISP II
participants are recruited into an interventional trial {2z HALT climeal trial that also requires imaging studies)
the visits for CRISP II and for the interventional trial will be coordinated to avoid duplication of tests and undue
burden on you. You will, however, complete the necessary studies of CRISP II that are not included in HALT
or any other interventional study.

Subject’s Name
Page 1 of 7
Version Date: 10/26/07
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If you are also a participant in the National Institutes of Health (NTH) sponsored HALT clinical trial or any
other interventional study, please read the following statements and make your choice:

1. I pernut the deidentified nformation (1dentified by CEISP ID number only) collected for the CRISP study to
be provided to the HALT or any other interventional trial investigators

O es ONao Please mitial here: Date:

2. T permit deidentified information {identified by HALT ID number or any other interventional study number)
collected for the study to be provided to the CRISP investigators

O es ONao Please mitial here: Date:

A: FLIGIBILITY DETEEMINATION:

Wou are eligible if you participated in the original CRISP cohort smudy. Initially, a medical history and 2
complete physical exam will be done to determine your overall health. The physical exam will include height,
weight. and blood pressure measurements. If you have serions heart, liver, hing or other medical conditions,
you may not participate in this extended CRISP I study. Included in your medical history, a family tree
(pedigree) will be done. We may request information about vour family and ask for your help in getting this
information. Once the needed pieces of information are obtained, and if you are eligible, vou will be enrolled
mto the study and admitted to the General Climeal Research Center (GCEC) at Emory University Hospatal for
testing.

B: GENERAL CLINICATL EFSEARCH CENTER (GCRC) STAY at vears 1 and 3:

You will spend as few as one and as many as two days at the inpatient or outpatient GCRC at Emory
University Hospital. These visits will occur years 1 and 2 throughout the study. Yeou will be asked to give a
medication history. You will also have blood pressures measured at least nine fimes. This will be done in the
same arm that was nsed mn CRISP I A special test with blood and urine collections to measure your kidney
funection will be done, and special pictures of your kidneys using MELMEA will be done.

Bi: LABORATOEY TESTS:

The freshly veid urine will be collected during your GCEC stay. The results from this test will
will be parformed on women with child-bearing potentizl prior to undergomg any tests. ¥ou will be told if you
are pregnant. Blood samples will be obtamed during your visit to determine your chemistry and cholesterol _ _ _
profile, and other markers that may 1dentify risk for renal failurs in PED. About 30 ml or 4 tablespoons of blood
will be taken for these tests. Some of bloed and urine samples will be sent to the NIDDE Central Eepositories
(2 cenfral reposttory, Fisher BioServices, and the NIDDE Center for Genetic Smdies, Eutgers University Cell
and DN A Bepository), a research resource supported by the National Institutes of Health. The Bepesitory
collects, stores, and distributes biological samples and associated data from people with many kinds of
disorders, from wnaffected family members, and from other healthy people. The purpose of this collection s to
mzke samples available for use in research for the study of Autosomal Dominant Pelycystuc Eidney Disease,
Subject’s Name
Page 1 of7
Versiow Date: 10026107
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after the current study 1s completed. Sending samples to the Eepository may give scientists valuable research
material that can help them to develop new diagnostic tests, new reatments. and new ways to prevent
Autosomal Deminant Polyeystic Kidney Disease.

De-identified (identified by CEISP ID mumber only) blood and urine samples will be shared with other
CRISP site investigators.

Bii RADIOLOGY TESTS:

An MEIMEA of vour kidneys will be done. When you have an MEIMEA | vou will lie sull in the
scamner (a hollow tube) for up to 90 mimites. While you are in the scanner, yvou will be moved slowly and
pictures of your kidneys will be made. You will be asked to hold your breath for 30 seconds when each picture
is taken. There 13 no radiation exposure associated with this procedure.

Biii GLOMERUTAR FILTRATION RATE (GFR) TEST:

Wour kidney function will be measured using a special test called a GFR test. GFE 15 a test of how well
the kidney filters and cleans the blood. Durnng tlus test you will not eat food but you will drink water a number
of times so that vou make enough unne. Iothalamate meglumine will be injected under your skin in the upper
arm &t the beginning of the test. This 1z absorbed into the blood and carmied to the kidneys to be filtered.
During the test, two blood samples (1 teaspeonful each) will be obtained. The duration of the test will be
approximately two hours. You will be asked to go to the bathroom at least three times during the test. An
ulrasound of your bladder will be done after you go to the bathroom te be sure that your bladder empties. Gel
will be placed on the skin above your bladder and a probe will be moved over the skin. If vou do not empty
your bladder completely after vou go to the bathreom, yon will be asked to go to the bathroom agam. If you
cannet empty vour bladder during the test, it will be stopped and repeated on another day.

Each of the tests mentioned above, (the GFR test and the MEIMEA) will be done once every two years over a
four-year peniod. Blood for gene testing or DNA analysis if needed, will be obtained once.

C: Optional General Clinical Research Center (GCRC) VISIT at vears 2 and 4:

Atyears 2 and 4, vou will have 20 ml of blood samples (2 tablespoon) collected either at the GCRC or at
your local clinie to measure yvour kidney fimction. Your local lab will be contacted divectly with the procedure
to be followed, and your blood samples will be shipped to the GCEC to process.

OUTPATIENT FOLLOW-TTP :

After the GCEC tests are done, you will be discharged from the GCEC, and continue under the care of
vour own primary physieian. We ask that vou keep track of any change in your medications, whether preseribed
or over the counter. We will contact you and your dector’s office every six months between GCRC wvisits. At
this time, we will talk with you on the phene to determine if any medication changes, illnesses, or
hosprtalizations have ocewrred. These phone calls will not be longer than £3 minntes. We may request
information obtamned by vour docter during this time_ If vou have been hospitalized, we request permission to
receive medical records from vour hespitalization. If you have any surgery perfonmed, we reguest access to
medical records from those surgeries. If vou have any radiology tests performed such as an x-ray, CT scan,
Subject’s Name
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ulrasound, or other test, we request permission to obtain those records. By signing this informed consent form,
you are giving us permission to obtain these records.

ALTERENATIVES:

The altemative to consenting to participate in this study is not to participate at all. If this were the case
and you decide not to participate, there will not be changes in your treatment and you will continne to receive
vour usual medical care.

EISKS:

Due to the investigational nature of this study there may be unforesesable risks.

If you are a woman of childbeaning potential vou will undergo 2 unnary pregnancy test prior to
undergoing the GFR test. If vou know that you are pregnant you must inform the principal mvestizator and not
participate in this study. If you become pregnant after completion of the first visit of this study, you need to
inform the principal investigator to determune if and when vou should be studied again.

There are risks related to blood drawing that include pain, bruising and infection. Fisks related to
mtravenous catheter placements are also present and melude paimn, bruising and infection. Given that the
infravenons line i3 in place for an extended amount of time (between 2 and § hours), mild discomfort may be
present for a few days after the test.

There are no known risks from the magnetic resonance imaging. However, the hollow tube is nammow
and some people have anxiety related to being clesed in or claustrophobia. This occurs in approximately 12%
of people.  If vou have any pacemakers or metal objects that are not compatible with 2 magnetic resonance
Image you may not participate in this study.

BENEFITS:

There are no direct benefits to you for participating in this study. Information regarding your level of
kidney involvement may help to determine how fast you are progressing with PKD. This information will be
made available to your treating physician. YTou will continue to receive your usual treatment by vour primary
physician. No changes to vour usual care will be mstifuted by this study. If you are thinking about participating
in another clinical study or trial, you need to discuss this with the Study Coordmator and the Prineipal
Investigator before vou can participate.

CONFIDENTTALITY':

All information concerning vou will be kept private. In particular, given the hereditary nature of PED,
extra cars will ke taken to maintain your anenymety. All subject records will be filed based on a special umgue
identifier other than your name. As well, all data will be kept in a computer databaze that i3 internet, hospital
and medical insurance inaccessible. Ultimately, research records of the hospital, like hospital charts, may be
obtained by court order. If information about vou is published, it will be written in & way that you cannot be
recognized.

By signing this form, you are giving permission for your physician to allow the study sponsor, and any
regulatory body to review the mformation regarding your participation in the study and your medical records.
All data and medical records associated with your participation in this study will be kept confidential except

Subject’s Nams
Page 4 of 7
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where noted, and as may be required by law. You will be 1dentified by a unique 1dennfier and net your name,
including to the spensor and regulatory body.

People other than those doing the study may lock at both medical charts and study records. Agencies
and Emery departments and committees that make mles and policy about how research 1s done have the night to
review these records. So do companies and agencies that pay for the study. The government agencies and units
within Emory respensible for making sure that studies are conducted and handled correctly that may look at
your study records in order to do this job meluding the Food and Drug Admimstration, the Office for Human
Eesearch Protections, the spensorn(s), the Emory University Institutional Review Board, the Emory Office of
BEesearch Compliance, the Clinical Trials Office, ete. Companies and other groups that pay for studies and that
are listed in consent and authorization documents alse will have the night to lock at your records. In addition,
records can be opened by court order or produced in response to a subpoena or a request for production of
documents. We will keep any records that we produce private to the extent we are required to do so by law. We
will use 2 smdy number rather than your name on study records where we can. Your name and other facts that
mught pomt te you will not appear when we present this study or publish its results.

If you are or have been a patient at an Emory Healtheare facility, then vou will have an Emory
Healthcare medical record. If you have never been an Emory Healtheare patient, then you will not have an
Emeory Health medical record and no medical record will be created for vou just because you are participating in
a stody.

Due to confidentiality considerations, the Emory IRB has determined that the results from following
tests and precedures that are done during the research study should not be mcluded in any medical record you
have. The researchers will take steps to make sure that these results are net placed in any Emery Healtheare
medical record that you may have, and the results will net e made available to any other healtheare providers
who may be giving you treatment. It will be up to you to let your healtheare providers know that you are in a
clinical mal. These results will be kept by the researchers in a research record.

Fesults from other tests and procedures done during the smdy that are performed. analyzed and/or read
at or for Emory Healtheare facilities that can be used for healtheare purposes and that are not hsted above, will
be included in any Emory Healthcare medical record that vou have. Persons who have access to vour medical
record will be able to have access to all results that are placed there, and the results may be used by Emory
Healtheare facilities to help provide vou with medical care. Any results that are kept as part of your medical
record are not covered by certamn state and federal laws and regulations that may prevent the disclosure of
research data. However, the confidentiality of the results m the medical record will be govemead by laws such
as HIPAA that concemn medical records.

Emery University does not have any control over results from tests and procedures performed and/or
analyzed or read at an—Emcm. Healthcare facilities. These results are NOT routinely melnded in medical
records at Emory Healtheare facilities, and they will not necessarily be available to Emnn Healtheare
providers. Emc-r;. University also does not have control over any other medical records that vou may have with
other healthcare providers and will not send any test or procedure results from the study to these providers. Itis
up to you to let these healtheare providers know that you are participating in a clinical trial.

Some tests and procedures that may be performed during this study by Emory Healtheare or other
facilities or persons MAY NOT BE LOOKED AT OR. READ FOR ANY HEAITHCARE TEEATMENT OR
DIAGNOSTIC PURPOSES. THESE TESTS AND PROCEDURES WILL OWNLY BE LOOKED AT FOR

Subject’s Name
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EESEARCH FUERPOSES AND THE RESULTS WILL NOT BE REVIEWED TO MAKE DECISIONS
ABOUT YOUE. PERSONAL HEALTH OFR. TREATMENT.

Dme to confidentiality considerations, the Emory IRB has determined that a copy of your signed
Informed Consent form and signed HIPAA Authorization form should not be included i your medical record.
Accordmgly, 1f vou have an Emory Healtheare medical record, copies of these forms will not be placed there.
However, the following information will be mcluded i any Emory Healtheare medical record you have in lien
of mchnding copies of these documents: (a) statement that you are enrolled in a research study and your
informed consent has been obtamed; (b) list of the contact information for the researcher who is in charge of the
study: {c) description of any intervention required by other health care professionals to deal with any potential
medical problems arising from the study: and (d) deseription of when and how health care providers may gam
access to research information that may be necessary for the provision of medical treatment, and a statement
that such research information will be provided to health care providers upon request.

COSTS AND COMPENSATION:

There are no costs te you for partictpating in this study. There 1s no financial reimbursement for
participating in this study. In the event that njury eccurs as a result of this research, medieal treztment will be
available. However, you will not be provided with reimbursement for medical care other than what your
insurance carrier may provide, nor will you recetve other compensation. Emory University, Emory University
Hospital, The Emory Clinic, Emory Crawford Long Hospital, and Children’s Healtheare of Atlanta have made
ne provisions for payment of costs associated with any injury resulting from participation in this study. For
more mformation concerning the research and research related nisks or mjuries. you can centact Dr. Chapman,
the investigator in charge at (£04) 727-2525.

VOLUNTARY PARTICTPATION WITHDRAWATL:

Participation in this study 13 vehmtary. You are free to withdraw your participation at any time. ¥ our
decision to participate or not participate will in no way affact your current or future treatment. There will be no
medical conseguences if vou decide not to participate or if you withdraw from the study. The mvestigator
retains the right to withdraw subjects fom the study if she thinks that it 15 in your or the study s best interest. If
your participation is stoppad, vou will ke notified in person. All information regarding this study will be made
available to your reating physician.

CONTACT PEESONS:

To make inguiries concerning this study, contact Dr. Arlene Chapman at (404) 727-2325. If you have
any questions or concerns about your rights as a participant m this research stody, vou may contact Collzen
Dﬂc:nm:- PhD, Chzir, Emory Un.neriln Tnstitutional Review Board at (4047 712- 0720,

NEW FINDINGS:

In the event that any significant new findings are developed duning the course of the research, this
information will be provided to you.

A copy of this consent form will be given to you. Your signature below indicates that you consent to
volhunteer for this study.
Subject’s Name
Page §of 7
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I have read this authorization form and have been given the chance to ask guestions about it. T am
signing this form vohmtarily and I understand that by signing I will be autherizing the Researchers to use and

disclose my PHI as described in this form.

Patient/Subject Signature Date Time
Patient/Subject Printed Name

Legal Guardian Signature Diate Time
Witness Date Time
Signature of Person Obtaining Consent Diate Time

Printed Name of Person Obtaining Consent
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EMORY UNIVERSITY SCHOOL OF MEDICINE
INFORMED CONSENT FORM

TITLE: RENAL IMAGING TO ASSESS PROGRESSION IN AUTOSOMAL DOMINANT
POLYCYSTIC KIDNEY DISEASE (ADPKD): EXTENSION (CRISF II)

Principal Investigator: Arlene B. Chapman, MD Internal Medicine (404) 727-2525
Co-investigator: Diego Martin, MD, PhD Radiology (404) 778-3800
Sub-mvestigator: Frederic Rahbar Oskoui. MD Internal Medicine (404) 727-2525
George Baramidze, MD Internal Medicine (404) 727-2525
Study Coordinator:  Yoosun Han Internal Medicine (404) 727-2525
Study Personnel: Beth Wilkening, PA-C Internal Medicine (404) 686-8280
Diane Watkins Internal Medicine (404) 727-2525
Biyan Ahrarn Internal Medicine (404) 727-2525
Sharon Langley, MS Internal Medicine (404) 727-2525
Introduction:

You are being asked to take part in this research study because you have polycystic kidney disease
(PED) and vou are a relative of a participant in the oniginal Consortium for Radiologic Imaging Studies of
Polycystic kidney disease (CEISP Study). The purpose of this study is to collect more exhaustive family
histories of all CRISP I patients to draw an electronic pedigree of each family and to identify genetic factors
that influence the severnty of the cystic disease. Up to 370 affected relatives of CRISP I participants will be
enrolled in the study at Emory University, Atlanta, GA (approximately five affected relatives for each of the 73
CRISP [ participants studied at Emory University). Additional affected relatives will be enrolled at the other
CRISP [ sites including, the Mayo Clinic in Rochester, Minnesota, University of Alabama, Birmingham, and
Kansas University Medical Center, Kansas City, MO. The National Institutes of Health are funding the study.

What will I he asked to do?

A blood sample (30 mL or approximately two tablespoonfuls) will be obtained by venipuncture for a
measurement of serum creatimine and extraction of DNA. You will be asked to complete a lifestyle
questionnaire (smoking history, caffeine use, estrogen use, and levels of physical activity) and a family history
questionnaire. Y ou will be asked to sign a release form to have the last imaging study (CT scan, MRI or
ultrasound) of vour kidneys sent to the investigator (Dr. Chapman) for her review. The entire procedure should
take 15 minutes. Your blood will be processed 1n several ways for this study, one of which will include making
an unlimited source of material for future study. By making an unlimited source, we will be able to continue
this study for a long time without needing to ask for any fresh blood samples from you. Any biclogical products
that are made from your sample will be stored at the NIDDK Central Repository. In order to protect your
privacy, all samples and products made from vour blood will be assigned an identification code that does not
include any of yvour persenal information. Your sample will be stored for as long as 1t 1s useful, unless you ask

Subject’s Name
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us to destroy it sooner. Y ou may request that your sample be destroved at any time, simply by contacting the
Principal Investigator (Arlene B. Chapman, MD at 404-727-2525 or 101 Woodruff Circle, suite 338, Atlanta,
GA 30322) The Principal Investigator of this study may also share stored samples with other scientists for
research purposes. but your name will not be given to them.

Are there any risks?

Collecting blood from a vein m vour arm 1s a standard medical procedure, although sometimes there
may be some discomfort or bruising. Because we will be looking at genetic information in your blood, there
may also be other risks that we currently don't recognize or expect. For more information concerning potential
research-related risks or injuries, you can contact Arlene B. Chapman, MD, the Principal Investigator for this
study (404-727-25235 or 101 Woodruff Circle, suite 338, Atlanta, GA 30322).

Are there any benefits?

Although your participation in this studyv may not directly help vou or your relatives, the results of this
research project should help us understand more about polyeystic kidney disease (PED).

What about results or new findings?

The information that is learned from studies of your samples may be used scientifically. and may be
used by the sponsor in other research. The results of our studies of vour samples WILL NOT be made available
to yvou or to your referring health care professional because your blood will be assigned an identification code
that does not include any of vour personal information and your name will not be given to scieniists for research

purposes.
What about my privacy?

All information about you will be kept private. Please understand, however, that research records, like
hospaital charts, can be obtained by court order. Also, the study's sponsor. The National Institutes of Health,
including the Emory University Institutional Review Board, may review the information regarding your
participation n this study. All information and medical records associated with yvour participation i this study
will be kept private, except as explained above, or as specifically authorized by you 1n future communication.
You will be 1identified by a unique code whenever possible. If information about vou 1s published. we will write
it in such a way that you cannot be recognized. Unless you disagree (see below), the Principal Investigator will
keep a private list that links yvour sample code with vour name. allowing him/her to know which samples were
collected from vou. You can request that we do not keep any information linking your name with yvour sample,
but please understand that once we lose the ability to know which sample(s) came from you, we also lose the
ability to destroy your samples upon request, or to respond to any future requests you may make regarding
results or new mformation.

Please initial the line before "do” or "do not” to indicate your wishes.

I do do not want the Principal Investigator to retain information that links my sample with my
name.

Will there be any costs or payments?

Subject’s Name
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There will be no extra costs to you or your insurance company for participating in this study. The
research aspects of this project are funded by The National Institutes of Health. Similarly, vou and/or vour
relatives will not recetve any money for participating mn this study. You should also understand that blood
removed from yvou for this study may be valuable for scientific. research. or teaching purposes, or for the
development of new medical products. By agreeing to participate in this research, vou authonize Emory
University and members of its staff to use vour blood for these purposes. If this future research leads to the
development of new diagnostic tests. new medicines, or other uses that may be commercially valuable, you will
receive no financial benefits.

Whatif I am injured?

In the very unlikely event that you are mjured as a result of this blood drawing. medical treatment wall
be made available to you. However. it will be your responsibility and vour insurance carrier's responsibality to
pay for this care, and you will not receive any other payments. Emory University has not set aside any funds for
payment of costs associated with any injury resulting from participation in this study.

What are my options?

Participation 1n this study 1s voluntary. You are free not to participate in this study. or to withdraw your
participation at any tume. Y our decision to participate or not participate in this study will m no way affect your
current or future medical treatment. Should you wish to withdraw once you have already donated samples,
simply notify Arlene B. Chapman, MD at 404-727-2525 or 101 Woodruff Circle, suite 338, Atlanta, GA 30322,
Similarly, you do not have to agree to participate in any follow-up activities that mayv be asked of you at a later
tumne.

Who should I call if I have guestions?

If vou have any questions about this study, please contact the Principal Investigator, Arlene B
Chapman, MD at 404-727-2525 or 101 Woodmff Circle, suite 338, Atlanta, GA 30322 If you have further
guestions about your rights as a volunteer, vou may contact Dr. Colleen Dilorio, the Chair of the Emory
University Institutional Review Board (IRB), at 404-712-0720.

A copy of this consent form will be given to vou.

Your signature below mdicates that you consent to volunteer erther vourself. or the child or adult for whom you
serve as guardian (as indicated), for participation in this study.

Signature (patient/subject) Date/Time Signature {parent or guardian) Date/Time

Signature Date/Time
(person obtaining consent)

Subject’s Name
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EMORY UNIVERSITY SCHOOL OF MEDICINE
INFORMED CONSENT FORM

TITLE: RENAL IMAGING TO ASSESS PROGRESSION IN AUTOSOMAL DOMINANT
POLYCYSTIC KIDNEY DISEASE (ADPKD): EXTENSION (CRISP II)

Principal Investigator: Arlene B. Chapman, MD Internal Medicine  (404) 727-2525
Co-investigator: Diego Martin, MD, PhD Radiology (404) 778-3800
Sub-investigator: Frederic Rahbari Oskoui, MD Internal Medicine (404) 727-2525
George Baramidze, MD Internal Medicine (404) 727-2525
Study Coordinator:  Yoosun Han Internal Medicine (404) 727-2525
Study Personnel: Beth Wilkening, PA-C Internal Medicine (404) 686-8280
Diane Watkins Internal Medicine  (404) 727-2525
Bijan Ahrari Internal Medicine  (404) 727-2525
Sharon Langley, MS Internal Medicine  (404) 727-2525
Introduction:

You are being asked to take part in this research study because you have polyeystic kidney disease
(PKD) and you are a relative of a participant in the original Consortium for Radiologic Imaging Studies of
Polycystic kidney disease (CRISP Study). The purpose of this study is to collect more exhaustive family
histories of all CRISP I patients to draw an electronic pedigree of each family and to identify genetic factors
that influence the severity of the cystic disease. Up to 370 affected relatives of CRISP I participants will be
enrolled in the study at Emory University, Atlanta, GA (approximately five affected relatives for each of the 73
CRISP I participants studied at Emory University). Additional affected relatives will be enrolled at the other
CRISP I sites including, the Mayo Clinic in Rochester, Minnesota, University of Alabama, Birmingham, and
Kansas University Medical Center, Kansas City, MO. The National Institutes of Health are funding the study.

What will I be asked to do?

A blood sample (30 mL or approximately two tablespoonfuls) will be obtained by venipuncture for a
measurement of serum creatinine and extraction of DNA. You will be asked to complete a lifestyle
questionnaire (smoking history, caffeine use, estrogen use. and levels of physical activity) and a family history
questionnaire. You will be asked to sign a release form to have the last imaging study (CT scan, MRI or
ultrasound) of vour kidneys sent to the investigator (Dr. Chapman) for her review. The entire procedure should
take 15 minutes. Your blood will be processed in several ways for this study, one of which will include making
an unlimited source of material for future study. By making an unlimited source, we will be able to continue
this study for a long time without needing to ask for any fresh blood samples from you. Any biological products
that are made from your sample will be stored at the NIDDK Central Repository. In order to protect your
privacy, all samples and products made from your blood will be assigned an identification code that does not
include any of your personal information. Your sample will be stored for as long as it is useful, unless you ask

Subject’s Name
Page 1 of 3
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us to destroy it sooner. You may request that your sample be destroyed at any time, simply by contacting the
Principal Investigator (Arlene B. Chapman, MD at 404-727-2525 or 101 Woodruff Circle, suite 338, Atlanta,
(GA 30322) The Principal Investigator of this study may also share stored samples with other scientists for
research purposes, but your name will not be given to them.

Are there any risks?

Collecting blood from a vein in your arm 1s a standard medical procedure, although sometimes there
may be some discomfort or bruising. Because we will be looking at genetic information in your blood, there
may also be other risks that we currently don't recognize or expect. For more information concerning potential
research-related risks or injuries, you can contact Arlene B. Chapman, MD, the Principal Investigator for this
study (404-727-2525 or 101 Woodruff Circle, suite 338, Atlanta, GA 30322).

Are there any benefits?

Although your participation in this study may not directly help you or your relatives, the results of this
research project should help us understand more about polyeystic kidney disease (PKD).

What about results or new findings?

The information that is learned from studies of your samples may be used scientifically, and may be
used by the sponsor in other research. The results of our studies of your samples WILL NOT be made available
to you or to your referring health care professional because your blood will be assigned an identification code
that does not include any of your personal information and your name will not be given to scientists for research
purposes.

What about my privacy?

All information about you will be kept private. Please understand, however, that research records, like
hospital charts, can be obtained by court order. Also, the study's sponsor, The National Institutes of Health,
including the Emory University Institutional Review Board, may review the information regarding your
participation in this study. All information and medical records associated with your participation in this study
will be kept private, except as explained above, or as specifically authorized by you in future communication.
You will be identified by a unique code whenever possible. If information about you is published, we will write
it in such a way that you cannot be recognized. Unless you disagree (see below), the Principal Investigator will
keep a private list that links your sample code with your name, allowing hinmv/her to know which samples were
collected from you. You can request that we do not keep any information linking your name with your sample,
but please understand that once we lose the ability to know which sample(s) came from you, we also lose the
ability to destroy your samples upon request, or to respond to any future requests you may make regarding
results or new information.

Please initial the line before "do" or "do not" to indicate your wishes.

I do do not want the Principal Investigator to retain information that links my sample with my
name.

Will there be any costs or payvments?
Subject’s Name
Page 2 of 3
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There will be no extra costs to you or your insurance company for participating in this study. The
research aspects of this project are funded by The National Institutes of Health. Similarly, you and/or your
relatives will not receive any money for participating in this study. You should also understand that blood
removed from you for this study may be valuable for scientific, research, or teaching purposes, or for the
development of new medical products. By agreeing to participate in this research, you authorize Emory
University and members of its staff to use your blood for these purposes. If this future research leads to the
development of new diagnostic tests, new medicines, or other uses that may be commercially valuable, you will
receive no financial benefits.

What if I am injured?

In the very unlikely event that you are injured as a result of this blood drawing, medical treatment will
be made available to you. However. 1t will be your responsibility and your insurance carrier’s responsibility to
pay for this care, and you will not receive any other payments. Emory University has not set aside any funds for
payment of costs associated with any injury resulting from participation in this study.

What are my options?

Participation in this study is voluntary. You are free not to participate in this study, or to withdraw your
participation at any time. Your decision to participate or not participate in this study will in no way affect your
current or future medical treatment. Should you wish to withdraw once you have already donated samples,
simply notify Arlene B. Chapman, MD at 404-727-2525 or 101 Woodruff Circle, suite 338, Atlanta, GA 30322.
Similarly, you do not have to agree to participate in any follow-up activities that may be asked of you at a later
time.

Who should I call if I have questions?

If you have any questions about this study, please contact the Principal Investigator, Arlene B.
Chapman, MD at 404-727-2525 or 101 Woodruff Circle, suite 338, Atlanta, GA 30322. If you have further
questions about your rights as a volunteer, you may contact Dr. Colleen Dilorio, the Chair of the Emory
University Institutional Review Board (IRB), at 404-712-0720.

A copy of this consent form will be given to you.

Your signature below indicates that you consent to volunteer either yourself, or the child or adult for whom you
serve as guardian (as indicated), for participation in this study.

Signature (patient/subject) Date/Time Signature (parent or guardian) Date/Time

Signature Date/Time
(person obtaining consent)

Subject’s Name
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IEB # 06-009502 00
Consent form approved April 12, 2007;
This consent valid through April 11, 2008;

1. General Information About This Research
Study

Study Title: “Consortivm for Radiologic Imaging Studies of Polycystic Kidney
Diesase (CRISP II)” (Proband)

Name of Principal Investigator on This Study: Dr. V. E Torres and Colleagues
A. Study Eligibility and Purpose

You are being asked to take part in this research study because vou have polyeystic
kidney disease (PED) and vou participated in the original Consortivm for Radiologic
Imaging studies of polyeystic kidney disease (CRISP) Study. The purpose of this study
15 to continue following you for another four vears to determine if pictures of vour kidney
using magnetic resonance immaging (MRI) can detect change in kidney size over a short
period of time. If you enroll, vou will participate for 48 months (4 vears).

As you read this form describing the stdy, ask any questions vou have. Take your time
to decide. Feel free to discuss the study with vour family, friends, and healthcare provider
before you decide. You may stop participating at any time during the study. You may
decide not to participate. If so, none of vour current benefits or normal health care will
be affected in any way. When you feel comfortable that all your questions have been
answered, and vou wish to take part i this study, sign this form in order to begin your
participation. If vou are agreeing for someone else. yvou need to sign this form. Your
signature means vou have been told about the study and what the risks are. Your
signature on this form also means that you want vourself to take part in this study.

If vou are unclear about anything along the way, please ask until you feel you understand.
B. Number of Participants

At least 210 subjects will be enrolled in this study in the United States. Fiftv-eight (38)
people will be enrolled at the Mavo Clinic in Rochester, Minnesota. The other sites
mclude Emory University, Atlanta, GA, University of JLI'{buna Birmingham, and
Kansas Unnersm Medical Center, Kansas City, MO.

C. Additional Information You Should Know

The NIH 15 funding the study.

The NIH will pay vour study healtheare provider or the institution to cover costs related
to your participation in the study.

IEB 08-002302 00 Page 10f13 MC1552rev0g0d
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2. What Will Happen to You While You Are
in This Research Study?

If vou agree to be in the study. yvou will be asked to participate in the following:
You will be scheduled for visits, Baseline (Year 1) and 3 vearly follow-up visits (Year 2.
Year 3, and the last visit Year 4)

A Baseline (Year 1) and Year 3 Visits

For these visits yvou will be admitted to the In-Patient Clinical Research Unit (CRIT) at St
Mary's Hospital. The following tests and exanunations will be performed at that visit:

A medical history, medication history, and complete physical exam will be done to
determine vour overall health. The physical exam will mclude height, weight, and blood
pressure measurements

Y ou will have blood pressures measured af least six times using a technique similar to
that used in CRISP L

A blood test to determine pregnancy will be performed on women with child-bearing
potential prior to undergoing any tests. You will be told if vou are pregnant. If you are
pregnant, your participation 1n the study will be postponed.

Blood samples will be obtained during your visit to determine vour chemistry and
cholesterol profile. and other markers that may identify risk for renal (kidney) failure in
PED. About 50 ml or 4 tablespoons of blood will be taken for these tests. A fresh urine
sample will be collected for measurements of albumin, creatinine, and other markers that
may identify risk for renal failure in PED. Deidentified blood and urine samples will be
stored in a central repository and shared with other CEISP mnvestigators. These samples
will be identified only by a special CRISP assigned number.

A specialized test of vour kidney function with blood and urine collections will be
performed at Year 1 and Year 3. Your kidney function will be measured using a special
test called a GFE. Test (Glomerolar Filtration Rate). This test measures the kidney's
ability to filter and clean the blood. A substance called Iothalamate will be injected under
vour skin in the uwpper arm. This substance is absorbed from the injection site into the
blood and 15 carried to the kidneys for filtration. Also, during thas test two small blood
samples (1 teaspoon [5 ml] each) will be obtained by placing a needle 1n the vein in vour
arm. Before and during this test you will not be allowed to eat food. However, vou will
be asked to drink water several times because it is important for the accuracy of the test.
You will be asked to complete three urine collections in the course of the test. A small
machine, called a Bladder Monitor, will be used to be sure that vour bladder empties
completely when doing these unine collections. For this examination, jelly will be placed
on the skin and a probe that measures bladder volume will be moved over the skin. The
GFR test will take approximately two hours to complete.

IEB 08-002302 00 Page 20f13 MC1552revig0a
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A Magnetic Resonance Imaging (METI) study will be done to determine the size of your
kidneys. The MEI will be performed without admimistration of contrast (gadelimum). An
MEI involves lying still in a hollow tube or scanner for short periods of time. The total
duration of the MEI will be approximately 45 minutes. You are moved slowly through
the scanner while images of vour kidneys are made. There 15 no radiation exposure
associated with this procedure. The MET will be done at Year 1 and Year 3.

At the Year lvisit only, if vou have not already done so during vour CEISP I study
participation, you will be asked to provide a blood sample for genetic testing. This
testing requires obtaining approximately 2 tablespoons (30 ml) of blood from your arm.
The doctors involved in this study will 1selate genetic material (DNA) from the
derdentified (1dentified by CEISP ID number only) blood sample in order to study the
family factors. or genes, that are mherited and cause Autosomal Dominant Polyeystic
Eidney Disease (ADPKD). Because the genetic tests in this study are not used for
regular medical care, you will not be told the results of the test(s). The test results will
also not be put in vour medical record. In addition, 1f yvou agree. vour blood cells will be
put through a process called immortalization, to enable the researchers to have DINA for
future research studies related to this project.  In case either the DINA isolation or the
immortalization process fails vou may be asked to provide an additional blood sample to
repeat the procedure. When these studies are completed, this procedure will allow
researchers access to deidentified blood samples to perform additional tests on samples
known to be related to this disease (PED).

A major part of CEISP 11 15 to collect more complete and updated family histories of all
CRISP 1 patients and create an electronic pedigree for each family. You will be asked to
provide contact information and permission to contact family members who might be at
nisk of having Polycystic Kidney Disease. With this information, we will contact the
family members you give us permuission to contact. We will ask your fanuly members
whether they are known to have Polycystic Kidney Disease and, if so, whether they are
interested in participating in the study. Affected family members who agree to parficipate
will sign a consent form and provide a blood sample for serum creatinine and DNA
extraction. Affected relatives will also be asked to complete a lifestyle questionnaire
(smoking history, caffeine use, estrogen use, and levels of physical activity) and a family
history questionnaire. Permission to review their most recent imaging study of the
kidneys (preferably CT or MEI; ultrasound if CT or MREI 15 not available) will also be
requestad.

B. Year 2 and Year 4 Visits

On Year 2 and 4 vou will be asked to provide a blood sample for measurement of serum
creatinine in a central laboratory. The blood sample can be obtained either at the Mavo
Clinic in Rochester or at a local laboratory near your home. If the blood sample 15
obtained at a local laboratory, we will provide yvou with the appropriate tube labeled with
the CRISP identification number, and a mailing container with instructions.

IEE 06-002302 07 Page 3 0f13 MC1552reving0a
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C. Semu-annual telephone interviews.

Every six months, the CRISP study coordinator will contact vou to obtain information
regarding any medication changes, hospitalizations, doctor visits and outpatient
procedures. We will ask vour permission to contact and obtain information regarding
your health from any physician who has examined or treated vou since your last visit or
telephone mterview.

You will continue to be under the care of your primary physician at home. You will be
asked to keep a journal of any change in medications, whether prescribed or over the
counter. You will be asked if vou have had any medication changes, illnesses, or
hospitalizations. These phone calls will not be longer than 30 minutes. Information may
also be obtained from your doctor during this time.

You should tell the study coordinator and/or research doctor if you:
Are hospitalized
Have any surgery performed
Have any radiology tests.

If you are hospitalized, have any surgery performed | or radiclogy tests (such as an x-rav,
CT scan, Ultrasound, or other tests) Mayo Researchers will ask vou if they may obtain
copies of the medical records from e hospital that vou are located at.

The CRISP II protocol does not exclude participants that enroll in other interventional
trials. If as a CEISP II participant, vou are recruited into an interventional trial (e g.
HATLT clinical trial that also requires imaging studies) the visits for CRISP II and for the
interventional trial will be coordinated to aveld duplication of tests and undue burden on
yvou. Youwill, however, complete the necessary studies of CRISP II that are not included
mHALT.

If vou are also a participant in the National Institutes of Health (NIH) sponsored HALT
clinical trial, please read the following statements and make vour choice:

1. I permit the deidentified information (identified by CRISP ID number only)
collected for the CERISP study to be provided to the HALT mnvestigators

[] Yes [] No Please initial here: Date:

2. 1 permit deidentified information (identified by HALT ID number only) collected
for the HALT study to be provided to the CEISP mvestigators

[]Yes []No Please initial here: Diate:
IEB 08-009302 00 Page 40f13 MC1552revig03
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3. How Long Will You Be 1n This Research
Study?

You will be in this study for four vears.

4. Why You Might Want To Take Part 1n
This Research Study

This study will not make vour health better. It 15 for the benefit of research.
The first phase of the CRISP study (CRISP I) in which you participated has helped to
understand how polyeystic kidney disease progresses. CRISP IT will provide more

information that will be extremely valuable for the design of climical trials to test possible
treatments. You or vour family may benefit from this increased knowledge.

5. What Are the Risks of This Research
Study?

The nizks of drawing blood mnclude pamn, bruising, or rarely, mfection at the site  of the
needle stick.

The risks of intravenous catheter placements (IV) include pain. bruising and infection.
Because the intravenous line 1s in place for an approximately 2 hours for the GFR test,
vou may have muld discomfort for a few days after the test.

In rare cases (less than 1 1 50,000) there 1s a risk of allergic reaction to Iothalamate
Meglumine used in the GRF test for this study. This amount of 1othalamate 15 not
dangerous to the kidney function.

There are no known risks from the Magnetic Resonance Imaging (MET). Because some
concerns have been recently raised about the use of gadolintum (a contrast agent) for
MRI in patients with advanced renal insufficiency, MEI examnations for CRISP 1T will
be performed without administration of contrast. The hollow tube in the MREI machine 15
narrow and some people have expenienced anxiety related to feeling closed-in
{clanstrophobia). This occurs m approximately 12% of people. If vou have any
pacemakers or metal objects that are not compatible with a Magnetic Resonance Imaging
machine, vou can be in the study, but will not be permutted to have the MRI

IEEB 06-0090502 00 Page 5of12 MC1E52rev0503
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A. Pregnancy and Birth Control:

1) Will sexually active, pregnant, and/or nursing women be allowed to participate in thus
study?

No: There 1s not enough medical information to know what the risks might be to a
breast-fed infant or to an unborn child carried by a woman who takes part i this
study. Breast-feeding mothers mmst stop breast-feeding to take part in this study.

2) Do you have to take a pregnancy test to be part of the study?
Yes: As part of this study a pregnancy test 1s required for all women who are able to
become pregnant.

A blood pregnancy test will be grven by taking blood from vour arm.

You will be told the results of the pregnancy test. If the pregnancy test is positive,
vou will not be able to take part in the study.

3) Will men who are sexually active be allowed to participate n this study?

Yes: Men who are sexually active and could impregnate a woman are allowed to take
part 1 this study.

4) What types of birth control are acceptable?
Surgical sterilization
Approved hormonal contraceptives (such as birth contrel pills, Depo-Provera, or Lupron
Depot)
Barrier methods (such as a condom or diaphragm) vsed with a spermicide
An intranterine device (IUD)

B. Risk summary

Many side effects go away shortly after the GFR and MRI are stopped, but in some cases
side effects can be senious. long lasting, or may never go away. Some side effects may
not be known. Side effects may range from muld to life-threatening. Other drugs mav be

given to make side effects less serious and uncomfortable.  Talk to the researcher and/or
vour healthcare provider about side effects and ask any other questions.

6. What Other Choices Do You Have If You
Don’t Take Part in This Research Study?

This studv s only being done to gather information. You may choose not to take part in

this study.
I[FE 046-0093502 00 Page Gofl2 MC1552rev0s03
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7. Are there Reasons You Might Leave This
Research Study Early?

Taking part m this research study 15 vour decision. You may decide to stop at any tume.
You should tell the researcher if vou decide to stop and yvou will be advised whether any
additional tests may need to be done for vour safety.

In addition, the researchers, NIH, or Mayo may stop you from taking part in this study at
any time:

if 1t 15 1 your best interest,

if vou do not follow the study rules,

if the study 15 stopped.

8. Will You Need to Pay for Any of the
Tests and Procedures?

You will not need to pay for tests and procedures which are done just for this research
study. These tests and procedures are:
« NIRRT
» (GFE Test
» Blood tests (Serum Pregnancy tests, Creatinine, blood for
DNA/Genetic testing, Chenustry. Cholesterol profile)

However, vou and/or yvour health plan will need to pay for all other tests and procedures
that vou would normally have as part of vour regular clinical care.

9. Will You Be Paid for Participating 1n this
Research Study?

You will be retmbursed for travel expenses including: gas. mleage. parking. hotels,
meals, airfare, etc. up to $300. In order to receive reimbursement. vou must provide a
copy of the original receipts for those expenses.

FE 34-000502 00 Fage Tofl2 MC1552rev0s03
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10. What Happens 1f You Are Injured or Ill
Because You Were in this Research

Study?

If vou have side effects from taking part in this study, you need to report them to the
researcher and your regular physician, and vou will be treated as needed. MMavo will give
medical services for treatment for any bad side effects from taking part in this study.
Such services will be free 1f not covered by a health plan or insurance. No additional
money will be offered.

11. What Are Your Rights if You Are 1n
This Research Study?

Taking part in this research study will not change your rights and benefits. Taking part in
this research study does not give you any special privileges. If vou decide to not
participate 1n this study, or stop in the nuddle of the study, no benefits are taken away
from vou. Specifically. vou do not have to be 1n this research study to receive or
continue to recerve medical care from Mayo Clinic.

You will be told of important new findings or any changes 1n the study or procedures that
may affect you or vour willingness to continue 1n the study.

12. What About Your Privacy?

Authorization To Use And Disclose Protected Health Information

Your privacy 1s important to us, and we want to protect 1t as much as possible. By
signing this form, vou authorize Mayo Clinic and the mvestigators to use any information
created or collected in the course of your participation in this research protocol. This
information might be in different places, mcluding your original medical record, but we
will only disclose information that 15 related to this research protocol for the purposes
listed below.

This information will be given out for the proper monitoring of the study, checking the
accuracy of study data, analyzing the study data, and other purposes necessary for the
proper conduct and reporting of this study. If some of the information 1s reported in
published medical journals or scientific discussions, it will be done 1n a way that does not
directly identify you.
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This mformation may be grven to other researchers in this study, including those at other
institutions, representatives of the company sponsoring the study. mcluding
representatives in the USA or other countries, or private, state or federal government
parties or regulatory authorities in the USA and other countries responsible for
overseeing this research. These may include the Food and Drug Admunistration, the
Office for Human Research Protections, or other offices within the Department of Health
and Human Services. and the Mayo Clinic Office for Human Research Protections or
other Mavo groups involved in protecting research subjects.

If this information 15 given out to anyone outside of Mayo, the information may no longer
be protected by federal privacy regulations and may be given out by the person or entity
that receves the information. However, this information will alwavs be deidentified and
Mayo will take steps to help other parties understand the need to keep this information
confidential.

You may stop this authonization at anv time by writing to the following address:
Mayo Clinic

Office for Human Research Protection

ATTN: Notice of Revocation of Authorization

200 1st Street SW
Rochester, MIN 55905

If vou stop authorization, Mavo may continue to use vour information already collected
as part of this study, but will not collect anv new information.

This authorization lasts forever.

13. What Will Happen to Your Samples?

Your sample of blood will be kept at Mayo for use i thas study. Researchers at Mavo
who are not involved with this study may ask to use your sample for more research. You
have a say 1 how your stored sample 1s used 1n future research. You can still take part 1n
the in the data collecting studv without giving vour sample for future use.

Exceptions when vour samples may be used without yvour permission:
1) When government rules allow your sample to be used without identifying vou,
even with a code.
2) When use of the sample 15 not considered human subject research.

At all other times:
-You can let Mayo use vour sample.
-You can say NO to have your sample used by Mayo.

Identification information:
If you agree to allow vour sample to be used for further research, the sample may be

stored forever. The sample will be stored at Mavo and would be given a code (instead of
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vour name) while 1t 1s stored and when 1t 15 used in research. This code allows your
sample to be used without anyone knowing that 1t 15 your sample just by looking at the
label.

There 15 a very small chance that some commercial value may result from the use of your
donated sample. If that happens. vou will not be offered a share in any profits.

Risks:

Some future studies may be for testing the genes you inhented from vour parents (also
known as genetic testing). If a researcher finds that future test results may be useful for
vour health care, you will be contacted and given the choice to learn the test results. At
that time. vou will be given general information on the potential nisks, benefits, and costs
of choosing to leam the test results. The nisks of learming genetic test results may mclude
emotional upset, imnsurance or job discrimination, and/or fanuly conflicts from leaming
unknown information about vour parents or blood relatives. Test results will only be put
into yvour medical record if yvou chose to learn the results. Sometimes results should be
released only through a genetic counselor, who can help explain the possible risks and
benefits of learning the results.

Please read the following statements and mark vour choice:

1. I permiut my sample to be stored and used 1 future research of autosomal dominant
polyeystic kidnev disease at Mayo:

[] Yes [ ] No Please initial here: Date:

2. I pernut my sample to be stored and used 1n future research at Mayo to learn
about, prevent, or treat any other health problems:

[] Yes [] Neo Please inif1al here: Date:

Who will use vour sample?

If vou agree to give your sample, 1t will be the property of Mavo and may be used for
research by Dr. Vicente Torres and other staff at Mayo Climic. Researchers at other
institutions may also ask for a part of vour sample for future studies.

How do researchers from other institutions get the sample?

Researchers from universities, hospitals, and other health orgamzations conduct research
using tissue. They may contact Mayo and request samples for their studies. If vou
approve release of vour sample by checking ‘ves” below, Mayo may send the tissue
samyple(s) and some information about you to researchers who request them, but Mayo
will not send vour name, address, phone number, social security number, or any other
identifying information with the sample. If vou allow your sample to be given to
researchers at other mstitutions, 1t will be given to them with a code number rather than
vour name. If these researchers use the sample for future research and decide that a test
result may be useful for your health care. they may contact the Mayo Clinic and Mavo
would then contact vou to offer vou the choice to learn the test results.
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I permit Mavyo to give my sample to researchers at other institutions:
Please mark one box:

[] Yes [] No Please initial here: Date:

Mavo has the right to end storage of the sample without telling vou

Researchers at other institutions are asking for a part of vour blood sample for research
studies. You can still take part in the treatment study or i the data collecting study
without giving your sample. If vou decide to give yvour sample, 1t would be given a code
(not yvour name) when it 1s given to researchers at other mstitutions. This code allows
vour sample to be used without these researchers knowing that it 1s your sample just by
looking at the label. The sample may be used for future research and mayv be stored
forever.

When donating yvour samples, Mayo will then own them. The Sponsors of this study or
researchers at other mstitutions do not. Some future studies may be for testing the genes
vou mherited from your parents (also known as genetic testing). If the researchers at
other institutions, not commercial sponsors use the sample for future research and decide
that a test result may be useful for vour health care, they may contact the Mayo Clinic
and Mavo would then contact you to ask whether vou choose to learn the test results. At
that ttme, yvou would be given general mformation on the potential risks, benefits, and
costs of choosing to leam the test results. The nisks of learning genetic test results may
include emotional upset, insurance or job discrimination, and/or famuly conflicts from
learning unknown information about your parents or blood relatives. Sometimes results
should be released through a genetic counselor who can help explain the possible risks
and benefits of learning this information.

I permit Mayo to give my sample to researchers at other institutions (not a commercial
SpONsor):

[] Yes [ ] No Please initial here: Date:
Mavo has the right to end storage of the sample without telling vou

If vou want vour sample destroved at any time, write to:

Dr. Vicente Torres
Nephrology and Hypertension
Eisenberg Building

200 First Street Southwest
Rochester, MN 55905
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If vou move please send vour new address to

Mayo Clinic Rochester
Section of Registration
200 First Street Southwest
Rochester, MIN 55905

14. What 1s the Institutional Review Board
(IRB) and How Does 1t Protect You?

The Mavo Clinic IRB 15 made up of:
- Scientists
- IRB Specialists
- Allied Health Employees
- Local Community Members
- Visttors (Lawyers, Compliance, Admimstration, and others)

The IRB reviews human research studies. It protects the rights and welfare of the people
taking part in those studies. You may contact the IRB if you have questions about vour
rights as a participant or if vou think you have been treated unfairly.

15. Who Can Answer Your Questions?

You can call ... At If vou have questions or concerns
about ...
Principal Questions about the study tests and
Investigator: Phone: procedures
Dr. Vicente Torres S07-284-2511
(Mayo Climc Research-related injuries or
Operators) emergencies

Any research-related concerns or

complaints
IRB Administrator: Phone: Rights of a research subject
Mareia Andresen-Reid 507-266-4000
Use of protected health information
Toll-Free:
866-273-40681 Any research-related concerns or
complaints
Fesearch Billing Rochester: Billing / Insurance
507-287-1819 Quegti{}ns
EE 06-009502 00 Page 12 of 13 MC1552revisid
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l6.

Summary and Enrollment Signatures

YWou have been asked to take part in a clinical trial. also called a research study, at Mayo
Clinic. The information about this study has been provided to you to inform vou about
the nature of this IRB approved study.

I have read the whole consent form, and all of my questions have been answered
to my satisfaction.

I know that joiming the study i1s voluntary and I agree to join the study.

[ know enough about the purpose, methods, risks, and possible benefits of the
study to decide that I want to join.

I know that I can call the investigator and research staff at any time with anv new
cuestions or to tell them about side effects.

[ understand that a copy of this form will be put in myv medical records and that I
will be given a copy of this completed form.

[ understand that I may withdraw from the study at any time.

Please sign and date to show that vou have read and understand all of the above
guidelines. Please do not sign unless vou have read the entire paclket of information. If
you do not want to sign, vou don’t have to, but if you don't you cannot participate i this
research study.

(Date / Time) (Printed Name of Participant) (Chnic Number)

(Signature of Participant)

(Date [ Time) (Printed Name of Individual Obtaining or in Receipt of Consent)

(Signature of Individual Obtaining or in Receipt of Consent)
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IRB £ 06-009502 01
Consent form approved April 12, 2007:
This conzent valid through April 11, 2008;

1. General Information About This Research
Study

Study Title: “Consortium for Radiologic Imaging Studies of Polycystic Kidney
Diesase (CRISP II)” (Relatives)

Name of Principal Investigator on This Study: Dr. V. E Torres and Colleagues
A. Study Eligibility and Purpose

You are being asked to take part in this research studv because you have polycystic
kidney disease (PKD) and vou are a relative of a participant i the onginal Consortium
for Radiologic Imaging Studies of Polvevstic kidney disease (CRISP Study). The
purpose of this study 1s to collect more exhaustive family histories of all CRISP patients
and draw an electronic pedigree of each family.

As vou read this form describing the study, ask any questions vou have. Take your time
to decide. Feel free to discuss the study with your fanuly, friends, and healthcare provider
before you decide. You may stop participating at any time duning the study. You may
decide not to participate. If so. none of vour current benefits or normal health care will
be affected in any way. When you feel comfortable that all vour questions have been
answered, and vou wish to take part i this study. sign this form in order to begin vour
participation. If you are agreeing for someone else, you need to sign this form. Your
signature means you have been told about the study and what the nisks are. Your
signature on this form also means that yvou want yourself or vour child to take part in this
study.

If you are unclear about anvthing along the way, please ask until you feel you understand.
B. Number of Participants

Up to 300 affected relatives of CRISP participants will be enrolled in the study at the
Mavo Clinic in Rochester, Minnesota (approximately five affected relatives for each of
the 58 CRISP participants studied at the Mayo Clinic). Additional affected relatives will
be enrolled at the other CRISP sites including Emory University, Atlanta, GA, Umiversity
of Alabama, Birmingham, and Kansas University Medical Center, Kansas City, MO.

C. Additional Information You Should Know

The NIH 15 funding the study. The NIH will pay vour study healthcare provider
or the mstitution to cover costs related to vour participation in the study.

BB 06002502 01 Page 1of 10 MC1552reva03
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2. What Will Happen to You While You Are
in This Research Study?

A blood sample (30 mL or approximately two tablespoonfuls) will be drawn for testing
and DNA extraction. You will be asked to complete a lifestyle questionnaire (smoking
history, caffeine use, estrogen use, and levels of physical activity) and a fanuly history
questionnaire. You will be asked to sign a consent form to have the last imagmg study
{(CT scan, MRI or ultrasound) of vour kidneys sent to the investigator (Dr. Torres) for his
TEVIEW.

3. How Long Will You Be 1n This Research

Study?

You will be in this study for one day.

4. Why You Might Want To Take Part 1n
This Research Study

This study will not make vour health better. It 1s for the benefit of research. However,
vour participation in this study will provide mnformation that will help to understand why
the progression of polveystic kidney disease varies markedly from patient to patient even
within the same family.

5. What Are the Risks of This Research
Study?

The risks of drawing blood include pain, bruising, or rarely. infection at the site of the
needle stick.

Pregnancy and Birth Control:

1) Will sexually active, pregnant, and/or nursing women be allowed to participate n this
study?

Yes: Women who are sexunally active, pregnant. and/or nursing may take part in this
study because the risk to an unborn or nursing child appears very small.

BB 06-009502 01 Page X of 10 MC1551rev0803
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2} Will men who are sexually active be allowed to participate in this study?

Yes: Men who are sexually active and could impregnate a woman are allowed to take
part 1n this study.

The risks of this research study are nunimal, which means that we do not believe that

thev will be any different than what vou would expernience at a routine clinical visit or
during vour daily life.

6. What Other Choices Do You Have If You
Don’t Take Part in This Research Study?

This study 1s only being done to gather information. You may choose not to take part in
this study.

7. Are there Reasons You Might Leave This
Research Study Early?

Taking part in this research study 1s your decision. You may decide to stop at any fime.
You should tell the researcher i1f vou decide to stop and you will be advized whether any
additional tests may need to be done for your safety.

In addition. the researchers, or Mayo may stop vou from taking part in this study at any
time:

if 1t 15 1 your best interest,

if you do not follow the study rules,

if the study is stopped.

8. Will You Need to Pay for Any of the
Tests and Procedures?

O o0 0

You will not need to pay for tests and procedures which are done just for this research
study. These tests and procedures include venipuncture, measurement of serum
creatinine and extraction of blood DNA for genetic testing.

You and/or your health plan will need to pay for other tests and procedures that you
would normally have as part of your regular clinical care.
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9. Will You Be Paid for Participating in this
Research Study?

You will not be paid for taking part i this study.

10. What Happens 1f You Are Injured or Il
Because You Were 1n this Research
Study?

If vou have side effects from taking part i this study, vou need to report them to the
researcher and vour regular physician. and you will be treated as needed. Mavo will give
medical services for treatment for any bad side effects from taking part n this study.
Such services will be free 1f not covered by a health plan or insurance. No additional
money will be offered.

11. What Are Your Rights if You Are in
This Research Study?

Taking part in this research study will not change vour rights and benefits. Taking part in
this research study does not give vou any special privileges. If vou decide to not
participate m this study, or stop i the muddle of the study, no benefits are taken away
from vou. Specifically, vou do not have to be in this research study to receive or
contmue to recerve medical care from Mavo Clinic.

You will be told of important new findings or any changes in the study or procedures that
may affect you or your willingness to contmue in the study.

12. What About Your Privacy?

Authorization To Use And Disclose Protected Health Information

Your privacy 1s important to us, and we want to protect it as much as possible. By
signing this form. vou authorize Mayo Clinic and the tnvestigators to use and disclose
any information created or collected i the course of vour participation in this research
protocol. This information might be i different places, including vour original medical
record, but we will only disclose information that 1s related to this research protocol for
the purposes listed below.
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This information will be given out for the proper monitoring of the study, checking the
accuracy of study data, analyzing the study data, and other purposes necessary for the
proper conduct and reporting of this study. If some of the information 1s reported 1n
published medical journals or scientific discussions, it will be done m a way that does not
directly identify vou.

Information Disclosed to Study Sponsor

The study data sent by the study doctor to the sponszor does not include your name,
address, social security number, or other information that directly identifies vou. Instead,
the study doctor assigns a code number to the study data and may use your initials. Some
study data sent to the sponsor may contain information that could be used (perhaps in
combination with other information) to identify vou (eg, date of barth). If vou have
questions about the specific health information that will be sent to the sponsor, vou
should ask the study doctor.

This information may be given to other researchers in this study, including those at other
institutions, representatives of the company sponsonng the study, including
representatives in the USA or other countries, or private, state or federal government
parties or regulatory authorities in the USA and other countries responsible for
overseemg this research. These may mnclude the Food and Drug Administration, the
Office for Human Research Protections, or other offices within the Department of Health
and Human Services, and the Mavo Clinc Office for Human Research Protections or
other Mavo groups involved i protecting research subjects.

If this information 1s given out to anyone outside of Mayo, the mformation may no longer
be protected by federal privacy regulations and mayv be given out by the person or entity
that recerves the information. However, Mayo will take steps to help other parties
understand the need to keep this information confidential.

You may stop this autherization at any time by writing to the following address:
Mavo Clinic

Office for Human Research Protection

ATTN: Notice of Revocation of Authorization

200 1st Street SW

Rochester, WIN 53905

If you stop authorization, Mayo may continue fo use your information already collected
as part of this study. but will not collect any new information.

This autherization lasts forever.

13. What Will Happen to Your Samples?

Your sample of blood will be kept at Mayo for use in this study. Researchers at Mayo
who are not involved with this study may ask to use your sample for more research. You
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have a say 1n how your stored sample 15 used mn future research. ¥ou can still take part in
the in the data collecting study without grving vour sample for future use.

Exceptions when vour samples may be used without your permission:
1) When government rules allow vour sample to be used without identifying vou,
even with a code.
2) When use of the sample 1s not considered human subject research.

At all other times:
-You can let Mayo use vour sample.
-You can say NO to have vour sample used by Mayo.

Identification information:

If you agree to allow your sample to be used for further research, the sample may be
stored forever. The sample will be stored at Mavo and would be given a code (mnstead of
vour name) while 1t 15 stored and when 1t 15 used in research. This code allows vour
sample to be used without anvone knowing that 1t 1s vour sample just by looking at the
label.

There 15 a very small chance that some commercial value may result from the use of vour
donated sample. If that happens, you will not be offered a share in anv profits.

Risks:

Some future studies may be for testing the genes you inherited from your parents (also
known as genetic testing). If a researcher finds that future test results may be useful for
vour health care. you will be contacted and given the choice to leam the test results. At
that time, you will be given general information on the potential risks, benefitz, and costs
of choosing to learn the test results. The nisks of learning genetic test results may include
emotional upset, msurance or job discrimination, and/or family conflicts from learning
unknown information about your parents or blood relatrves. Test results will only be put
into your medical record if you chose to learn the results. Sometimes rezults should be
released only through a genetic counselor, who can help explain the possible rizks and
benefits of learming the results.

Please read the following statements and mark your choice:

1. I pernut my sample to be stored and used in future research of autosomal donunant
polyeystic kidney disease at Mayo:

[]ves [] Neo Please wnitial here: Date:

2. I pernut my sample to be stored and used mn future research at Mayo to leamn
about, prevent, or treat any other health problems:

[]ves [] Neo Please wnitial here: Date:
BB 0464008502 01 Page 6 of 10 MC1552rev803
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Who will use vour sample?

If vou agree to give vour sample. it will be the property of Mavo and may be used for
research by Dr. Vicente Torres and other staff at Mavo Clinic. Researchers at other
institutions may also ask for a part of vour sample for future studies.

How do researchers from other institutions get the sample?

Researchers from wmversities, hospitals, and other health orgamizations conduct research
using tissue. They may contact Mavyo and request samples for their studies. If vou
approve release of vour sample by checking “yes” below, Mayo may send the tissue
sample(s) and some information about vou to researchers who request them, but Mayo
will not send vour name, address. phone number, social security number, or any other
identifying mformation with the sample. If vou allow your sample to be given to
researchers at other mstitutions, 1t will be given to them with a code number rather than
vour name. If these researchers use the sample for future research and decide that a test
result may be useful for vour health care, they may contact the Mavo Clinic and Mavo
would then contact you to offer vou the choice to learn the test results.

I permut MMayo to give my sample to researchers at other mstimtions:
Please mark one box:

[]ves [] No Please mitial here: Date:

Mavo has the right to end storage of the sample without telling you

Researchers at other institutions are asking for a part of vour blood sample for research
studies. You can still take part in the treatment study or in the data collecting study
without giving your sample. If you decide to give vour sample, it would be given a code
{not your name) when 1t 15 given to researchers at other institutions. This code allows
vour sample to be used without these researchers knowing that 1t 15 your sample just by
looking at the label. The sample may be used for future research and may be stored
forever.

When donating vour samples. Mayo will then own them. The Sponsors of this study or
researchers at other institutions do not. Some future studies may be for testing the genes
vou inhented from vour parents (also known as genetic testing). If the researchers at
other institutions, not commercial sponsors use the sample for future research and decide
that a test result mav be useful for vour health care. they may contact the Mavo Clinic
and Mavo would then contact vou to ask whether you choose to learn the test results. At
that time. you would be given general information on the potential risks, benefits, and
costs of choosing to learn the test results. The risks of learning genetic test results may
include emotional upset, insurance or job discrimination, and/or family conflicts from
learning unknown information about your parents or blood relatives. Sometimes results
should be released through a genetic counselor who can help explain the possible risks
and benefits of learming this information.

[ pernut Mavyo to give my sample to researchers at other mstitutions (not a commercial

sponsor):

[[] Yes [] No Please initial here: Date:
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Mayo has the right to end storage of the sample without telling yvou

If vou want vour sample destroyed at any time, write fo:

Dir. Vicente Torres
Nephrology and Hypertension
Eizenberg Building

200 First Street Southwest
Rochester. MIN 55905

If vou move please send your new address to

Mavo Clinic Rochester
Section of Registration
200 First Street Southwest
Rochester. MIN 55905

14. What 1s the Institutional Review Board
(IRB) and How Does it Protect You?

The Mayo Clinic IRB 15 made up of:
- Scientists
- IRB Specialists
- Allied Health Emplovess
- Local Community Members
- Wisttors (Lawvers, Compliance, Administration. and others)

The IEB reviews human research studies. It protects the nights and welfare of the people
taking part in those studies. You may contact the IRB if yvou have questions about your
rights as a participant or if you think vou have been treated unfairly.
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15. Who Can Answer Your Questions?

You can call ... At ...
Principal
Investigator: Phone:

Dr. Vicente Torres

IRE Administrator:
Mlarcia Andresen-Reid

Research Billing

507-284-2511
(Mayo Climc
Operators)

Phone:
507-266-4000

Toll-Free:
866-273-4681

Rochester:
507-287-1819

If you have questions or concerns
about ...
Questions about the study tests and
procedures

Research-related injuries or
emergencies

Any research-related concerns or
complaints
Rights of a research subject

Use of protected health information

Any research-related concerns or
complaints
Billing / Insurance
Questions

16. Summary and Enrollment Signatures

You have been asked to take part in a clinical tnial. also called a research study, at Mayo
Clinic. The information about this study has been provided to you to inform you about
the nature of this IRB approved study.

FB 04-00e3502 01

I have read the whole consent form, and all of my questions have been answered

to my satisfaction.

I know that joining the study is voluntary and I agree to join the study.

I know enough about the purpose, methods, nisks, and possible benefits of the

study to decide that I want to join.

I know that I can call the mvestigator and research staff at any time with any new

questions or to tell them about side effects.

I understand that a copy of this form will be put 1n my medical records and that I

will be given a copy of this completed form.

I understand that I may withdraw from the study at any time.

AR
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Please sign and date to show that you have read and understand all of the above
muidelines. Please do not sign unless you have read the entire packet of information. If
vou do not want to sign, vou don’t have to, but 1if vou don’t you cannot participate 1n this
research study.

{Date / Time) {Printed Name of Participant) {Clinc Number)

{Signature of Participant)

{Date / Time) (Printed Name of Individual Obtaining or in Receipt of Consent)

{Signature of Individual Obtaining or 1n Receipt of Consent)

BB 06-00%302 01 Fage 10 of 100 MC1552rev0803
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University of Alabama-Birmingham Consent Form

CRISP Il CONSENT

Consent Form to Participate in Research at UAB

TITLE OF RESEARCH: "Renal Imaging to Mess Progression in Autosomal Dominant
Polycystic Kidney Disease (ADPKP): Extension (CRISP )"

INVESTIGATORS: Lisa M. Guay-Woodford, M.D.
Mark Lockhart M.D.

SPONSOR; National Institutes of Health
PURPOSE OF THE STIIDY

You are being asked to take part in this research study because you have polycystic kidney disease (PKD), and you
participated in the original Consortium for Radiologic Imaging Studies of Polycystic kidney disease (CRISP) study. The
purpose of this study is to continue following you for another four years to determine if pictures of your kidneys using
Magnetic Resonance Imaging (MRI) can detect change in kidney size over a short period of' time. Blood samples will be
obtained during your visits to determine your serum chemistries and cholesterol profile, and other markers that may identify
risk for renal failure in PKD. If you enroll, you will participate for 48 months (4 years). This study is funded by the
Nationallnstitntes of Health.

If you decide to volunteer and participate in this study, a number of tests will be done that are outlined below. Eligible
subjects are being enrolled at other sites in the U.S., including the Mayo Foundation, University of Kansas Medical Center,
and Emory University. The data coordinating and imaging analysis center (DCIAC) is located at the University of
Pittsburgh.

It is expected that most of the subjects who participated in original CRISP at UAB will be enrolled and at least 210 subjects
will be enrolled altogether. At this site, all studies will be performed at the General Clinical Research Center (GCRC)
inpatient unit at University of Alabama at Birmingham Hospital.
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PAGE 2 OF 9
EXPLANATION OF PROCEDURES

1. ELIGIBILITY DETERMINATION

You are eligible if you participated in the original CRISP study. We will mail you information about the study and a copy of
the consent for you to review.

Initially, a medical history and a complete physical exam will be done to determine your overall health. The physical exam
will include height, weight, and blood pressure measurements. If you have serious heart, liver, lung or other medical
conditions, you may not participate in this extended CRISP Il study. Included in your medical history, a family tree
(pedigree) will be done. We may request information about your family and ask for your help in getting this information.
Once the needed pieces of information are obtained, and if you are eligible, you will be enrolled into the study and admitted
to the General Clinical Research Center (OGRC) at University of Alabama at Birmingham Hospital for testing.

2. WHAT WILL HAPPENTO YOU WBILE YOU ARE IN THIS RESEARCH STUDY?

If you agree to participate in the study, you will be scheduled for two visits at baseline (Year 1) and Year 3.
a. Baseline (Year 1) and Year 3 visits

For these visits you will be admitted to the inpatient General Clinical Research Center (GCRC) at University of Alabama at
Birmingham Hospital. You will spend as few as one and as many as two days in the GCRC.

Prior to the visit to the GCRC, we will mail you a family history questionnaire. During the OCRC visit, the study
coordinator will review the completed questionnaire and the: Information regarding your family history of ADPKD will be
updated. The study coordinator will provide you with a letter to your family members with information about the study and
contact information so that they may reach us.

A medical history, medication history, and complete physical exam will be done to determine your overall health. The
physical exam will include height, weight, and blood pressure measurements.

You will have blood pressure measured at least three times in the same and that was used in CRISP I.

If you are a woman with childbearing potential, a urine pregnancy test to determine if you are pregnant will be performed
prior to under going any test. You will be told if you are pregnant.

Blood samples will be obtained during your visit to determine your serum chemistries and cholesterol profile, and other
markers that may identify risk for renal failure in PKD. About 50 mL or 4 tablespoons of blood will be taken for these tests.
De-identified (identified by CRISP ID number only) blood and urine samples will be stored in a central repository (Fisher
BioServices) and shared with other CRISP investigators.

A specialized test of your kidney function with blood and urine collections will be performed at baseline (Year 1) and Year
3. Your kidney function will be measured using a special test called. GFR Test (Glomerular Filtration Rate). This test
measures the kidney's ability to filter and clean the blood. Before and during this test you will not be allowed to eat food.
However, you will be asked to drink water several times because it is important for the accuracy of the test. A substance
called lothalamate will be injected under
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your skin in the upper arm. This substance is absorbed from the injection site into the blood and it is carried to the kidneys
for filtration. You will be asked to void three times in the course of the test to collect urine, A small ultrasound machine,
called Bladder Monitor, will be used to be sure that your bladder empties completely when you void. For this examination,
jelly will be placed on the skill and a probe that measures bladder volume will be moved over the skin. Two small blood
samples (I teaspoon [5mL] each) will be obtained by placing a needle in the vein in your arm. This test will take
approximately two hours to complete.

A Magnetic Resonance Imaging (MRI) study will be done to determine the size of your kidneys. An MRI involves lying
still in a hollow tube or scanner for short periods of time. The total duration of the MRI will be approximately 30 minutes.
You are moved slowly through the scanner while images of your kidneys are made by measuring the magnetic spin of the
kidney. There is no radiation exposure associated with this procedure. The MRI will be done at baseline and Year 3 visits.

At the baseline visit only, if you have not already done so, you will be asked to provide a blood sample for genetic testing.
This testing requires obtaining approximately 2 tablespoons (30 mL) of blood from your arm. The doctors involved in this
study will isolate genetic material (DNA) from the de-identified (identified by CRISP ID number only) blood sample in
order to study the family factors, or genes, that are inherited and cause Autosomal Dominant Polycystic Kidney Disease
(ADPKD). In addition, if you agree, your blood cells will be put through a process called immortalization to enable the
researchers to have DNA for future research studies related to this project.

Because these genetic materials (DNA and immortalized cell lines) will be identified only by the CRISP ID number, the
researchers will not be able to directly link you to the sample material These de-identified samples will be stored in a central
repository at the NIH (NIDDK Center for Genetic Studies, Rutgers University Cell and DNA Repository). Because the
genetic tests in this study are not used for regular medical care, you will not be told the results of the test(s). The results will
also not be put in your medical record. In case either the DNA isolation or the immortalization process fails, you maybe
asked to provide an additional blood sample to repeat the procedure.

De-identified (identified by CRISP ID number only) DNA samples will be shared with other CRISP site investigators.
When these studies are completed, the-researchers may wish to ‘perform additional tests on these samples related to this
disease.

Should you not wish to participate in the genetic part of the study, you will not be held back from participating in the rest of
the study. Given that the identity of these samples will be kept anonymous, the risk of ONA testing with regard to yow:
good name, insurability, employability and paternity are minimal, The genetic information obtained in this study will not be
shared directly with you and will be kept anonymous.

Please initial the options with which you agree.

(A) | give my permission to have my DNA isolated and my blood cells immortalized. | understand that if the process
is successful, additional blood for DNA studies will not be required. However, if the process is not successful, an additional
blood sample maybe requested.

(B) I do not give my permission for my DNA to be isolated.
© I do not give my permission for the immortalization process but you way isolate my DNA.
UAB-IRB
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Recruitment of Family Members

A major part of CRISP Il is to collect more complete family histories of all CRISP patients and create a filmily tree
(pedigree) for each family. We are asking you to share the study information letter (given to you at the GCRC visit) with
your relatives who might have Polycystic Kidney Disease and to ask them to contact the Research Nurse Coordinator
(Teresa Chacana, RN) if they are interested in participating in the study.

Affected family members who agree to participate will sign a separate consent form and provide a blood sample for serum
creatinine and DNA extraction. Affected relatives will also be asked to complete a lifestyle questionnaire (smoking history,
caffeine use, estrogen use, and levels of physical activity) and a family history questionnaire, Permission to review their
most recent imagining study of the kidneys (preferably Computer Tomography [CT] or Magnetic Resonance Imaging
[MRI]; ultrasound if CT or MRI is not available) will be requested.

Please initial the options with which you agree.
(A) I will give the information to my family members

(B) I will not give the information to my family members

b. Year 2 and Year 4 Visits

In Year 2 and 4 you will be asked to provide a blood sample for measurement of serum creatinine in a central laboratory.
The blood sample can be obtained either at the GCRC/UAB laboratory or at your local physician's office/laboratory. If the
blood sample is obtained at a local laboratory, we will provide you with the appropriate tube labeled with the CRISP
identification number, a mailing container and instructions.

¢. Semi-annual telephone interviews

Every six months, the CRISP study coordinator will contact you to obtain information regarding any medication changes,
hospitalizations, doctor visits and outpatient procedures. We will ask your permission to contact to obtain information
regarding your health from any physician who has examined or treated you since your last visit or telephone interview.

3. HOW LONG WILL YOUBE IN THIS RESEARCII STUDY?

This is a four year study. Visits at Baseline (Year 1) and Year 3 will be at the OCRC at University of Alabama at
Birmingham Hospital. Visits at Year 2 and Year 4 can be completed with your local physician. There will be telephone
follow-up visits 6 months after each yearly visit. You will continue to be under the care of your primary physician at home.
You will be asked for a list of your medications and mention any change on them, whether prescribed or over the counter.
You will be contacted by telephone for the 6 month follow-up visits. You will be asked if you have had any medication
changes, illnesses, or hospitalizations. These phone calls will not be longer than 30 minutes.
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You should tell the research doctor if you:
Are hospitalized
Have any surgery performed
Have any radiology tests.

If you are hospitalized, have any surgery or radiology test (such as X-ray, CT scan, Ultrasound, or others tests) performed
between your study visits, Dr. Guay-Woodford will ask you if we may obtain copies of the medical records from that
hospital after you sign a release of health information form.

RISKS AND DISCOMFORTS

Due to the investigational nature of this study there may be unforeseeable risks. If you are a woman of childbearing age, for
each visit you will undergo a urine test for pregnancy prior to undergoing any tests. If you know that you are pregnant you
must inform the principal investigator and not participate in this study. If you become pregnant after completion of the first
visit of this study, you need to inform Dr. Guay-Woodford and she will determine if and when you should be studied again.
There are risks related to blood drawing that include pain, bruising and infection. Risks related to intravenous catheter
placements are also present and include pain, bruising and infection. Given that the intravenous line is in place for an
extended amount of time (between 2 and 6 hours), mild discomfort may be present for a few days lifter the test.

The risk of allergic reaction to iothalamate meglumine is less than | in 50,000.h with any infusion there is a 5% risk of in
filtration (leaking outside the vein). If this occurs there may be temporary discomfort in your arm.

There are no known risks from the magnetic resonance imaging. However, the hollow tube is narrow and some people have
anxiety related to being closed in, also called claustrophobia. This occurs in approximately 12% of people. If you have any
pacemakers or metal objects that are not compatible with a magnetic resonance Imaging you can be in the study, but will not
be permitted to have the MRI.

There is not enough medical information to know what the risks might be to a breast-fed infant or to an unborn child in a
woman who takes part in this study. Therefore, pregnant or lactating women cannot participate in the study. If you are a
woman, who can become pregnant and is sexually active, you or your sexual partners while in this study must use one of the
following birth control measures: tubal ligation, birth control pill, or vasectomy. If you are a woman, at each visit you must
have a pregnancy test (urine test) before taking part in this study. You will be told the results of the preghancy test. If the
pregnancy test is positive, the studies will need to be postponed.

There is a risk of breaches in confidentiality for your family member. To minimize this risk we will not contact them
directly but rather provide you with an informational letter to share with them. If, after reviewing the information, they want
to participate in this study, they should contact Ms. Chacana, the Research Nurse Coordinator.

UAB-IRB
Consent Form Approval 05-29-07
Expiration Date 05-09-08

266



University of Alabama-Birmingham Consent Form
CRISP Il CONSENT
PAGE 7 OF 9

PAYMENT FOR PARTICIPATION IN RESEARCH:

You will not be paid for taking part in this study. However, reimbursement for travel expenses at a rate of 48 cents per mile
plus $6.00 per day for parking up to amount of $250.00 will be offered to you.

PAYMENT FOR RESEARCH RELATED INJURIES

UAB and the NIH have made no provision for monetary compensation in tile event of injury resulting from the research and
in the event of such injury, treatment is provided, but is not provided free of charge.

QUESTIONS

If you have any questions about the research or a research related injury, Dr. Guay-Woodford or Ms. Chacana, the Research
Nurse Coordinator, will be glad to answer them, Dr. Guay-Woodford's number is 205-934-7308 and Teresa Chacana's
number is 205-934-7649. Ms. Chacana may be reached Monday through Friday, between the hours of 8:00 a.m. and 5:00
p.m. CT.

If you have questions about your rights as a research participant, you may contact Ms. Sheila Moore, Director of the Office
of the Institutional Review Board for Human Use (IRB). Ms. Moore may be reached at (205) 934-3789 or 1-800-822-8816,
press the option for an operator/attendant and ask for extension 4-3789 between the hours of 8:00 a.m. and 5:00 p.m. CT,
Monday through Friday.

LEGAL RIGHTS
You are not waiving any of your legal rights by signing this consent form.

WHAT WILL HAPPEN TOYOUR SAMPLES?

De-identified small samples of your blood, urine, and DNA will be stored for future research studies of Polycystic Kidney
Disease. The DNA sample may be stored for a long time, even after your death. These samples will be given a code (rather
than your name). This code will allow your sample to be used without anyone knowing that it is your sample just by looking
at the label. These samples will be stored in central repositories controlled by the NIH (Fisher BioServices and NIDDK
Center for Genetics Studies, Rutgers University Cell and DNA Repository).
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BENEFITS

There are no direct benefits to you for participating in this study. Information regarding your level of kidney involvement
may help to determine how fast your PKD is progressing. This information will be made available to your treating
physician. You will continue to receive your usual treatment by your primary physician. No changes to your usual care will
be instituted by this study.

ALTERNATIVES

The alternative to participating in this study is not to participate at all. If you decide not to participate, there will not be
changes in your treatment and you will continue to receive your usual medical care.

CONFIDENTIALITY

The information gathered during this study will be kept confidential to the extent permitted by law, However, your doctor,
representatives of National Institutes of Health, and UAB's Institutional Review Board (IRB) will be able to inspect your
medical records and have access to confidential information that identifies you by name. The results of the study, including
laboratory tests and X-rays may be published for scientific purposes; however, your identity will not be revealed.

If you receive services at the University of Alabama at Birmingham Hospital as part of this trial, this informed consent
document will be placed in and made part of your permanent medical record at these facilities.

Information related to this study, including your name, medical record number, date of birth and social security number
maybe shared with the billing offices of UAB and UAB Health System-affiliated entities so that claims may be
appropriately subjected to the study sponsor or to your insurance company for clinical services and procedures provided to
you during the course of this study.

WITHDRAWAL WITHOUT PREJUDICE

You are free to withdraw your consent and to discontinue participation in this project at any time without
Prejudice against further care that you may receive at this institution.

SIGNIFICANT NEW FINDINGS

Any significant new findings that develop during the course of the study that may affect you or your willingness to continue
in the research will be provided to you by Dr. Guay-Woodford or her staff.

COST OF PARTICIPATION

There will be no cost to you from participation in the research. The Costs of your standard medical care will be billed to you
and/or your insurance company in the usual manner.
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Biosamples (blood and urine). Please initial your choice(s) below:

__| agree to allow my blood and urine samples stored in the NIDDK Biosample Repository to be preserved for future
research on Polycystic Kidney Disease.

__l do not agree to allow my blood and urine samples stored in the NIDDK Biosample Repository to be preserved for future
research on Polycystic Kidney Disease.

Genetic Samples (DNA) [if collected]. Please initial your choice (s) below:

__lagree to allow my DNA sample to be stored in the NIDDK Biosample Repository to be preserved for future research on
Polycystic Kidney Disease.

__1 do not agree to allow my DNA sample to be stored in the NJDDK Biosample Repository to be preserved for future
research on Polycystic Kidney Disease.

If you agree to give your sample, it will be the property of UAB and may be used for research by Dr. Guay-Woodford and
CRISP investigators. Other researchers may also ask for part of your sample for future studies.

SIGNATURES

You will receive copy of this signed informed consent and a copy will be placed in your medical records.

Signature of Participant Date
Signature of Witness Date
Signature of Person Obtaining Consent Date

(if Other Than Principal Investigator)
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University of Alabama at Birmingham
AUTHORIZATION FORUSEIDISCLOSURE OF HEALTH INFORMATION
FOR RESEARCH
What is the purpose of this form? You are being asked to sign this form so that UAB may use and release your health
information for research. Participation in research is voluntary. If you choose to participate in
The research, you must sign this form so that your health information may be used for the research.

Participant name:
UAB IRB Protocol Number: F070226008
Research Protocol:_(Renal Imaging to Assess Progressing in Autosomal Dominant Polycystic Kidney Disease (ADPKD):
Extension (CRISP 11)
Principal Investigator: Lisa M. Guay-Woodford, MD Sponsor: National Institute of Health
Mark Lockhart, MD.

MWhat health information do the researchers want to use? All medical information and personal identifiers including past,
present, and future history, examinations, laboratory results, imaging studies and reports and treatments of whatever kind
related to or collected for use in the research protocol.

Why do the researchers want my health information? The researchers want to use your health information as part of the
research protocol listed above and described to you in the Informed Consent document.

Who will disclose, use and/or receive my health information? The physicians, nurses and staff working on the research
protocol (whether at UAB or elsewhere); other operating units of UAB, HSF, The Children's Hospital of Alabama, Callahan
Eye Foundation Hospital and the Jefferson County Department of Public Health as necessary for their operations; the IRB
and its staff; the sponsor of the research and its employees; and outside regulatory agencies, such as the Food and Drug
Administration.

How will my health information be protected once it is given to others? Your health information that is

given to the study sponsor will remain private to the extent possible, even though the study sponsor is not required to follow
the federal privacy laws. However, once your Information is given to other organizations that are not required to follow
federal privacy laws, we cannot assure that the information will remain protected.

How long will this Authorization last? Your authorization for the uses and disclosures described in this

Authorization does not have an expiration date.

Call I cancel the Authorization? You may cancel this Authorization at any time by notifying the Director of the IRB, in
writing, referencing the Research Protocol and IRB Protocol Number. If you cancel this

Authorization, the study doctor and staff will not use any new health information for research. However, researchers may
continue to use the health iDfunn8tion that was provided before you cancelled your authorization.

Can | see my health information? You have a right to request to see your health information. However, to ensure the
scientific integrity of the research, you will not be able to review the research information until after the research protocol
has been completed.

Signature of participant: Date:
Or participants' legally authorized representative

Printed Name of participant's representative:

Relationship to the participant:
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INVESTIGATOR: Lisa M. Guay-Woodford, M.D.

. Mark Lockiart, M.D.
SPONSOR: ‘National Institines of Health
PURPOSE OF THE STUDY

You #are being asked to take part in this research project fimded by the National Institites of
Health because you have polyeystic kidney disease (PKD) and you zre a relative of a participant
in the original Consortivm for Radiclogie Imaging Studies of Polycystic kidnsy disease (CRISP)
study. The purpose of this study is to collect more complete family histories of all CRISP
patients, to draw a family tree (pedigree) of each family, and to identify genetic factors that may
influence the severity of the cystic disease.

If you decide to voluriteer and participate in this study, a number of tests will be done that are
outlined below. Eligible subjects are being enrolled at other sites In the U.S., including the Mayo
Foundation, University of Kansas Medics] Center, and Emory Unjversity. T‘hedammordlmﬁng
mdmagwmdmm@lﬁﬂ}mlmaﬁdatthaUnmnyofﬁﬂsbmgh

" UAB-1RB -
Renead: GBIZ1/07 Bxpiration Date 050208 Particpant miials _______
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EXPLANATION OF PROCEDURES

A. What Will Happen To You While You Arc In This Research Smay?

If you agree to pacticipate in this study a blood semple (30 mlnrapprnxmly two tablespoons)
will be obtained from a vain for measurement of serwsm creatinine and DNA.

Ifyuyagreempmﬁcipawintbismd?you“iﬂbeasmdmaqusmubmhldﬁcﬂ
hﬁmaﬁﬂnmdupomaimagl&gmﬁﬁﬁumwmmﬂcﬂmmﬁ{aﬁﬁaww
R.alcasefomissigna&byyou).Youwilla]sobeaﬂwdmcompleﬁaﬁfestyhquesﬁonnairatn
assess your smoking history, caffeine exposure, estrogen exposure and levels of physical activity
and a family history questionnaire to further extend your family tree.

When possible, the most recent of your Computer Tomography (CT) or Magnetic Resonance
mglngmmaﬁmnfﬂnahdomennﬂlbemviﬁwed.lfﬂus&smdies are not availsble,
‘the moﬂmﬂmmmbammmmﬁﬁmmﬂmAﬂnfﬁs
clinical and lifestyle information, plus the available genetic information on your family, will be
éwredinﬁmCR]SPdﬂabamﬂmtismaﬁmﬁmdb}'ﬂwDﬂ&C (The Data Coordinating and
Toaging Analysis Center) located at the University of Pittsburgh.

B. How Long Will You Be In This Research Study?

Your participation in this study will be limited to the time necessary to provide the blood sample
and information described above.

C. Genetic Testing

The doctors involved in this study would like fo isolate genetic material (DNA) from your de-
idmﬂﬂedﬁdmﬁﬂcdbyCRISPH}numhﬁwly)Mmplehmmmdyﬂwfanﬂy
faﬂm,mgmm,thﬂminheﬂtadmdmﬁ%nﬂbum‘mmﬁ Polycystic Kidusy Discase
(ADPED). In addifion, if you agree, your blood cells will be put through a process called
immuuﬁzaﬂonmenableﬂwresmhmmhamDNAforfuiﬂnemmrhsnﬁi&emmedmthis
projchTlﬂsDNAv«riﬂbeswmdinamﬂalmposimatﬂleNIHmEDKCmtﬂfoeraﬁc
Studies, Rutgers University Cell and DNA Repository). Because the genetic teqts in this study
arc:notus&dfurmgularmadi@almm“ﬁﬂnﬂtbetnidmamuihnfﬂmtﬂtm.mrmﬂn
will also not be put in your medical record. In case either the DNA isolation or the
immona]izaﬁonprmsﬁils,youmaybcaskcdtoprﬁvidcmaddiﬁonﬁblmdsampletcrcpea:
the procedure. .

Da-idmﬁﬁaﬂ{ﬁﬁn‘ﬁﬁedbyCRISP'ﬂ}nmberon]y}DNAﬁamphs?ﬁ!Ibesharedvﬁﬂam
CRISP site investigators. Whmﬂ&mﬂi&sm&wmpiﬁﬂith:m&amhﬂﬁmayvﬁahm
pwfumaddjﬁcnﬂmmﬁmeaamplesrelmdmfhisdjsma.

Revised: DE1O7 Participantingisis ______
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agree mind up wotil
sample(s) stored in the Repository, you cmg.changeyou_r

rtﬁfﬁddﬁiﬁ%ﬂm@. %hmﬂudymhﬂr?mmgmﬁmg:nmﬁnﬁm

they will destroy your sample and all information that i you. Iﬁftﬂrwm nc:tCRIShme mshld:r

ends, you will not be able to withdraw your san_:pic bamsafh}; Repository

one 1 i 1 sitory indefinitely.

g{m‘: s yI:I'lmrS'm::_nam;t‘m:w‘I ;TP &esumh mn‘ﬂ?ﬁ%ﬁl msamgb before the end of the C_RISF I m@;ﬂ

dﬂmmmyzu ¢an contact Teresa Chacana at 205-934-7649 (Monday through Friday, hetween

houss of 8:00 a.m. end 5:00 pm. CT).

i i in. th cpmofthsmdy,y?uwl_ﬂmftbeh:id ?
sgiﬂdmwﬂTﬁ;WMm. Tingcmgmeuc information obtained in this study will not be
shared direptly with you and will be kept anonymous.

Please initial the options with which you agree.
immortalized. 1
i umisﬂontuhawuqrnﬂﬁisolamdﬁudmyblmdmus‘ :
garstanditfa?ifm?tgprm is successful, addiﬁunalbluqd_ﬁ_)rDNAsmmaswﬂlmt:
required. However, ifthnpnmismtsumessful,maddmomlblmdumpkmay
requested.
(B) Idomtgiwmypeunissimformynbmmhcimlmd.

(®) Y do not give my penmission for the immortalization process but you may isolate my

DNA.
RISKS AND DISCOMFORTS

jsks related drawing that include pain, bruising and infection.
m?anﬁwwu?}mstmnﬂdmﬂﬂlw, To minimi:mmisrisk,wc_d:d not :fiﬂ:‘.
wu&wﬂy.mmmﬁddwwmm'wh?magﬁEPﬂmW
informatiopal letter to share with you. Aﬂermwmgﬂxemformaﬂou,yuumamd contast
with Ms. Chacana, the Research Nurse Coordinaior.

BENEFITS

There are no direct benefits to you for participating in this study. Findings from this study could
potcafially help others in the firture.

ALTERNATIVES |
The altermative o participating in this stady is not to participate at al.

Cyaated: 0201107 , . s
Rovisad: 0524107 Participant
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CONFIDENTIALITY

'Thehfmmaﬁmgaﬂmeddmmgﬁﬁssbuywmhekepxmnﬁdmﬁdwihaemmw
law. However, your docior, Tepresentatives of National Institute of Health, and UAB’s
mmﬂamlRﬁistomé{lRB}mﬁﬂbeabieminspmwmmdsandMamm
confidentisl information that identifies you by mame. The tesuits of the study, including
MWMXﬂﬁmhpﬁﬂhﬁfmﬁmﬁﬁcw;m,mﬁmﬁmw
not be revealed.

If you receive services in University of Alzbama at Birminghem Hospital as part of this trial, this
hﬁmﬂmmdoqmemﬁiﬁbeﬂawdmmﬂmdepmﬁynmpemmtmeﬁmlmdﬂ

Information relating to this study, including your name, medical record mumber, date of birth and
social security number may be shared with the billing offices of UAB and UAB Health System-
affiliated entities so that claims may be appropriately submitied to the study sponsor or to your
inswrance company for clinieal services and procedures provided to you during the course of this
study. : :

WITHDRAWAL WITHOUT PREJUDICE

You are free to withdraw your consent aud to discontinue participation. in this project at any
fime without prejudice against further care that you may receive at this institution.
SIGNIFICANT NEW FINDINGS

Any siguificant new findings that develop dmingthecwrseufthestui}rthatmayaﬂaﬁm
willingness o confinue in the research will be provided to yon by Dr. Guay-Woodford or her
staff. : .

COST OF PARTICIPATION

There will benocosttuyaufmmparlicipaﬁonlnthcrcscardl- You will not need to pay for test
andprow&mv.rhichmdﬂmjastfmﬂﬁs:mhmdy. These tests and procedures include
venipuncture, measurement of serum creatinine and extraction of biood DNA for genetic testing.
Themﬁsofywsmdadmedicai_mﬂillbebﬂledmwuandfmmmwmmpanyin
the usual manner, '

PAYMENT FOR PARTICIPATION IN RESEARCH

Youﬁll not be paid for taking part in this study.

Created: (20107 L
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PAYMENT FOR RESEARCH RELATED INJURTES

UAB and the NIH have made no provision for monetary compensation in the event of injury
remtﬁngﬁ:amthemmhmdinﬂ;eemtafsunhinjum treatment is provided, but is not

provided free of charge.
QUESTIONS

If you have any questions about the research or a research related injury, Dr. Guay-Woodford or
TmﬂhammheercﬂctheCumdhmﬁﬂbegladewthm Dr. Guay-
Woodford’s mmber is 205-934-7308 and Teresa Chacana’s number is 205-934-7649. Ms.
Chacena may be reached Monday through Friday, betwaen the hours of 8:00 am. and 5:00 pa.
CT.

If you have questions about your rights as a research participant, you may contact Ms. Sheila
Moore, Dizéctor of the Office of the Institufional Review Board for Human Use (IRB). Ms.
Moore may be reached at (205) 934-3789 or 1.800-822-8816, press the option for an

attendant and ask for cxtension 4-3789 between the hours of 8:00 a.m. and 5200 p.m.

operator/
CT, Monday through Friday. -

LEGAL RIGHTS <

You ate not waiving any of your legal rights by signing this consent form.

WHAT WILL HAPPEN TO YOUR SAMPLES?

AsampleofwwbloodDNAwiﬂbestomdforﬁmnmcmhﬁudim of Polycystic Kidney
Disease. The DNA sample may be stored for a long time, even after your death. These samples
will be given a code (rather than your name). This code will allow your sample to be used
wlthmrtauynnekmwingﬂm:titisynursamplejustbylnokmgatthulabdjhcscmplmwﬂlbe

Created: (/0107 L
Revisect 082107 Participant initlals
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STORAGE OF SPECIMENS

Iag:eetaauuwm}'bluodsamplﬂstmedintheﬂmmcsiosmplek:posimtqbn

—_—

preserved for future research on Polypystic Kidney Disease.

Idomtaymtoauwm}'bluodsm.lpln stored in the NIDDK Biosample Repository to be
préserved for fizure research on Polycystic Kidney Disease.

Iagt'aewaﬂowmmﬁ.samplﬂnbasmredinﬂm NIDDK Biosample Repository % be
preserved for funire research on Polyeystic Kidney Discase.

I do pot agree to allow my DNA sampletubcstmed_imimﬂﬂ}m{ Biosample Repository to
be preserved for future research on Polycystic Kidney Disease.

agree. - ' d for research
to give ourmmpla,ItwﬂlbetbspmpertjrufUABmdmybeuse
hI;yﬁ':amy-demcmsr investigators, Other researchers may also ask for part of
. your sample for fizture studies.

SIGNATURES

You will receive a copy of this signed informed consent and a copy will be placed in your
medical records.

Signature of Participant | Date
Signature of Witness ' Datc
Signature of Person Obtaining Flonsem Dats
(if Other Then Principal Investigator) -

Grouted; 02/01/07

Revissd: 0521107 Parlicipant mifials

276



University of Alabama-Birmingham Family Member Consent Form
CRISPI FAMILY MEMBER CONSENT ' PAGETOFY

University of Alabama at Birmingham
AUTHORIZATION FOR USE/DISCLOSURE OF HEALTH INFORMATION
YOR RESEARCH
is the of thi You are being asked to sign this form so that UAB may use and release
your health information for research. Pasticipation in research is voluntary. If you choose to participate in
the research, you must sige this form so that your health information may be used for the research.

Participant name: :
UAB IRE Protocol Number: FO70226008

What health information do the researchers want to use? All medical information and personal
identifiers including past, present, and futwre history, examinstions, laboratory results, imaging
mﬁwaﬁm@mamofmmﬁndmhwdwwmﬂmdfwwinmm

protocol.

Why do the re hers want mry health information? The researchers want to use your health
information as part of the research protocol listed above and described to you in the Informed Consent
document. ‘

h eive my heaith information? The physicians, nurses and staff working
on the research protocol (whether at UAB or elsewhere); other operating units of UAB, HSF, The
Children’s Hospital of Alabama, Callahan Eye Foundation Hospital and the Jefferson County Department of
Public Health, as necessary for their operations; the JRB and its staff; the sponsor of the research and its :
employees; and outside regulatory zies, such as the Food and Drug Administration.

HLOY : information DE prote ted once it is given to others? Your health information that is
given to the stady sponsor will semain private to the extent possible, even though the study sponsor is not

" required o follow the federal privacy laws. However, once your information is given o other organizations
that are not required to follow federal privacy laws, We cannot assure that the information will remain

. protected.

How long will this Authorization last? Your suthorization for the uses and disclosures described in this
Authorization does not have en expiration date,

Can | cancel the Authorization? You may cancel this Authorization at any time by notifying the Director
of the IRB, In writing, referencing the Research Protocol and IRB Protocol Number. 1f you cancel this
Authorization, the study doctor and staff will not use any new health information for research. However,
rmmhmmaycmﬁnmmwmmﬂmhfomﬁmmatmmﬁdﬂmywmmmcdm

authorization. :
information? You have a right to request o sea your health information. However,

to ensure the scientific integrity of the research, you will not be able to review the research information until

after the research protocol has been completed. '

Signature of participant; Date:

Or participants’ legally authorized represeatative .

Printed Name of participent’s representative:

Relationship to the participant:

Creed: 00107
Rewvlsed:; 082107
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CONSENT FORM

CONSORTIUM FOR RADIOLOGIC IMAGING STUDIES OF POLYCYSTIC KIDNEY
DISEASE (CRISP 11)
(participant)

Protocol # QG816940

Investigators:
Jared J. Grantham M.D.
Franz Winklhofer M.D.
Connie Wang M.D.
Louis Wetzel M.D.

Sponsor: National Institutes of Health

INTRODUCTION

You are being asked fo take part in this research study because you have polycystic
kidney disease (PKD) and you participated in the original Consortium for Radiologic
Imaging studies of Polycystic Kidney Disease (CRISP) Study.

Approximately 210 subjects will be enrolled at four centers across the United States.
These four centers include the University of Kansas Medical Center (KUMC), Mayo
Foundation, The University of Alabama at Birmingham Hospital and Emory University.
Jared J. Grantham, M.D., the principal investigator at KUMC will enroll approximately 60
subjects. The Data Coordination and Imaging Analysis Center (DCIAC) for the study is
located at the University of Pittsburgh.

The CRISP |l protocol does not exclude participants that envoll in other interventional
treatment trials. If CRISP Il participants are recruited into an interventional treatment
trial (e.g. HALT clinical trial) that also requires imaging studies the visits for CRISP il
and for the interventional trial will be coordinated to avoid duplication of tests and undue
burden on the participant. They will, however, complete the necessary studies of
CRISP 1i that are not included in HALT. : '

You do not have to participate in this research study. It is important that before you
make a decision to participate, you read the rest of this form. You should ask as many
questions as needed to understand what will happen to you if you participate in this
study

BACKGROUND

You are being asked to take part in this research study because you have polycystic
kidney disease (PKD) and you participated in the original Consortium for Radiclogic
Imaging studies of Polycystic Kidney Disease (CRISP) Study. In this study the research
doctors will continue following you for an additional four years (48 Months) to determine

HSC Submission Date: HSC #: 10824

Approvai Date: 5] Ro 1o 5[lok
Assurance # FWA00003411
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if pictures of your kidneys using Magnetic Resonance Imaging (MRI) can detect
changes in kidney size.

PURPOSE

The purpose of this study is to continue following you for another four years to
determine if pictures of your kidney using magnetic resonance imaging (MRI) can
detect additional changes in kidney size over this period of time. If you enroll, you will
participate for 48 months (4 years).

ELIGIBILITY DETERMINATION

You are eligible if you participated in the original CRISP cohort study. Initially, a
medical history and a compiete physical exam will be done to determine your overall
health. The physical exam wil include height, weight, and blood pressure
measurements. If you have serious heart, liver, lung or other medical conditions, you
may not participate in this extended CRISP Il study. Inciuded in your medical history, a
family tree (pedigree) will be done. Since this is a disease that runs in families we are
interested in determining the extent to which polycystic kidney disease shows up in your
family. We also want to determine if PKD presents the same in all effected members of
your family. We would like to gather the history of PKD from as many generations of
your family tree as possible. This will help us understand how the PKD genes affect
your family members. We may request information about your family and ask for your
help in getting this information.

Once the needed pieces of information are obtained, and if you are eligible, you will be
enrolled into the study and admitted fo the General Clinical Research Center (GCRC) at
University of Kansas Medical Center for testing.

PROCEDURES

If you are eligible and decide to participate in this study, your participation will last
approximately four years.

If you are also a participant in the National Institutes of Health (NIH) sponsored HALT
clinical trial, or an Otsuka sponsored trials, please read the following statements and
make your choice:

1. | permit the deidentified information (identified by CRISP ID number only)
collected for the CRISP study to be provided to the HALT or Otsuka
investigators

[1Yes []No Please initial here: Date:
2. | permit deidentified information (identified by HALT ID or Otsuka ID

number only) collected for the HALT or Otsuka study to be provided to the
CRISP investigators

HSC # 10824 .
Approval Date: Kj‘ﬂ!tﬁ'ﬁ to 5/’1’@\
Assurance # FWAD00034 11
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[l Yes [] No Piease initial here: Date:

If you agree to participate in the study, you will be scheduled for GCRC visits, at
baseline (Year 1) and Year 3, Year 2 and Year 4 will be scheduled for lab draws at the
GCRC or your local lab if you live over 1 hour fram KUMC. In addition, you will be
contacted by telephone every six months.

Baseline (Year 1) and Year 3 visits

For these visits you will be admitted to the General Clinical Research Center (GCRC) at
University of Kansas Medical Center. You will spend one full day in the GCRC.

Prior to the visit to the GCRC visit, participants will be mailed a family history
questionnaire. During the GCRC visit, the study coordinator will review the completed
questionnaire and the information regarding the family history of ADPKD will be
updated. The study coordinator will ask the participants permission to contact their
relatives and to sign a separate informed consent for this purpose.

A medical history, medication history, and complete physical exam will be done to
determine your overalt health, The physical exam will inciude height, weight, and blood
pressure measurements. You will have blood pressure measured at least nine times in
the same arm that was used in CRISP L

A urine test to determine preghancy will be performed on women with child-bearing
potential prior to undergoing any test. You will be told if you are pregnant.

Blood and urine samples will be obtained during your visit to determine your chemistry
and cholesterol profile, and other markers that may identify risk for renai failure in PKD.
About 50 mi or 4 tablespoons of blood will be taken for these tests.

A specialized test of your kidney function with blood and urine collections will be
performed at baseline Year 1 and year 3. Your kidney function will be measured using a
special test called GFR Test (Glomerular Filtration Rate). This test measures the
kidney's ability to filter and clean the biood. Before and during this test you will not be
allowed to eat food. However, you will be asked to drink water several times because it
is important for the accuracy of the test. A substance called lothalamate will be injected
under your skin in the upper arm. This substance is absorbed from the injection site into
the blood and it is carried to the kidneys for filtrations. You will be asked to void three
times in the course of the fest to collect urine. A small machine, calied a Bladder
Monitor, will be used to be sure that your biadder empties completely when you void.
For this examination, jelly will be placed on the skin and a probe that measures bladder
volume will be moved over the skin. Two small blood samples (1 teaspoon [5mi] each)
will be obtained by piacing a needle in the vein in your arm. This test will take
approximately two hours to complete

HSC# 10824 . ;
Approvai Date: 5[ t0 5/ /R
Assurance # FWADD003411
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A Magnetic Resonance Imaging (MRI) study will be done to determine the size of your
kidneys. An MRI involves lying still in a hollow tube or scanner for short periods of time.
The total duration of the MRI will be approximately 45 minutes. You are moved slowly
through the scanner while images of your kidneys are made by measuring the magnetic
spin of the kidney. There is no radiation exposure associated with this procedure,

At the baseline visit only, if you have not already done so, you will be asked to provide a
blood sample for genetic testing. This testing requires obtaining approximately 2
tablespoons (30 ml) of blood from your arm. The doctors invoived in this study will
isolate genetic material (DNA) from the blood sample identified by your CRISP ID
number only in order to study the family factors, or genes, that are inherited and cause
Autosomal Dominant Polycystic Kidney Disease (ADPKD).

Smail samples of your blood, urine and DNA wili be stored for future research studies
of PKD. These samples will be given a code rather than your name. This code wil
allow your sample to be used withour anyone knowing that it is your ample by just
looking at the lable. These samples will be stored in central labscontrolled by the
National Institutes of Health (Fisher BioServices and NIDDK Center for Genetics
Studies, Rutgers University Cell and DNA Repository). The DNA samples may be
stored for a ling time, even after your death.

Recruitment of Family Members

A maijor part of CRISP Il is to collect more complete family histories of all CRISP |
patients and create an family tree (pedigree) for each family You will be asked to
provide contact information and permission to contact family members who might be at
risk of having Polycystic Kidney Disease. With your permission,, we will contact the
family members that are known to have PKD to determine whether they are interested
in participating in this study.. Affected family members who agree to participate will sign
a consent form and provide a blood sampie for serum creatinine and DNA extraction.
Affected relatives will also be asked to complete a lifestyle questionnaire (smoking
history, caffeine use, estrogen use, and levels of physical activity) and a family history
questionnaire. Permission to review the most recent imagining study of the kidneys
(preferably Computer Tomography [CT] or Magnetic Resonance Imaging [MRI];
ultrasound if CT or MRI is not available) will be requested.

RISKS

Pregnancy Related Risk - Due to the investigational nature of the study, there is
not enough medical information to know what the risks might be to a breast-fed
infant or to an unborn child in a woman who takes part in this study. Therefore,
pregnant or lactating (nursing) women cannot participate in the study. If you are a
woman of childbearing potential you will undergo a urinary pregnancy test prior to being
accepted into the study. If the pregnancy test is positive, your involvement in the study
must be postponed. If you know you are pregnant you must inform the principal
investigator and not participate in this study. One of the foliowing birth control

HSC #: 10824
Approval Date: 5 QJO_? o Sh;{{'\?-.
Assurance # FWAOQ003411
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measures must be used by all women who can become pregnant and are sexually
active or by their sexual pariners while in this study: tubal ligation, birth control pill or
vasectomy. At each visit women who can become pregnant must have a pregnancy test
(blood test) before taking part in this study. You will be told the results of the pregnancy
test. If the pregnancy test is positive, the studies will need to be

postponed. 1If you become pregnant after completion of the first visit of this study, you
need to inform to Dr. Jared Grantham and he will determine if and when you should be
studied again.

There are risks related to biood drawing that include pain, bruising and infection. Risks
related to intravenous catheter placements are also present and include pain, bruising
and infection. Given that the intravenous line is in place for an extended amount of
time (between 2 and 6 hours), mild discomfort may be present for a few days after the
test.

There are no known risks from the magnetic resonance imaging. However, the hollow
tube is narrow and some people have anxiety related to being closed in or
claustrophobia. This occurs in approximately 12% of people. If you have any
pacemakers or metal objects that are not compatible with a magnetic resonance image
you may not participate in this study.

There may be other risks that have not yet been identified and unexpected side effects
that have not been previously observed may occur.

NEW FINDINGS STATENMENT

You will be informed if any significant new findings develop during the course of the
study that may affect your willingness to participate in this study.

BENEFITS

There are no direct benefits to you for participating in this study. ‘Information regarding
your level of kidney involvement may help to determine how fast you are.progressing
with PKD. This information wili be made available to your freating physician. You will
continue o receive your usual treatment by your primary physician. No changes to your
usual care will occur in this study. If you are thinking about participating in another
clinical study or trial, you need to discuss this with the Study Coordinator and the
Principal Investigator before you can participate.

ALTERNATIVES
The alternative o consenting to participate in this study is not to participate at all. If this

is the case and you decide not to participate, there will not be changes in your
treatment and you will continue to receive your usual medical care.

HSC # 10824 o
Approval Date: 58im 1o 5/2/08
Assurance # FWAD0003411
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COSTS
There will be no cost to you for participation in this research study. The costs of your

standard medical care will be billed to you and/or your insurance company in the usual
manner.

PAYMENT TO SUBJECTS

You will not be paid for taking part in this study, however reimbursement for
trave! expenses will be offered. Standard business mileage rate for travel
expenses up to $300.00 will be offered to all participants. :

IN THE EVENT OF INJURY

in the event you experience a serious side effect during this study, you shouid
immediately contact Beth Stafford R.N. at 913-588-760¢. If it is after 5:00 pm., a
holiday or a weekend, you should call the University of Kansas Medical Center operator
and ask to speak to the Nephrology doctor on call.

If any injury or illness should occur to you as a direct result of being in this study, the
investigator will be able to tell you what treatment options are available. Payment for
lost wages, disability or discomfort is not available. You do not give up any of your
rights by signing this form.

INSTITUTIONAL DISCLAIMER STATEMENT

If you believe you have been injured as a result of participating in research at Kansas
University Medical Center (KUMC), you should contact the Director, Human Research
Protection Program, Mail Stop #1032, University of Kansas Medical Center, 3901
Rainbow Blvd., Kansas City, KS 66160. Compensation to persons who are injured as a
result of participating in research at KUMC may be available, under certain conditions,
as determined by state law or the Kansas Tort Claims Act.

CONFIDENTIALITY AND PRIVACY AUTHORIZATION

Study records that identify you will be kept confidential as required by law. Resea rchers
cannot guarantee absolute confidentiality. If the results of this study are published or
presented in public, information that identifies you will be removed.

The privacy of your health information is protected by a federal law known as the Health
Insurance Portability and Accountability Act (HIPAA). By signing this consent form, you
are giving permission (“authorization”) for KUMC to use and share your health
information for purposes of this research study. If you decide not to sign the form, you
cannot be in the study.

To do this research, the research team needs to collect health information that
identifies you. They will collect information from study activities described in the
Procedures section of this form and information from your medical record that relates to

HSC # 10824 »
Approval Date: 512057 105/ T8
Assurance # FWADCD03411
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study participation. Your health information will be used at KUMC by Dr. Jared J.
Grantham M.D. and members of the research team, The University of Kansas Hospital
Medical Record Department, the KUMC Research Institute and officials at KUMC who
oversee research, including members of the KUMC Human Subjects Committee and
other committees and offices that review and monitor research studies.

By signing this form, you are giving Dr. Grantham and the research team permission to
share information about you with persons or groups outside KUMC. Your information
will be shared with representatives of the National Institutes of Health, the laboratory
that processes study lab samples, the Data Coordinating Center (DCIAC), the Data and
Safety Monitoring Board and U.S. agencies that oversee human research (if a study
audit is performed). The purpose for using and sharing your information is to make
sure the study is done properly.

Some of the persons or groups who receive your health information, including the
sponsor, may not be required by law to protect it. Once your information has been
shared outside of KUMC, it might be disclosed by others and no longer protected by the
federal privacy laws or this authorization.

There is a small risk that if people other than the researchers were given my genetic
facts, they could misuse them. If genetic information was given to employers or insurers
it could affect my ability to get a job or be insured. Misuse could cause problems for
family members. In order to minimize these risks, my genetic information will be kept
confidential as noted in this form.

Your permission to use and share your health information will not expire unless you
cancel it. Any research information that is placed in your medical record will be kept
indefinitely.

While you are participating in this study, you will have access to any study information
that is placed in your KUMC medical record. However, genetic information wili not be
placed in your medical record and will not be made available to you. The genetic
information will be shared with the researcher for the purpose of analysis, but will not be
shared with you.

QUESTIONS

You have read the information in this form. Dr. Grantham or his associates have
answered your question(s) to your satisfaction. You know if you have any more
questions after signing this you may contact Dr. Grantham or one of his associates at
(913) 588-7608. If you have any questions about your rights as a research subject, you
may call the Human Subjects Committe (913) 588-1240 or write them at Mail Stop
#1032, University of Kansas Medical Center, 3901 Painbow Blvd., Kansas City, KS
66160.

HSC # 10824 o s
Approval Date: ’5/ B3 to 5f7/ o
Assurance #: FWAO00003411 N
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A et b A o e e e et

SUBJECT RIGHTS AND WITHDRAWAL FROM THE STUDY

You understand that your participation in this study is voluntary. The choice not to
participate or to quit at any time can be made without penalty or loss of benefits. You
understand that not participating or quitting will have no effect upon the medical care or
treatment you receive now or in the future at the University of Kansas Medicai center.
The study may be discontinued for any reason without your consent by the investigator
conducting the study, by the sponsor of the study, or the FDA. Your participation can
be discontinued by the investigator or by the sponsor if it is felt to be in your best
interest or if you do not follow the study requirements. You may be asked fo return to
the clinic for a final visit. '

You have a right to change your mind about allowing the research team to have access
to your health information. To cancel your permission you must send a written request
to Dr. Jared J. Grantham M.D. at KU Medical Center, 3901 Rainbow Boulevard, Kansas
City, KS 66160.

If you cancel permission to use your health information, you will be withdrawn from the
study. The researchers and the sponsor may continue {o use and share information
that was gathered before your cancellation.

CONSENT

Dr. Jared J. Grantham or his associates have given you information about this research
study. They have explained what will be done and how long it will take. They explained
any inconvenience, discomfort or risks that may be experienced during this study.

You freely and voluntarily consent to participate in this research study. You have read
and understand the information in this form and have had an opportunity to ask
questions and have them answered. You will be given a signed copy of the consent
form to keep for your records. - ' '

Type/Print Subject's Name

Signature of Subject Time Date

Type/Print Name of Witness

Signature of Witness Date
HSC #: 10824

Approval Date: 5!9)[.()"7 to "}f?/ of
Assurance # FWAQO0003411
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Type/Print Name of Person Obtaining Consent

Signature of Person Obtaining Consent Date

OPTIONAL SUB-STUDY
You may choose not to donate your blood samples for immortalization and future
research studies while stilt participating in the main study.

In addition, if you agree, your blood cells will be put through a process called
immortalization to enable the researchers to have DNA for future research studies
related to this project. This DNA will be stored in a central repository at the NiH (NIDDK
Center for Genetic Studies, Rutgers University Cell and DNA Repository). Because the
genetic tests in this study are not used for regular medical care, you will not be told the
results of the test(s). The results will also not be put in your medical record. Should you
not wish to participate in this part of the study, you will not be held back from
participating in the rest of the study. Given that the identity of these samples will be
kept anonymous, the risk of DNA testing with regard to your good name, insurability,
employability and paternity are minimal. The genetic information obtained in this study
will not be shared directly with you and will be kept anonymous. The information about
uses and disclosures of your health information for the main study also applies to your
blood samples.

In case either the DNA isolation or the immortalization process fails, you may be asked
to provide an additional blood sample to repeat the procedure. When these studies are
completed, the researcher may wish to perform additional tests on these samples
related to this disease. De-identified (identified by CRISP ID number only) DNA
samples will be shared with other CRISP site investigators.

You may request that your DNA sample be destroyed and fo do so you can contact the
Principal Investigator, Dr. Jared J. Grantham M.D. at 913 588 7609. In case that either
the DNA isolation or the immortalization process fails, we may ask you for an additional
blood sample to repeat the procedure.

Please initial the options with which you agree.

(A) | give my permission fo have my DNA isolated and my blood cells
immortalized. | understand that if the process is successful, additional blood for DNA
studies will not be required. However, if the process is not successful, an additional
blood sample may be requested. '

(B) | do not give my permission for my DNA to be isolated.

HSC # 10824 :
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() I do not give my permission for the immortalization process but you may
isolate my DNA.

b. Year 2 and Year 4 Visits

On Year 2 and 4 you will be ask to provide a blood sample for measurement of serum
creatinine in a central laboratory. The blood sample can be obtained either at the
GCRC/KUMC laboratory or at your local physician’s office/laboratory. If the blood
sample is obtained at a local laboratory, we will provide you with the appropriate tube
labeled with the CRISP identification number, a mailing container and instructions.

c. Semi-annual telephone interviews _

Every six months, the CRISP study coordinator will contact you to obtain information
regarding any medication changes, hospitalizations, doctor visits and outpatient
procedures. We will ask your permission to contact and obtain information regarding
your health from any physician who has examined or treated you since your last visit or
telephone interview. By signing this informed consent form, you are giving us
permission to obtain these records.

WHAT WILL HAPPEN TO YOUR SAMPLES?

De-identified small samples of your blood, urine, and DNA will be stored for future
research studies of Polycystic Kidney Disease. The DNA sample may be stored for a
Jong time, even after your death. These samples will be given a code (rather than your
name). This code will allow your sample to be used without anyone knowing that it is
your sample just by looking at the iabel. These samples will be stored in central
repositories controlied by the NiH (Fisher BioServices and NIDDK Center for Genetics
Studies, Rutgers University Cell and DNA Repository).

There is a small risk that if people other than the researchers were given my genetic
facts, they could misuse them. If genetic information was given to employers or insurers
it could affect my ability to get a job or be insured. Misuse could cause problems for
family members. In order to minimize these risks, my genetic information will be kept
confidential as noted in this form.

STORAGE OF SPECIMENS

Biosamples {blood and urine): Please initial your choice(s) below:

| agree to allow my blood and urine samples stored in the NIDDK Biosample
Repository to be preserved for future research on Polycystic Kidney Disease.

HSC #: 10824 P
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| do not agree to allow my blood and urine samples stored in the NIDDK
Biosample Repository to be preserved for future research on Polycystic Kidney
Disease.

I wish fo be notified if my blood and urine samples are going to be used for
research on Polycystic Kidney Disease.

Genetics Samples (DNA) [if collected] Please initial your choice(s) below:

| agree to allow my DNA sample to be stored in the NIDDK Biosample
Repository to be preserved for future research on Polycystic Kidney Disease.

I do not agree to allow my DNA sample to be stored in the NIDDK Biosample
Repository to be preserved for future research on Polycystic Kidney Disease.

| wish to be notified if my DNA sample is going to be used for research on
Polycystic Kidney Disease.

If you agree to have your sample(s) stored in the Repository, you can change your mind
up until the end of the CRISP study. When study researchers receive written
instructions from you, they will destroy your sample and all information that identifies
you. After the CRISP study ends, you will not be able to withdraw your sample because
the Repository will not know which one is yours. The sample will stay in the Repository
indefinitely. If you agree to give your sample, it will be the property of UAB and may be
used for research by Dr. Grantham and CRISP investigators. Other researchers may
also ask for part of your sample for future studies.

Type/Print Subject's Name

Signature of Subject Time Date

HSC #: 10824
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CONSENT FORM

Consortium for Radiologic Imaging Studies of Polycystic Kidney Disease
(CRISP 1)
(relatives)

Protocol # QG816940
Investigators:
Jared J. Grantham M.D.
Franz Winklhofer M.D.
Connie Wang M.D.
Louis Wetzel M.D.

Sponsor. National Institutes of Health

INTRODUCTION

You are being asked to take part in this research study because you have polycystic
kidney disease (PKD) and you are a relative of a participant in the original Consortium
for Radiologic Imaging Studies of Polycystic Kidney Disease (CRISP Study). This
research study will be conducted at the University of Kansas Medical Center with Jared
J. Grantham M.D. as the principal investigator. Approximately 300 affected relatives of
CRISP | participants will be enrolled in the study at the University of Kansas Medical
.Center (approximately five affected relatives for each of the 60 CRISP | participants
studied at KUMC). Additional affected relatives will be enrolled at the other CRISP |
sites including Emory University, Atianta, GA, University of Alabama, Birmingham, and
the Mayo Clinic, Rochester, MN.

You do not have to participate in this research study. it is important that before you
make a decision to participate, you read the rest of this form. You should ask as many
questions as needed to understand what will happen to you if you participate in this
study.

BACKGROUND

You are being asked to take part in this research study because you have polycystic
kidney disease (PKD) and you have a relative who participated in the original
Consortium for Radiologic Imaging studies of polycystic kidney disease (CRISP) Study.
In the current study the research doctors will continue following your relative for
another four years to determine if pictures of the kidney using magnetic resonance
imaging (MRI) can detect change in kidney size over a short period of time. If you
enroll, you will participate for a single visit with KUMC where a blood sample and
complete medical history will be obtained in order to determine the extent to which the
PKD is being expressed in your family.

As you read this form describing the study, ask any questions you have. Take your
time to decide. Feel free to discuss the study with your family, friends, and healthcare

HSC Submission Date: HSG # 10824
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provider before you decide. You may stop participating at any time during the study.
You may decide not to participate. If so, none of your current benefits or normal heaith
care will be affected in any way. When you feel comfortable that all your questions
have been answered, and you wish to take part in this study, sign this form in order to
begin your participation. Your signature means you have been told about the study and
what the risks are. Your signature on this form also means that you want yourseif to
take part in this study.

PURPOSE

The purpose of this study is to collect more exhaustive family histories of all CRISP |
patients to draw an electrenic family tree of each family and to identify genetic factors
that influence the severity of the cystic disease.

PROCEDURES

If you agree to participate in this study a blood sample (30 ml or approximately two
tablespoons) will be obtained from a vein, for measurement of serum creatinine and
extraction of DNA,

If you agree to participate in this study your clinical and imaging data will be obtained
from your clinical records. Participants will also be asked to complete a lifestyle
questionnaire (to assess smoking history, caffeine exposure, estrogen exposure and
levels of physical activity) and a family history questionnaire to further extend the
traceable family.

When possible, the most recent of your Computer Tomography (CT) or Magnetic
Resonance Imaging (MRI) examination of the abdomen will be reviewed. If these
studies are not available, the most recent ultrasound images will be reviewed fo assess
renal disease severity. All of this clinical and lifestyle information, plus the available
genetic information on the family, will be stored in the CRISP database that is
maintained by the DCIAC (The Data Coordinating and Imaging Analysis Center) located
at the University of Pitisburgh.

Participation in this study will be limited to the time necessary to provide the blood
sample and information described above.

The doctors involved in this study will isolate genetic material (DNA) from the blood samples, identified by
CRISP 1D number only, in order to study the family factors, or genes, that are inherited and cause
Autosomal Dominant Polycystic Kidney Disease (ADPKD).

RISKS
There are risks related to blood drawing that include pain, bruising and infection.

There are no pregnancy-related risks.

HSC #: 10824 ;.
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NEW FINDINGS STATEMENT

You will be informed if any significant new findings develop during the course of the
study that may affect your willingness to participate in this study.

BENEFITS

There are no direct benefits to you for participating in this study. Information regarding
your level of kidney involvement may help to determine how fast you are progressing
with PKD. This information will be made available to your treating physician. You will
continue to receive your usual treatment by your primary physician. No changes to your
usual care will occur in this study. If you are thinking about participating in another
clinical study or trial, you need to discuss this with the Study Coordinator and the
Principal Investigator before you can participate.

ALTERNATIVES

The alternative to consenting to participate in this study is not to participate at all. If this
is the case and you decide not to participate, there will not be changes in your
treatment and you will continue to receive your usual medical care.

COSTS

There will be no cost to you for participation in the research. You will not need to pay for
tests and procedures which are done just for this research study. These tests and
procedures include venipuncture, measurement of serum creatinine and extraction of
blood DNA for genetic testing. The costs of your standard medical care will be billed to
you and/or your insurance company in the usual manner.

PAYMENT TO SUBJECTS

You will not be paid for taking part in this study.
IN THE EVENT OF INJURY

In the event you experience a serious side effect during this study, you should
immediately contact Beth Stafford R.N at 913-588-7609. If it is after 5:00 p.m., a holiday
or a weekend, you should cail 913-588-5000 and ask for the Nephrology doctor on calt.

If any injury or iliness should occur to you as a direct result of being in this study, the
investigator will be able to tell you what treatment options are available. Payment for
lost wages, disability or discomfort is not available. You do not give up any of your
rights by signing this form.

INSTITUTIONAL DISCLAIMER STATEMENT
If you believe you have been injured as a result of participating in research at Kansas
University Medical Center (KUMC), you should contact the Director, Human Research
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Protection Program, Mail Stop #1032, University of Kansas Medical Center, 3901
Rainbow Bivd., Kansas City, KS 66160. Compensation to persons who are injured as a
result of participating in research at KUMC may be available, under certain conditions,
as determined by state law or the Kansas Tort Claims Act.

CONFIDENTIALITY AND PRIVACY AUTHORIZATION

Study records that identify you will be kept confidential as required by law. Researchers
cannot guarantee absolute confidentiality. Efforts will be made to keep your personal
information confidential. If the resuits of this study are published or presented in public,
information that identifies you will be removed. '

The privacy of your health information is protected by a federal law known as the Heaith
Insurance Portability and Accountability Act (HIPAA). By signing this consent form, you
are giving permission (“authorization”) for KUMC to use and share your health
information for purposes of this research study. If you decide not to sign the form, you
cannot be in the study.

To do this research, the research team needs to collect health information that
identifies you. They will collect information from study activities described in the
Procedures section of this form. Your heaith information will be used at KUMC by Dr.
Grantham, members of the research team, the University of Kansas Medical Center
Research Institute and officials at KUMC who oversee research, including members of
the KUMC Human Subjects Committee and other committees and offices that review
and monitor research studies.

By signing this form, you are giving Dr. Grantham and the research team permission to
share information about you with persons or groups oufside KUMC. Your information
will be shared with representatives of the National Institutes of Health (the sponsor of
the study), the -laboratory that processes study lab samples, the Data Coocrdinating
Center, the Data and Safety Monitoring Board, the U.S. Food and Drug Administration
(FDA) and U.S. agencies that oversee human research (if a study audit is performed).
The purpose for using and sharing your information is to make sure the study is done
properly and to evaluate the safety and effectiveness of the study.

Some of the persons or groups who receive your health information, including the
sponsor, may not be required by law to protect it. Once your information has been
shared outside of KUMC, it might be disclosed by others and no longer protected by the
federal privacy laws or this authorization.

Your permission to use and share your health information will not expire unless you
cancel i,

While you are participating in this study, you will have access to your study related
information. However, genetic information will not be available to you and will only be
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shared with the researcher for the purpose of analysis. You may not have access to any
of your information after the end of the study.

QUESTIONS

You have read the information in this form. Dr. Grantham or his associates have
answered your question(s) to your satisfaction. You know if you have any more
questions after signing this you may contact Dr. Grantham or one of their associates at
(913) 588-7609. if you have any questions about your rights as a research subject, you
may call (913) 588-12400r write the Human Subjects Committee at Mail Stop #1032,
University of Kansas Medical Center, 3901 Rainbow Blvd., Kansas City, KS 66160.

SUBJECT RIGHTS AND WITHDRAWAL FROM THE STUDY

You understand that your participation in this study is voluntary. The choice not to
participate or to quit at any time can be made without penalty or loss of benefits. You
understand that not participating or quitting will have no effect upon the medical care or
treatment you receive now or in the future at the University of Kansas Medical center.
The study may be discontinued for any reason without your consent by the investigator
conducting the study, by the sponsor of the study, or the FDA. Your participation can
be discontinued by the investigator or by the sponsor if it is felt to be in your best
interest or if you do not follow the study requirements. You may be asked to return to
the clinic for a final visit.

You have a right to change your mind about allowing the research team to have access
to your health information. To cancel your permission you must send a written request
to Dr. Jared J. Grantham at KU Medical Center, 3901 Rainbow Boulevard, Kansas City,
KS 66160.

If you cancel permission to use your health information, you will be withdrawn from the
study. The researchers and the sponsor may continue to use and share information
that was gathered before your cancellation. They will stop collecting any additional
information about you. :

CONSENT

Dr. Grantham or his associates have given you information about this research study.
They have explained what will be done and how long it will take. They explained any
inconvenience, discomfort or risks that may be experienced during this study.

You freely and voluntarily consent to participate in this research study. You have read
and understand the information in this form and have had an opportunity to ask
questions and have them answered. You will be given a signed copy of the consent
form to keep for your records.

HSC #: 10824 ;
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Type/Print Subject's Name

Signature of Subject Time Date

Type/Print Name of Witness

Signature of Witness . ' Date

Type/Print Name of Person Obtaining Consent

Signature of Person Obtaining Consent Date

OPTIONAL SUB-STUDY
You may choose not to donate your blood samples for immortalization and future
research studies while still participating in the main study.

In addition, if you agree, your blood cells will be put through a process called
immortalization to enable the researchers to have DNA for future research studies
related to this project. This DNA will be stored in a central repository at the NIH (NIDDK
Center for Genetic Studies, Ruigers University Cell and DNA Repository). Because the
genetic fests in this study are not used for regular medical care, you will not be told the
results of the test(s). The resulis will also not be put in your medical record. Should you
not wish to participate in this part of the study, you will not be held back from
participating in the rest of the study. Given that the identity of these samples will be
kept anonymous, The information about uses and disclosures of your health
information for the main study also applies to your blood samples.

The genetic information obtained in this study will not be shared directly with you and
will be kept anonymous. If you agree to this part of the study, you will give up
ownership of this blood sample.

In case either the DNA isolation or the immortalization process fails, you may be asked
to provide an additional blood sample to repeat the procedure. When these studies are
completed, the researcher may wish to perform additional tests on these samples
related to this disease.

De-identified (identified by CRISP 1D number only) DNA samples will be shared with
other CRISP site investigators.

HSC # 10824 _;
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You may request that your DNA sample be destroyed and to do so you can contact the
Principal Investigator, Dr. Jared Grantham at 913-588-7609. In case that either the DNA
isolation or the immortalization process fails, we may ask you for an additional blood
sample to repeat the procedure.

Please initial the option with which you agree.

(A) I give my permission to have my DNA isolated and my blood cells
immortalized. 1 understand that if the process is successful, additional blocd for DNA
studies will not be required. However, if the process is not successful, an additional
biood sample may be requested.

(8) | do not give my permission for my DNA to be isolated.
{(C) | do not give my permission for the immortalization process but you may
isolate my DNA. '

WHAT WILL HAPPEN TO YOUR SAMPLES?

A sample of your blood DNA will be stored for future research studies of Polycystic
Kidney Disease. The DNA sample may be stored for a long time, even after your death.
These samples will be given a code (rather than your name). This code will allow your
sample to be used without anyone knowing that it is your sample just by looking at the
label. These samples will be stored in central repositories controlled by the NiH (Fisher
BioServices and NIDDK Center for Genetics Studies, Rutgers University Cell and DNA
Repository).

There is a small risk that if people other than the researchers were given my genetic
facts, they could misuse them. If genetic information was given o employers or insurers
it couid affect my ability to get a job or be insured. Misuse could cause problems for
family members. In order to minimize these risks, my genetic information will be kept
confidential as noted in this form.

STORAGE OF SPECIMENS
Biosamples (blood); Please initial your choice(s) below:;

____1 agree {o allow my blood sample stored in the NIDDK Biosample Repository o be
preserved for future research on Polycystic Kidney Disease.

____ldonot agree to allow my blood sample stored in the NIDDK Biosample Repaository
to be preserved for future research on Polycystic Kidney Disease.
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| wish to be nofified if my blood sample is going to be used for research on
Poiycyst:c Kidney Disease.

Genetics Samples {(DNA) [if collected] Please initial your choice(s) below:

| agree to allow my DNA sample to be stored in the NIDDK Biosample Repository
to be preserved for future research on Polycystic Kidney Disease.

| do not agree to allow my DNA sample to be stored in the NIDDK Bicsample
Repositery to be preserved for futu_re research on Polycystic Kidney Disease.

I wish to be notified if my DNA sample is going to be used for research on
Polycystic Kidney Disease.

If you agree to have your sample(s) stored in the Repository, you can change your mind
up until the end of the CRISP study. When study researchers receive written
instructions from you, they will destroy your sample and all information that identifies
you. After the CRISP study ends, you will not be able to withdraw your sample because
the Repository will not know which one is yours. The sample will stay in the Repository
indefinitely. If you agree to give your sample, it will be the property of KUMC and may
be used for research by Dr. Grantham and CRISP investigators. Other researchers may
also ask for part of your sample for future studies.

Type/Print Subject's Name -

Signature of Subject - Time Date
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Emory University Flow-Sheets

GENERAL CLINICAL RESEARCH CENTER (GCRC) DAY TO DAY ORDERS
EMORY UNIVERSITY SCHOOL OF MEDICINE

TITLE: CRISP Il (CONSORTIUM FOR RADIOLOGIC IMAGING STUDIES OF POLYCYSTIC KIDNEY DISEASE) STUDY
INPATIENT STAY (at year 1 and 3)
Study 7005 (version date: 09/17/07)

Admission Date:
Patient Name:
Medical Record No:
Investigators: Arlene Chapman, M.D. (PIC # 10162, home # 404-373-6085); Frederic Rahbari Oskoui, MD (P1C#17680)
Diego Martin, MD, PhD (Radiology: 404-778-3800)
Coordinators: Yoosun Han (P1C# 13695); Beth Wilkening, PA-C (PI1C# 11443); Diane Watkins, MA (PIC# 10627); Rivka Elbein, RN (#10945)

Day 0: ; Date:

Initials
1. Admitto GCRC

2. Activity ad lib (on Ward)

3. Vital Signs: BP P 'R T
4.Height without shoes in cm (to 0.1 cm) cm;
5. Weight without shoes in kg (to 0.1 kg) kg

6. Notify admitting M.D. Dr. Chapman (PIC 10162) or Dr. Rahbari (PIC#17680). Notify coordinator, Yoosun Han (PIC# 13695).

7. Place the copies of informed consent and history and physical exam form in chart. Also, have the patient fill out quality of life (SF-36v2) and pain
guestionnaires.

Variances & Actions: RN Signature:
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Day 0: ; Date: (continued)

8. Check medication list. Call Yoosun Han, if followings are included.

(1 altering renal hemodynamics or with potential nephrotoxicity (NSAIDs, antibiotics)
[ altering serum creatinine independent of GFR (trimethoprim [Bactrim], cimetidine)

* However, participants taking low dose aspirin (81 or 325 mg once daily) will be allowed continue on this dose throughout the study
as effects on renal hemodynamics are minimal.

* For a visit in which MR imaging will be done, all morning dose of antihypertensive medications will be held until the imaging exam
has been completed. If a participant is on any second-line antihypertensive medications that require twice daily dosing, those
medications should be also held the night prior to the MR visit. The purpose of holding the antihypertensive medications prior to the
imaging exam is to reduce the hemodynamic effects of medications on renal blood flow measurement.

9. Regular diet for dinner.

10. Subject to take own medications during in-patient stay. Hold antihypertensive medications for the evening dose, if any, until MRI
and MRA completed. Subjects not to take medication in the mornings until after GFR and MR complete.

11. Between 9 p.m. and 10 p.m., give subject 3 x 8 0z glasses of water (may have more if desire).

12. Have the patient in bed. NPO except liquid after 10pm. *The subject not to have meals until after GFR test and MR complete in
the morning.

Variances & Actions: RN Signature:
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Day 1: Date:
Initials
1. Wake subject at 7: 00 am. Have the patient empty bladder. Have the patient ring a bell at the completion of the urination.
Urine voiding times am or pm (circle one)
Record urine volume mL (* Urine volume must be at least 50 mL.)

2. Send fresh void urine as soon as possible: *Processing times should be no longer than 20-30minutes from the time of acquisition at Emory
GCRC lab.

1) to Emory GCRC lab for [1future RNA/ DNA retrieval, and [Isix 5 mL urine aliquots. The rest of urine remains at Emory
GCRC lab as a back-up for 5 days.
2) to Emory University Hospital (EUH) Lab for Ourine albumin, and Ourine creatinine.

*Send urine to EUH Lab for Oqualitative pregnancy test for all women.
- Have results on the chart before the end of the day. The patient needs to be rescheduled if she is pregnant.

3. Using the same scale as admission, weight without shoes in kg (to 0.1 kg) . kg

4. Place heplock in forearm; use 0.9% saline for flushes.

5. Blood will be collected as follows. Time am/pm (circle one)

Send 1 x 3 ml Green top tube (OCP Comprehensive & OLipid panel),
and 1x 5 ml Lavender top tube (ICBC with diff) to Emory University Hospital (EUH)Lab. (Check each box after placing order)

Send 3 x 10ml Red/Gray top tubes to the GCRC Core Lab: (1 tube for Cleveland Clinic and 2 tubes for NIDDK repository)
and 2 x 8 ml Green/Gray top tubes to the GCRC Core Lab for NIDDK repository.

**Send the blood samples IMMEDIATELY to the Core Lab for processing. Core Lab will notify nursing staff if any of the
samples are hemolyzed and need to be re-drawn before patient goes to Radiology for MRI/MRA. ***

Variances & Actions: RN Signature:
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Start of GFR test:

6. Have the patient drink 6 x 8 oz glasses of water in preparation for the iothalamate clearance determination.
Time: am/pm @ the end of drinking water.

7. Instruct the patient that she or he can urinate, if the patient cannot hold the urine for 60 minutes. Collect all urine over the next 60 min.
During the 60 min, save all urine and total @ the end of 60 min, to add 60 minute urine void. If the patient needs to urinate in 55
minutes, use it as 60 minute urine void.

8. Prepare iothalamate Injection.
NOTE: Patients > 40 kg all receive the same dose of lothalamate.
Dose: 0.5 ml lothalamate (300 mg) mixed with 0.5 ml sterile Bacteriostatic Water.

9. One hour after drinking water, have the patient urinate completely. Instruct the patient to ring a bell at the completion of urination.
Record the exact time am/pm (circle one). Record total volume of urine void ml

10. Inject lothalamate meglumine subcutaneously immediately, after completing urine void, by the deltoid in the arm opposite
where the heplock is placed. Record exact time of injection. am/pm

11. Send the urine to Emory GCRC lab to aliquot 5 ml of urine into tubes and label UO.
12. Have the patient drink 2 x 8 oz glasses of water.

13. Page Nephrology fellow, Dr. (PIC# ), after injection, to meet the patient and start the bladder ultrasound to mark X for
the bladder. Also, let Nephrology fellow have GFR testing flow chart.

14. 60 minutes after iothalamate injection, have the patient to urinate completely again, and collect entire urine specimen as UE. Instruct
the patient to ring a bell when finished voiding. Record the exact time am/pm (circle one), and volume ml Flow rate
ml/min (volume/time) (*Time between UO &UE min) (*Urine void flow rate must be >3 ml/min. (equal to or
greater than 3 ml/min))

Variances & Actions: RN Signature:
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Bladder ultrasound is to assess the completion of bladder emptying. This needs to be done within 10 minutes. Do ultrasound

reading of bladder x 1, and record. Bladder volume ml (*Bladder volume must be < 20 ml)
*|f the bladder volume is > 20 ml, have the patient urinate again. Time am/pm (circle one) Volume ml
Repeat ultrasound reading of bladder x 1, and record. Bladder volume ml (*Bladder volume must be < 20 ml)

**|f the bladder volume is still > 20 ml, extend the test for 10 minutes, and have the patient urinate again.

Have the patient to ring a bell when finished voiding. Record the exact time am/pm (circle one), and volume ml
Repeat ultrasound reading of bladder x 1, and record. Bladder volume ml (*Bladder volume must be < 20 ml)
***Save all urine of UE, and add all together for accurate total volume ml. Time between UO &UE min
Flow rate ml/min (volume/time) (*Urine void flow rate must be >3 ml/min. (equal to or greater than 3 ml/min))

16. Within 5 minutes of UE voiding, (*DO NOT DRAW the blood, if the bladder volume is > 20 ml.)

17.

18.

19.

20.

21.

Draw 4 ml of blood (P1) in sodium heparin green top plasma tube (*DO NOT use light green top tube!) from the heplock placed.
Time of blood draw am/pm (circle one)

Send 4 ml of blood (P1) plasma tube to Emory GCRC Lab to (1) Centrifuge for 10 min at 3,000 rpm and

(2) Aliquot plasma into clear top tube (P1)

(3) Store the specimen in the refrigerator until the specimen is shipped.
Discard UE (equilibration urine) urine specimen, after making sure that the bladder volume was < 20 ml.

Have the patient drink 1-2 x 8 0z glasses of water.

Instruct the patient that she or he can urinate, if the patient cannot hold the urine for 45 minutes. In that case, save the urine that was
voided in between, to add 45 minute urine void. If the patient needs to urinate in 40 minutes, use it as 45 minute urine void.

45 minutes after UE, have the patient urinate completely, and collect entire urine specimen as U1. Instruct the patient to ring a bell
when finished voiding. Record the exact time am/pm (circle one), and volume ml (must be at least 150 ml)

Flow rate ml/min (volume/time) (*Time between UE &U1 min) (*Urine void flow rate must be > 3 ml/min.
(equal to or greater than 3 ml/min))

Variances & Actions: RN Signature:
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22. Bladder ultrasound is to assess the completion of bladder emptying. This needs to be done within 10 minutes. Do ultrasound

23.

24,

25.

26.

217.

reading of bladder x 1, and record. Bladder volume ml (*Bladder volume must be < 20 ml)

*|f average the residual bladder volume is > 20 ml, or patient has voided < 150 ml, have the patient void again.
Time am/pm (circle one) Volume ml
Repeat ultrasound reading of bladder x 1, and record. Bladder volume ml (*Bladder volume must be < 20 ml)

**|f the bladder volume is still > 20 ml or patient has voided < 150 ml, extend the test for 30 minutes and have the patient urinate again.

Have the patient to ring a bell when finished voiding. Record the exact time am/pm (circle one), and volume ml
Repeat ultrasound reading of bladder x 1, and record. Bladder volume ml (*Bladder volume must be < 20 ml)
***Save all urine of U1, and add all together for accurate total volume ml Time between UE&U1 min
Flow rate ml/min (volume/time) (*Urine void flow rate must be > 3 ml/min. (equal to or greater than 3 ml/min))

Within 5 minutes of U1 voiding, (*DO NOT DRAW the blood, if the bladder volume is > 20 ml or total U1 urination <150ml) Draw
4 ml of blood (P2) in sodium heparin green top plasma tube (*DO NOT use light green top tube!) from the heplock placed. Time of
blood draw am/pm (circle one)

After P2 blood draw, remove the heplock.

Send 4 ml of blood (P2) plasma tube to Emory GCRC to (1) Centrifuge for 10 min at 3,000 rpm and

(2) Aliquot plasma into clear top tube (P2)

(3) Store the specimen in the refrigerator until the specimen is shipped.
Send the U1 urine specimen to Emory GCRC to aliquot 5 ml of U1 into tube and label U1.

Store the specimens in the refrigerator until the specimens are shipped.
(*GFR kit is to be shipped to Mayo Medical Laboratories, for measurement from Emory GCRC Laboratory. From Emory GCRC lab,
Sharon at 2-1181 will be called to ship the specimens on working business day.)

Variances & Actions: RN Signature:
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MR exam:

28. Coordinator will escort the patient to MRI/MRA at the scheduled time. am. This should take approximately 30 minutes.
Start of BP measurement:

29. During the last 30 minutes, has the patient smoked or consumed caffeine? (Circle One) Yes No
(*If yes, please wait 30 minutes since last cigarette or caffeine consumption.)

30. Non-dominant arm (in terms of handedness) (circle one). Right Left
31. Cuff size (Circle one.) Child (17-22 cm) Adult (22-32 cm) Large (33-42 cm)

32.1) Measure the non-dominant arm circumference (the opposite side of the writing hand) at half way between acromial process and the
tip of the elbow to determine blood pressure cuff size.

Arm circumference: cm
Sitting blood pressure: mmHg
2) Repeat Step (1) for the dominant arm:
Arm circumference: cm
Sitting blood pressure: mmHg
33. Is there a difference in systolic BP of 20 mm Hg or more between both arms? (circle one) Yes No

(* If Yes, use the arm that had 20 mmHg higher in systolic BP reading, instead of non-dominant arm.)

Study reference arm is
Serial number of the Dinamap monitor “JAutomated [/PCC monitor (non-automated) (Mark one)
Brand name of BP monitor

34. Take Blood pressure on non-dominant arm, (unless dominant arm has higher systolic BP of 20 mm Hg or more), three times with
appropriate size cuff after seated quietly for 5 minutes with the arm resting at heart level, taken 3 times at least 30 seconds

Variances & Actions: RN Signature:
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intervals.
Time : BP#1 HR#1 bpm
Time : BP#2 HR#2 bpm
Time : BP#3 HR#3 bpm

35. Is there a difference of more than 10 mm Hg (systolic or diastolic) between the second and third readings in one sitting? (Circle one)

Yes No (If Yes, a fourth and fifth reading will be recorded for that sitting.)
Time : BP#4 HR#4 bpm
Time : BP#5 HR#5 bpm

36. Patient is to stand for 3 minutes. Ask patient if he/she feels lightheaded. Take one blood pressure measurement in the study reference
arm.

Time : BP HR bpm

37. Patient can have breakfast and medications after GFR test and MR exam.
38. Patient can be discharged with instructions to follow up with primary care physician.

39. Make copies of completed day to day order and H&P and put in basket.

Physician’s Signature: Date:
Arlene Chapman, M.D. (PIC # 10162)

Variances & Actions: RN Signature:
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Mayo Clinic Flow-Sheets

This printout is current as of 7/23/2007, 9:13:15AM

Lab Flowsheet Verification for protocol 06-009502, Study Plan IPRC

Flowsheet Revision Number: 0

Is this template marked as complete and in production: YES

Blood Volume For Day 2 is 53.50 mL
Total Blood Volume For This Study Plan = 53.50 mL

NOTE: This biood volume will NOT include HMSR bloods that are not built info this template

High level processing instructions:

The study coordinator will provide the 5 mL screw-top tubes, 1.5 mL orange-top tubes, and labels. Do not use the aliquot labels from the
CRU Scheduling System, except for the label for the 50 mL conical tube for centrifuging the RNA/DNA urine.

Note: You will not use all of the labels on the label sheets.

g g g g bbbtk d Short Renal Clearance

koo

Order under the UO specimen as 81476. Enough labels will print from Lab 3 for all of the required specimens. When labels print from
Lab3, write the following on the labels, one for each specimen. U0, Ul, PI, and P2.

#HHHANOTE: Specimens must be shipped on the day of collection. *+++%

You will receive 4 Shipping Manifest forms from the study coordinator:

*  Repository - Serum/Plasma Samples

*  Central Lab - CCF (2 forms - one for the first specimen collected ("A" and "B"

second specimen.)
o

Repository - Urine Samples (Specimens labeled MCP-1)

together on the same form and one for the

Each set of the creatinine aliguots should have its own manifest sheet, "Central Lab - CCF" (The A and B aliquots both go on one sheet).

On the Manifest forms enter the number of tubes and double check to make sure the accession numbers on the forms match the accession

numbers on the tubes.

Before sending to the SSA, check to make sure all of the CRU labels have been taken off of the tubes and that only the drug company labels

are on the tubes.

Once all urine and blood specimens have been processed, put into a 3 Ib. styro on wet ice and send to the SSA with the Shipping Manifest
forms. The specimens need ro reach the SSA by 1:30 in order to be shipped on the day of collection, which is a requiremenr of the drug

company.

Shipping forms:

Day: 2 6:00 Tmpt:

Dese:

HMSR ELOOD

Urine Sarstedt 6 5.00ml  Tube label: "

Instructions:  Aliquot from random urine collection and send to CCL.

No Aliquots Temperature

Destination Lab

results will go to
medical record

Ambient CCL

Test Code Mnemonic Deseription
81260 RMA

Mircoalbumin-Random, U

Day: 2 6:00 Tmpt:

Desc: No test orders

Urine Urine, Hat

Instructions:  Aliquot.

Page 1 of 6

60.00 ml Tube label: 'Random Urine' KIT

C:\GCRC'fs_temp lab.apt
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Temperature Destination Lab

Label on tube

Pt ID? Instructions

Nbrl 450

Test Code
Nbr 2 4.50

Test Code
Nbr 3 4.50

Test Code
Nbr 4 4.50

Test Code
Nbrs 450

Test Code
Nbré  4.50

Test Code
Page2o0f 6

Frozen (store at -20C)  SSA

Mnemonic Description

INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Description
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Deseription
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonie Deseription
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Deseription
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Description
INONE  No Test Order Type

'"MCP-1'

'MCP-1'

'‘MCP-1'

'‘MCP-1'

'"MCP-1'

MCP-1'

307

No

No

No

Freeze at -20C.
with pmk card.

Freeze at -20C.
with pink card.

Freeze at -20C.
with pink card.

Freeze at -20C.
with pink card.

Freeze at -20C.
with pink card.

Freeze at -20C.
with pmk card.

Send to SSA

Send to SSA

Send to SSA4

Send ro SSA4

Send to SSA

Send to SSA

KIT

KIT

KIT

KIT

KIT

KIT

C:\GCRC'fs_temp _lab.rpt
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Nbr7  30.00 Frozen (store at -70C)  SSA 'FNA/DNA Urine Ne KEEPTUBE ONICE KIT
Centrifuge Tube' THROUGHOUT THIS
ENTIRE PROCESS.
Document the urine volume,
processing times, and voiding
time on the provided
requisition form.
Within 20 - 30 mins. of
callection perform the
following:
1. Centrifuge at 1600 rpms
for 5 mins.
2. Using a sterile pipette,
decant the supernatant and
discard.
3. Using a sterile pipette,
transfer the bottom 250 uL
pellet (sometimes barely- or
nonvisible). to a 1.5 mL
eppendorf tuibe previously
preparved with 750 uL of
TIriReagent.
4. Invert several times to mix
and freeze.
Test Code Mnemonic Description
INONE  No Test Order Type
Nbr8 030 Frozen (store at -70C)  SSA 'FNA/DNA' No Freezeat-70 C andsendro  KIT
S84 with pink card.
Test Code Mnemonic Description
INONE  No Test Order Type
Day: 2 7:00 Tmpt: Desc: No test orders
Blood Green/black 8.00ml  Tube label: ‘Stored Plasma’ KIT
Instructions:  Centrifuge at 3K for 15 mins. Remove the CRU label firom the tube. Refrigerate and send to
S84 on cold pack on the day of collection with pink card.
No Aliquots Temperature Destination Lab
Refrigerated SSA
Test Code Mnemonic Desecription
INONE  No Test Order Type
Day: 2 7:00 Tmpt: Desc: No test orders
Blood Green/black 8.00ml  Tube label: ‘Stored Plasma’ KIT
Instructions:  Centrifuge at 3K for 15 mins. Remove the CRU label firom the tube. Refrigerate and send to
S54 on cold pack on the day of collection with pink card.
Page 3 0f 6 CA\GCRC\fs_temp_lab.pt
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No Aliquots Temperature Destination Lab

Refrigerated SSA

Test Code Mnemonic Deseription
INONE  No Test Order Type

Day: 2 7:00 Tmpt: Desc: No test orders

Blood SST/Gld 3.5 3.00ml  Tube label: 'Creatinine’ KIT

Instructions:  Allow to clot. Centrifuge at 3 K for 15 minutes. Aliquot serum equally between the two
orange-top tubes labeled "Serum C-1."

Print
Aliquot Vol (ml) Temperature Destination Lab  Label on tube Pt ID? Instructions
Nbrl  0.30 Frozen (store at -70C)  SSA "Serum C-1' No Freezear-20C. Sendto

554 with pink card.

Test Code Mnemonic Description
INONE  No Test Order Type

Nbr2  0.50 Frozen (store at -70C)  SSA "Serum C-1' No Freezear-20C. Sendto
554 with pink card.

Test Code Mnemonic Description
INONE  No Test Order Type

Day: 2 7:00 Tmpt: Desc: HMSR ELOOD

Blood SST/R&B 8.5 8.50ml  Tube label: " results will go to

. medical record
Instructions: Do not process, send to CCL.

No Aliquots Temperature Destination Lab

Ambient CCL

Test Code Mnemonic Deseription
8053 LPSC Lipid Panel
87972 ELPN Electrolyte Panel, Serum

Day: 2 7:00 Tmpt: Desc: No test orders

Blood SST/Red 10 10.00ml Tube label: ‘Stored Serum’ KIT

Instructions:  Allow to clot for 30 mins. Centrifuge at 3K for 15 mins. Remove the CRU label from the tube.
Refrigerate and send to 554 on cold pack on the day of collection with pink card.

No Aliquots Temperature Destination Lab

Refrigerated SSA

Test Code Mnemonic Deseription
INONE  No Test Order Type

Day: 2 7:00 Tmpt: Desc: No test orders

Blood SST/Red 10 10.00ml Tube label: ‘Stored Serum’ KIT

Instructions:  Allow to clot for 30 mins. Centrifuge at 3K for 15 mins. Remove the CRU label from the tube.
Refrigerate and send to SS4 on cold pack on the day of collection with pink card.

Page 4 of 6 CA\GCRC\fs_temp_lab.rpt
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No Aliquots Temperature Destination Lab

Refrigerated SSA

Test Code Mnemonie Description
INONE  No Test Order Type

e 7 . - « I
Day: 2 7:55 Tmpt: Desc: U0 HMSR BLOOD
Urine Urine, Hat 5.00ml  Tube label: 'TO’ results will go to
. . medical record
Instructions:  Aliquot.
Print
Aliquot Vol (ml) Temperature Destination Lab Label on tube Pt ID? Instructions
Nbrl  5.00 Refrigerated Renal o’ No  Place in the refrigerator and
send all renal clearance
specimens together at the end
of the visit.
Test Code Mnemonic Description
81476 NSRC Renal Clearance, Short, Iothalmate
Day: 2 9:00 Tmpt: Desc: No test orders
Urine Urine, Hat 60.00 ml  Tube label: 'UE'
Instructions:  Participant to void at this fime and RN to record fime and TV. Do not save urine
No Aliquots Temperature Destination Lab
Ambient NONE
Test Code Mnemonic Description
INONE  No Test Order Type
Day: 2 9:05 Tmpt: Desc: PI No test orders
Blood NaHep/Gm4  3.00ml  Tube label: PI’
Instructions:  Centrifuge ar 3K for 10 mins. Aliguot.
Print
Aliquot Vol (ml)  Temperature Destination Lab  Label on tube Pt ID? Instructions
Nbr1  1.50 Refrigerated Renal ‘P]’ No  Send to the Renal Lab on wer
ice via General Service.
Test Code Mnemonic Description
INONE  No Test Order Type
e 7 . - I
Day: 2 9:45 Tmpt: Desc: Ul HMSR BLOOD
Urine Urine, Hat 5.00ml  Tube label: 'TI’ results will go to
. . medical record
Instructions:  Aliquot.
Print
Aliquot Vol (ml) Temperature Destination Lab Label on tube Pt ID? Instructions
Nbrl  5.00 Refrigerated CCL ur No  Place in the refrigerator and
send all renal clearance
specimens together at the end
of the visit.
Page 5 of 6 CAGCRC\s_temp_lab.rpt
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Test Code Mnemonic Deseription

81476 NSRC Renal Clearance, Short, Iothalmate
Day: 2 9:50 Tmpt: Desc: P2 No test orders
Blood NaHep/Gm4  3.00ml  Tube label: P2’
Instructions:  Centrifige at 3K for 10 mins. Aliquot.
Print
Aliquot Vol (ml)  Temperature Destination Lab Label on tube Pt ID? Instructions
Nbrl 1.50 Refrigerated CCL P2’ No  Send to the Renal Lab on wet

Test Code Mnemonic Deseription
INONE  No Test Order Type

Page 6 of 6
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Patient Name (x-xxx-xxx) nml-’clcl-’m’l Printed 10/10/2007 4:08 PI

06-009502 IPRC

CRISP II

IRB #06-009502
Study Plan: IPRC - Inpatient Renal Clearance yr 1 and 3

DOB: Pt. emergency contact informatio
Clinic #: Name
Name: Number

Relationship

Documentation Form: Low Sodium Diet Menu, VAPP. MD Orders

Role Name Pager # (W)Phone # (HhPhone #  (C)Phone #
PI Torres, Vicente E. MD, PhD 4-7527 (507) 284-3744 507-282-5096 __
Co-I Abdalla, Adil A. ML.D. 8-9377 266-1963

Co-1 King, Bernard F M.D. 4-6313 (507) 284-1728

Coord Kubly, Vickie J. 8-2356 (507) 266-9207

Coord Spencer, Dorothy 6-8774 507-266-3868

Dietetics Coord O'connor, Helen M. RD 127-06605 255-5703

Lab Coord Hare, Jennifer R. RST 127-10522 5-6905

Nurse Coord Broten, LouAnn (507) 255-5701

Pharmacy Coord Miller, Debbie D. PH 5-7928

Unit Coord Henkel, Mary RN 507-255-5701

Send flowsheet to: Dorothy Spencer / vickie Kubly @ EiSL 33 Nephrology

PFH Date CVI Date

Consent signed: PG Test: /

DATE INITIALS RESULTS DATE INITIALS

Additional Comments

Revision 3 completed by Broten, LouAnn on 9/10/2007 -1-
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06-009502 IPRC [Patient Name (x-xxx-xxx) mm/dd/yyyvy] Printed 10/10/2007 4:08 P
Dav1
1500
Admission In-pft. Ht. cm Wt. kg
VS: T P . BP 'R

Verify consent
Review CVI/PFH if appropriate
Baseline RN assessment

Check Creatinine fom MICs or Docs Browser note: . mg/dL - the
result may be from several years out and that is what we are to use.

Patients are to take their evening dose of HTN medication but are to hol¢
all meds tomorrow until after the MRI.

1530
Criteria Note allergies to Iodine of any kind & document severity
Severe Mild Moderate
If patient has had a previous severe reaction to contrast, notify Dr. Torres in regard
to canceling the test.

CRITERIA FOR IMMEDIATE NOTIFICATIONOF INVESTIGATOR
1. Tothalamate allergic reaction

2. Incomplete bladder emptying

3. Continuously low urine output (< 3ml/min.)

4. Headache. nausea. diarrhea. other physical complaints

1700
Vs For use with BP assessment in AM please do the following BP check:

The participant is to have obstained from smoking and caffeine for at least 30 min
prior to BP measurements

Use the Dinemap or Phillips monitors

Measure the upper arm circumference to determine cuff size
Right cm  Left _cm  Cuff size
Adult cuff [24->33 cm]
Large cuff [33-41 cm]
Child cuff [ <24 cm]
Thigh cuff [=41 cm]

Revision 3 completed by Broten, LouAnn on 9/10/2007
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1730

1900

2000

SMH - low
sodium meal

Blood draw -
STAT fHCL] - Pg

Renal Clearance
room set-up

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-x00) mm/dd/yyyvi] Printed 10/10/2007 4:08 1

=x*%*Record cuff size, dominate arm, & BP readings on MICS

The patricipant is to sit for 5 minutes with feet uncrossed and the BP's are to be
taken 3 times in each arm 3min apart.

The non-dominent arm will be used to obtain the BP's
If on 3 consecutive measurements there is a difference in the systolic BP of 20 mr
Hg or more between arms the non-dominant arm will be determined as being the

arm with the lowest total Mean Arterial Preassures (MAPS) instead of which hanc
is non-dominate. To determine this do the following:

Right arm -

Time Systolic / Diastolic Mean _
/
/
/

Left arm -

Time Svstolic / Diastolic Mean _
/
/
/

TOTAL MAP

Have participant order a 90 mEq low sodium general diet meal from St. Marys
dietary or participant may go out on pass until 9pm after being seen by Dr. Torres
and / or Nurse practitioner.

Draw Pg test when applicable and send to STAT lab if not done in the last 48 hrs.
RESULTS

Place the following in patient room:

Set up syringes per protocol

Heating pad

Scale for RC [place on solid counter and plug in]
Have bladder scanner with gel bottle

Clock or stopwatch

Urinal /hat

Revision 3 completed by Broten, LouAnn on 9/10/2007 -3-
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2100
Oral fluid Load

2200
Bed time

Fasting

Dav 2

0600
Awaken patient

Urine collection -
clean catch

Assessment - BID

0605
WwT

CRISP Il Study Flowsheets —Mayo Clinic
Patient Name (x-xxx-xxx) mm/dd/yyyvy] Printed 10/10/2007 4:08 I

Participant to drink 3 - 8o0z. glasses of water between 9-10 PM

Patient to be in bed with lights out by 10 pm.

Patient to be fasting until after RC study & MRI except for water

Awaken patient

Patient is NOT to take any medications until after MRI completed.

Obtain a clean catch urine sample per standard procedure. Aliquot per instruction
on lab flowsheet. TIME

A urinary catheter is not approved for this study

Do RN assessment

Weight kg to be done after bladder has been emptied.

For BP assessment:
Obtain after patient awake for 30 min.

The participant is to have obstained from smoking and caffeine for at least 30 min
prior to BP measurements

Use the Dinemap or Phillips monitors

Use the non- dominent arm and cuff size that was determined last evening.
ARM CUFF

The patricipant is to sit for 5 minutes with feet uncrossed and the BP's are to be
taken 3 times at least 30 seconds apart.

Revision 3 completed by Broten, LouAnn on 9/10/2007 -4 -
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0645

Oral fluid Load

Void

CRISP Il Study Flowsheets —Mayo Clinic
Patient Name (x-xou-xxx) mm/ddyyvyy] Printed 10/10/2007 4:08

Blood Pressure Measurement Procedural Steps:
1. Have participant bare arm. removing restrictive clothing
2. Position Cuff:
a. Center of cuff placed over brachial artery
b. Bottom edge of cuff is positioned 1 to 1.5 inches above antecubital space

c. Cuffis wrapped smoothly & snuggly on arm so that only 2 fingertips can fi
under the edge of the cuff.

d. Straighten BP cuff tubing so that it is parallel to patients arm.
4. Verify that participant is relaxed and properly positioned:

a. Sitting upright (no slouching). back supported

b. Both feet on the floor (legs/ ankles not crossed)

c. Arm is supported at heart level

d. BP device display screen is not visible to the participant

e. Participant not to talk, eat or drink during BP measurements
Record:
Time P BP T

p BP
BP

Average P Average BP

Patient to begin drinking six 8oz [240mL ea] glasses of water ( may include 1 cyj
of decaf coffee) to be completed by 0800.
# of glasses taken

Patient may void between now and 0700. Do not need to save urine.

Patient not to void after 0710 untill 07535, if possible. If pt. needs to void betweer
0710 and 0730 - Do not save. but pt. must void at 0755.

Revision 3 completed by Broten, LouAnn on 9/10/2007 -5-
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0700
Start - NS lock

Blood draw

Tothalimate - SQ

0730
Questionnaires

0755
Urine - UO

CRISP Il Study Flowsheets —Mayo Clinic

|Patient Name (x-xxx-xxx) mm/dd/yyyy| Printed 10/10/2007 4:08 PN

Start IV saline lock for blood draws - Draw HMSR bloods at this time

Draw baseline bloods at this time (total 47.5ml)

8.5ml SST. for HMSR tests (Creatinine, Electrolyte pannel, Lipid panel)
8ml Green/black - X2 - Kit

3ml in 3.5ml SST - Kit

10ml SST - X2 - Kit

May do with IV start

Notify pharmacy to send Iothalamate for 8am injection

Review and complete GFR checklist and continue throughout study. See
attachment. The GFR test MUST BE RESCHEDULED if the answer to any of the
statements in the checklist is "No" - notify study coordinator.

Uo

UO (baseline): Have subject empty bladder as completely as possible
Time void ended
Total Vol Aliquot 5ml into appropriate tube. Discard remainder.

Record all urines and bloods on Short renal clearance form ( attached)

0800
Med-Iothalamate *Note: Blood draw is from opposite arm, so use best arm for veni-puncture.
SQ
Use POSTERIOR aspect of UPPER ARM. Gently pinch skin, insert needle, release
skin, (draw back to make certain not in vessel), and inject Iothalamate.
Time: Injection Site: Right: Left
Record in MICS & on Short renal clearance form
Oral fluid Load Have participant drink (1-2) 8oz glasses of water to maintain output. # of
glasses
0850
FYT study Renal Lab Guidelines: Be sure bladder is empty. Average residual bladder
Rewision 3 completed by Broten, LouAnn on 9/10/2007 -6-
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0900

0905

Information

Urine - UE

Bladder
Ultrasound
Instructions

Blood draw - P1

CRISP Il Study Flowsheets —Mayo Clinic

[Patient Name (x-xxx-xxx) mm/dd/yyyyl Printed 10/10/2007 4:08 PV

volume should be < 20 mls. (Note: In some situations, <10% of voided volume.
[PROVIDED residual volume is <50mls], is acceptable.

Urine Flow Rate Must be equal to or greater than 3ml per min.
If the flow rate does not meet this criteria at any time THE TEST MUST BE
RESCHEDULED. See GFR checklist

UE
UE (60 minutes from Iothalamate injection): [+or - 5 min ]
Have subject empty bladder as completely as possible
Time void ended v No aliquot at this veid
Discard urine.

UE
VOID # 1:0btain 5 bladder ultrasound readings within 1-2 minutes of voiding and
record
1. 2. 3. 4. 5.

If bladder has an average of = 20mls of urine, have pt. revoid immediately after firs
void & ultrasound again.

VOID # 2 [IF NEEDED]:
1. 2. 3. 4.

th

If Average of residual bladder volume is > 20 mls, extend Equilibration Period for £
min. and have participant void again.

VOID # 3 [IF NEEDED]:
1. 2. 3. 4. S.

Record urine vol. , duration , and flow [ml/min] [Urine
vol. Divided by duration = flow]

*Flow is figured to 3 places behind the decimal then rounded to 2 places on Short
Renal Clearance form.

P1
P1 ( 60 minute): TIME (record on Short Renal Clearance form)
3mL into a 4mL Green

Do within 5 min. maximum of UE by venipuncture in oposite arm of injection
Tourniquet time MUST be LESS than 1 min

tourniquet used: yes no Time left on: seconds
0940
FYI study Of primary concern is the differentiation recorded on the GFR from the UE to Ul.
Information It is EXTREMELY IMPORTANT that the time of urine collection duration is
Revision 3 completed by Broten, LouAnn on 9/10/2007 -7-
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0945

0950

Urine - Ul

Bladder
Ultrasound
Instructions

Blood draw - P2

CRISP Il Study Flowsheets —Mayo Clinic

[Patient Name (x-xxx-x00¢) mm/dd/yyyvi] Printed 10/10/2007 4:08 P

absolutely accurate from end of UE to end of Ul.

U1
U1 = All urine collected for at least 45 minutes after UE
Have subject empty bladder as completely as possible, If more than one void, pool
and save all urine for accurate TV.
Time void ended vV
Aliquot Sml into appropriate tube and discard remainder.

U1
VOID # 1:0Dbtain 5 bladder ultrasound readings within 1-2 minutes of voiding an
record
1.

2

3. 4. 5.

If bladder has an average of > 20mls of urine, have pt. revoid immediately after fir
void & ultrasound again.

VOID # 2 [IF NEEDED]:
1. 2. 3. 4.

“h

If Average of residual bladder volume is > 20 mls, extend Equilibration Period for
15 - 30 min., [but less than 90 min from UE] and have participant void again.

VOID # 3 [IF NEEDED]:
1. 2. 3. 4.

“h

Record urine vol. , duration , and flow [ml/min] [Urine
vol. Divided by duration = flow]

*Flow is figured to 3 places behind the decimal then rounded to 2 places on Short
Renal Clearance form.

P2

P2 = Plasma collected immediately after Ul  TIME (record on
Short Renal Clearance form)

3mL into a 4mL Green
Do within 5 min. maximum of Ul by venipuncture in oposite arm of injection

Tourniquet time MUST be LESS than 1 min
tourniquet used: yes no Time left on: seconds

1000
Fasting Have patient remain fasting until after MRI
Remind patient not to take any medication until after MRI
Revision 3 completed by Broten, LouAnn on 9/10/2007 -8-
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1100
MRI

1200
SMH - low
sodium meal

CRISP Il Study Flowsheets —Mayo Clinic

|Patieut Name (x-xxx-xxx) nml-"clcl-"mvl Printed 10/10/2007 4:08 PM

Await escort/study coordinator to take patient to MRI Confirm appointment time at
MRI (5-8755)

Have participant order meal from St. Marys dietary for time. ( low sodium
meal)

1300
Vs Upon return from MRI
VS: T ;P : BP ‘R
Dec IV Dc IV
Dismissal Dismiss patient if stable
Participant will have appointment with Dr. Torres in the afternoon.
FYI study Make 2 copies of the Short renal clearance form and give
Information 1. One to the lab to send with the samples
2. Attach one to the flowsheet
3. Fax copy of GFR checklist and a copy of the short renal clearance form to
Dorothy Spencer @ 5-0770
Revision 3 completed by Broten, LouAnn on 9/10/2007 -0-
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06-009502 IPRC [Patient Name (x-xocx-x30x) mm/dd/yyyi] Printed 10/10/2007 4:08 PN

RC bloods and urines

Time | Setup |Green/black|NaHep/Grn|SST/GId|SST/Red|SST/R&B|Urine, [Sarstedt Comments
4 3.5 10 8.5 Hat 6

Day 2

0600 [all to lab 60 5 |Urine collection -
clean catch

0645 Oral fluid Load 6
glasses

0700 |11.5. 8.8 3 10,10 8.5

8.8.10.10

0755 |5 5 Urine - UO

0800 Med-Iothalamate
SQ

0800 Oral fluid Load 1-2
glasses

0900 |none 60 Urine - UE discard
after TV -No
aliquot needed

0905 |3 3 Blood draw - P1

0945 |5 5 Urine - Ul

0950 |3 3 Blood draw - P2

Revision 3 completed by Broten, LouAnn on 9/10/2007 -10-
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06-009502 IPRC Patient Name (x-xxx-xxx) mm/dd/yyyy] Printed 10/10/2007 4:08 P)

DO NOT ALTER DOCUMENT
IRB # 06-009502 Nurse Information

Title: Renal Imaging to Assess Progression in Autosomal Dominant Polycystic Kidney Disease (ADPKD):
Extension (CRISP II)

Objective: This study seeks to draw unequivocal linkage between the rate of kidney/cyst enlargement and
qualitative and quantitative (declining renal function reflected in iothalamate clearance and albuminuria) end-
points, provide a marker of disease progression and develop and test other biomarkers of disease progression.

Study Design: This is a four year prospective, observational study of up to 58 subjects conducted at the CRU-
SMH. Subjects come to the CRU for two visits year 1 and year 3. Subjects receive iothalamate 300 mg SQ at

each visit to determine glomerular filtration rate.

Study Drug Administration: (preferred injection site = non blood draw arm)
e For subjects 40 kg or greater administer 300 mg/mL iothalamate SQ into the posterior upper arm.

Pharmacology: Iothalamate is a radiological iodinated contrast media used for renal function tests.

Concomitant Medications: No restrictions are listed in the protocol. Per Investigator hold AM dose of
hypertension medications on the day of the study until completion of iothalamate clearance test and MRI.

Side Effects/Warnings:

¢ Injection site reaction
o Allergic reaction

Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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Page 12 of IRB#440-99 rvCrisp 10/10/07 4:08 PM

APPENDIX 1 GFR CHECKLIST

THIS FORM MUST BE COMPLETED AND RETURNED to address below
¢ Participant's Initials: : MML CONTROL No.: M-
from Short Renal Clearance Form

¢ Participant's CRISP ID:
¢ SITE: (Circle One) Alabama Emory Kansas MAYO

¢ Date of Collection: / /2007
Month Day Year
Check In
1. CLINICAL STABILITY: »No O Yes O

(NOTE: Clinical Stability is defined as the ABSENCE of:
Viral Syndrome; Fever; Acute Pain; Diarrhea; etc.).**
2. Compliance with non-allowed medications: —— No 1 Yes [

DAY 1

1. Fasting (> 8 hours) » No 0 Yes O
2. Hydration as per Protocol » No 0 Yes O
3. Equilibration time 60 + S minutes ————— > No 0 Yes [
4. Urine Flow rate >3 ml/minute for UE ——— No 00 Yes [0
5. P1 within 5 minutes of UE + No 0 Yes O
6. Residual bladder volume <20 ml OR —— No 00 Yes O

10% of voided urine (but NOT > 50 ml) @ UE

7. Collection time for Ul is 45 — 90 minutes. ——— No [1 Yes [
8. P2 is within 5 minutes of Ul — No 0 Yes [

9. Residual bladder volume < 20 ml OR
10% of voided urine (NOT > 50 ml) @ Ul — No 0 Yes [
10. Urine Flow rate > 3 ml/minute for Ul ——— No J Yes [J

NOTE: If the answer is “No” to any of the above, THE TEST MUST BE
RESCHEDULED.! **Please page Dr. Torres Vickie, or Dorothy, PRIOR to canceling
test,

NOTE: Please send this form and Original GCRC Flowsheet to:
Vickie Kubly, Dorothy Spencer, Study Coordinators
Eisenberg S-33
Nephrology PKD Research
Thank you! 6-9207 / 6-3868)
Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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Page 13 of IRB#440-99 rvCrisp 10/10/07 4:08 PM
SHORT RENAL CLEARANCE SHEET

DOCTOR: DR. IRB:

NAME:

CLINIC NO: DATE:

DIAGNOSIS:

AGE: SEX WT kgs. Hit: cm BP

Allergies: Iothalmate Injection Time:

MEDICATIONS:

FASTING: WATER LOAD GIVEN:

ESTIMATED FUNCTION: GFR X

Total Intake:

SERUM CREATININE

Oral Water

Total Output: Urine output

COLLECTION OF SAMPLES

BLOOD URINE

Time Time VOL - DURATION = FLOW RATE Water
Pre

PO (baseline) U0 X = =

BP cuffused:  ves, no, mmHg

P1 UE ultrasound

BP cuffused:  yes, no, mmHg
VOL / DURATION = FLOW RATE Water

P2 Ul ultrasound

BP cuffused:  yes, no,  mmHg

VOL / DURATION

= FLOW RATE

Prepared by Research Support

Hospital Pharmacy Services 10/10/2007ddm
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This printout is current as of 7/23/2007, 9:12:16AM
Lab Flowsheet Verification for protocol 06-009502, Study Plan IPRCH
Flowsheet Revision Number: 0 Is this template marked as complete and in production: YES

Blood Volume For Day 2 is 14.50 mL
Total Blood Volume For This Study Plan = 14.50 mL

NOTE: This blood volume will NOT include HMSR bloods that are not built into this template

High level processing instructions:

This patient is also participating in the 1715-05 (HALT) study. In order to eliminate the chance for duplicate specimens being collected,
this flow sheet contains specimens that need to be collected in addition to those needed for the HALT study.

The study coordinator will provide the 5 mL screw-top tubes, 1.5 mL orange-top tubes, and labels. Do not use the aliquot labels from the
CRU Scheduling System, except for the label for the 50 mL conical tube for centrifuging the RNA/DNA urine.

Note: You will not use all of the labels on the label sheets.

ook ok ook oo ok

Hdsk gk k ko k A 4% Shorr Renal Clearance ™
Order under the UO specimen as 8§1476. Enough labels will print from Lab 3 for all of the required specimens. When labels print from
Lab3, write the following on the labels, one for each specimen. U0, Ul, P1, and P2.

You will receive 4 Shipping Manifest forms from the study coordinator:

*  Repository - Serum/Plasma Samples

*  Central Lab - CCF (2 forms - one for the first specimen collected ("A" and "B" together on the same form and one for the
second specimen.)

*  Repository - Urine Samples (Specimens labeled MCP-1)

Each set of the creatinine aliquots should have its own manifest sheet, "Central Lab - CCF" (The 4 and B aliquots both go on one sheet).

On the Manifest forms enter the number of tubes and double check to make sure the accession numbers on the forms match the accession
numbers on the tubes.

Before sending to the SSA, check to make sure all of the CRU labels have been taken off of the tubes and that only the drug company labels
are on the tubes.

Once all urine and blood specimens have been processed, put into a 3 Ib. styro on wet ice and send to the SSA with the Shipping Manifest
forms. The specimens need to reach the SS4 by 1:30 in order to be shipped on the day of collection, which is a requirement of the drug

company.

Shipping forms:

Day: 2 6:00 Tmpt: Desc: HMSR BLOOD

Urine Sarstedt 6 5.00ml  Tube label: " results will go to

. : . . medical record
Instructions:  Aliquot from random urine collection and send to CCL.

No Aliquots Temperature Destination Lab

Ambient CCL

Test Code Mnemonic Deseription
81260 RMA Mircoalbumin-Random, U

Page 1 of 4 C\GCRC\fs_temp lab.rpt
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Day: 2 6:00 Tmpt: Desc: No test orders
Urine Urine, UA 60.00ml Tube label: Random Urine’ KIT
Instructions:  Aliguot.
Print
Aliquot Vol (ml)  Temperature Destination Lab Label on tube Pt ID? Instructions
Nbrl  4.50 Frozen (store at -70C)  SSA "MCP-1' No Freeze at -20C. Send to 554 KIT
with pink card.
Test Code Mnemonic Description
INONE  No Test Order Type
Nbr2 450 Frozen (store at -70C)  SSA "MCP-1' No Freeze at-20C. Send to 554 KIT
with pink card.
Test Code Mnemonic Description
INONE  No Test Order Type
Nbr3  30.00 Frozen (store at -70C)  SSA 'FNA/DNA Urine No KEEPTUBE ONICE KIT
Cenrrifuge Tube’ THROUGHOUT THIS
ENTIRE PROCESS.
Document the urine volume,
processing times, and voiding
time on the provided
requisition _form.
Within 20 - 30 mins. of
collection perform the
following:
1. Centrifuge at 1600 rpms
for 3 mins.
2. Using a sterile pipelte,
decant the supernatant and
discard.
3. Using a sterile pipette,
transfer the bottom 250 uL
pellet (sometimes barely- or
nonvisible). to a 1.5 mL
eppendorf tube previously
prepared with 750 uL of
TIriReagent.
4. Invert several times to mix
and freeze.
Test Code Mnemonic Description
INONE  No Test Order Type
Nbr4 030 Frozen (store at -70C)  SSA 'FNA/DNA' No Freeze ar-70 C and send o KIT

Test Code Mnemonic Description
INONE  No Test Order Type

Page 2 of 4
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e 7 . - N
Day: 2 7:00 Tmpt: Desc: HMSR BLOOD
Blood SST/R&B 8.5 850ml  Tube label: ” results will go to
: medical record
Instructions: De not process, send to CCL.
No Aliquots Temperature Destination Lab
Ambient CCL
Test Code Mnemonic Description
8053 LPSC Lipid Panel
87972 ELPN Electrolyte Panel, Serum
2 . . . Tt
Day: 2 7:55 Tmpt: Desc: U0 HMSR BLOOD
Urine Urine, Hat 5.00ml  Tube label: 'T0" results will go to
: ) medical record
Instructions:  Aliguet.
Print
Aliquot Vol (ml)  Temperature Destination Lab  Label on tube Pt ID? Instructions
Nbrl  5.00 Refrigerated Renal Uo’ No  Place in the refrigerator and
send all renal clearance
specimens together at the end
of the visit.
Test Code Mnemonic Description
81476 NSRC Renal Clearance, Short, Iothalmate
Day: 2 9:00 Tmpt: Desc: No test orders
Urine Urine, Hat 60.00ml  Tube label: "VE'
Instructions:  Participant to void ar this time and RN to record time and TV. Do not save urine
No Aliquots Temperature Destination Lab
Ambient NONE
Test Code Mnemonic Description
INONE No Test Order Type
Day: 2 9:05 Tmpt: Desc: PI No test orders
Blood NaHep/Grn4  3.00ml  Tube label: PI*
Instructions:  Centrifuge at 3K for 10 mins. Aliguot.
Print
Aliquot Vol (ml)  Temperature Destination Lab  Label on tube Pt ID? Instructions
Nbr 1 1.50 Refrigerated Renal 'PI’ No  Send to the Renal Lab on wer
ice via General Service.
Test Code Mnemonic Description
INONE No Test Order Type
] . . s Ul
Day: 2 9:45 Tmpt: Desc: U1 HMSR BLOOD
Urine Urine, Hat 5.00ml  Tube label: 'UI" results will go to
: . medical record
Instructions:  Aliguet.

Page 3 of 4
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Aliquot Vol (ml) Temperature Destination Lab Label on tube

Print
Pt ID? Instructions

Nbrl  5.00 Refrigerated CCL Il

Test Code Mnemonie Description
R1476 NSRC Renal Clearance, Short, Iothalmate

No  Place in the refrigerator and
send all renal clearance
specimens together at the end
of the visir.

Day: 2 9:50 Tmpt: Desc: P2 No test orders
Blood NaHep/Gm4  3.00ml  Tube label: P2’
Instruetions:  Centrifuge at 3K for 10 mins. Aliguot.
Print
Aliquot Vol (ml)  Temperature Destination Lab Label on tube Pt ID? Instructions
Nbr1l 150 Refrigerated CCL ‘P2’ No  Send to the Renal Lab on wet

Test Code Mnemonic Deseription
INONE  No Test Order Type

Page 4 of 4
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06-009502 TPRCH

Patient Name (x-XxXx-xxx) nml-"cld-"yyyvl

CRISP I1

IRB #06-009502
Study Plan: IPRCH - Inpatient Renal Clearance w/HALT yr1&3

DOB:
Clinic #:

Name:

Printed 10/10/2007 4:31 PM

Pt. emergency contact information

Documentation Form: Low Sodium Diet Menu, VAPP, MD Orders

Role Name Pager #
PI Torres, Vicente E. MD, PhD 4-7527
Co-I Abdalla, Adil A. M.D. 8-9377
Co-I King, Bernard F M.D. 4-6313
Coord Kubly, Vickie J. 8-2356
Coord Spencer, Dorothy 6-8774
Dietetics Coord O'connor, Helen M. RD 127-06605
Lab Coord Hare, Jennifer R. RST 127-10522
Nurse Coord Broten. LouAnn

Pharmacy Coord Miller, Debbie D. PH
Unit Coord Henkel., Mary RN

Name

Number

Relationship

(W)Phone # (H)Phone # (C)Phone #
(507) 284-3744  507-282-5096 L
266-1963

(507) 284-1728
(507) 2669207
507-266-3868
255.5703
5-6905

(507) 255-5701
5.7928
507-255-5701

Send flowsheet to: Dorothy Spencer / vickie Kubly @ EiSL 33 Nephrology

PFH Date CVI Date

Consent signed: PG Test:

DATE INITIALS

Additional Comments

Revision 2 completed by Broten, LouAnn on 9/10/2007
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Dav 1

1500
Admission In-pt.

1530
Criteria

1730
SMH - low sodium
meal

1900
Blood draw - STAT
[HCL] - Pg

2000

Renal Clearance
room set-up

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-xxx) mm/dd/yyyvy] Printed 10/10/2007 4:31 PM

Hit. cm Wit. kg

VS: T P : BP 'R

Verify consent
Review CVI/PFH if appropriate
Baseline RN assessment

Check Creatinine fom MICs or Docs Browser note: . mg/dL - the
result may be from several years out and that is what we are to use.

Patients are to take their evening dose of HTN medication but are to
hold all meds tomorrow until after the MRI.

Note allergies to Iodine of any kind & document severity

Severe Mild Moderate

If patient has had a previous severe reaction to contrast, notify Dr. Torres in
regards to canceling the test.

CRITERIA FOR IMMEDIATE NOTIFICATIONOF INVESTIGATOR
1. Tothalamate allergic reaction

2. Incomplete bladder emptying

3. Continuously low urine output (< 3ml/min.)

4. Headache, nausea, diarrhea, other physical complaints

Have participant order a 90 mEq low sodium general diet meal from St. Marys
dietary or participant may go out on pass until 9pm after being seen by Dr. Torres
and / or Nurse practitioner.

Draw Pg test when applicable and send to STAT lab if not done in the last 48
hrs. RESULTS

Place the following in patient room:

Set up syringes per protocol

Heating pad

Scale for RC [place on solid counter and plug in]

Revision 2 completed by Broten, LouAnn on 9/10/2007 -2-
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2100
Oral fluid Load

2200
Bed time

Fasting

Dav 2

0600

Awaken patient

Urine collection -
clean catch

Assessment - BID

0605
wT

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xoox-xxx) mm/dd/yvyy] Printed 10/10/2007 4:31 PM

Have bladder scanner with gel bottle
Clock or stopwatch
Urinal /hat

Participant to drink 3 - 8oz. glasses of water between 9-10 PM

Patient to be in bed with lights out by 10 pm.

Patient to be fasting until after RC study & MRI except for water

Awaken patient

Patient is NOT to take any medications until after MRI completed.

Obtain a clean catch urine sample per standard procedure. Aliquot per
instructions on lab flowsheet. TIME

A urinary catheter is not approved for this study

Do RN assessment

Weight kg to be done after bladder has been emptied.

For BP assessment:
Obtain after patient awake for 30 min

The participant is to have obstained from smoking and caffeine for at least 30 min
prior to BP measurements

Use the HALT monitors

Use the non- dominent arm and cuff size that was determined on the HALT study.

Revision 2 completed by Broten, LouAnn on 9/10/2007 -3-
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CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-xxx) nml-"clcl"yy}wl Printed 10/10/2007 4:31 PM

ARM CUFF
If on HALT study - Check their machine with the CTM calibrater machine prior
to registering the measurements. See attachment : the Readings must be within 2

points of each other to be OK.

The patricipant is to sit for 5 minutes with feet uncrossed and the BP's are to be
taken 3 times at least 30 seconds apart.

Blood Pressure Measurement Procedural Steps:

Follow these steps when assessing patients technique and observe use of home
monitor . Patient to position and place cuff.

Serial # of pts home monitor located on the back
upper right corner.

1. Verify proper arm and cuff size for BP measurement (ask the participant
which arm they were instructed to use by the study coordinator).

2. Have participant bare arm, removing restrictive clothing
3. Position Cuff:
a. Center of cuff placed over brachial artery
b. Bottom edge of cuff is positioned 1 to 1.5 inches above antecubital space

¢. Cuffis wrapped smoothly & snuggly on arm so that only 2 fingertips can fit
under the edge of the cuff.

d. Straighten BP cuff tubing so that it is parallel to patients arm.

4. Verify that participant is relaxed and properly positioned:

2

. Sitting upright (no slouching), back supported

b. Both feet on the floor (legs/ ankles not crossed)

[g]

. Arm is supported at heart level

d. BP device display screen is not visible to the participant

e. Participant not to talk, eat or drink during BP measurements
Record:
Time P BP T
Revision 2 completed by Broten, LouAnn on 9/10/2007 -4-
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0645
Oral fluid Load

Void

0700
Start - NS lock

Blood draw

Iothalimate - SQ

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-xxx) mm/dd/yyvy]

P BP
BP

Average P Average BP

Patient to begin drinking six 8oz [240mL ea] glasses of water ( may include 1 cup

of decaf coffee) to be completed by 0800.
# of glasses taken

Patient may void between now and 0700. Do not need to save urine.

Patient not to void after 0710 untill 0755, if possible. If pt. needs to void between

0710 and 0730 - Do not save, but pt. must void at 0755.

Start IV saline lock for blood draws - Draw HMSR bloods at this time

Draw baseline bloods at this time 8.5ml SST x1, Sml PST x 2. 10 ml SST x2.
Creatinine

Electrolyte pannel

Lipid panel

HALT bloods

May do with IV start

Notify pharmacy to send Iothalamate for 8am injection

0730
Questionnaires Review and complete GFR checklist and continue throughout study. See
attachment. The GFR test MUST BE RESCHEDULED if the answer to any of
the statements in the checklist is "No" - notify study coordinator.
0755 Uo
Urine - UO UO (baseline): Have subject empty bladder as completely as possible
Time void ended
Total Vol Aliquot 5ml into appropriate tube. Discard
remainder.
Revision 2 completed by Broten, LouAnn on 9/10/2007 -5-
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0800

0850

0900

Med-Iothalamate
SQ

Oral fluid Load

FYT study
Information

Urine - UE

Biladder Ultrasound
Instructions

CRISP Il Study Flowsheets —Mayo Clinic

|Paticut Name (x-xxx-xxx) 111111-"'clcl-"'mv| Printed 10/10/2007 4:31 P

Record all urines and bloods on Short renal clearance form ( attached)

*Note: Blood draw is from opposite arm, so use best arm for veni-puncture.

Use POSTERIOR aspect of UPPER ARM. Gently pinch skin, insert needle,
release skin, (draw back to make certain not in vessel), and inject Iothalamate.

Time: Injection Site: Right; Left

Record in MICS & on Short renal clearance form

Have participant drink (1-2) 80z glasses of water to maintain output. # of
glasses

Renal Lab Guidelines: Be sure bladder is empty. Average residual bladder
volume should be < 20 mls. (Note: In some situations, <10% of voided volume.
[PROVIDED residual volume is <50mls]. is acceptable.

Urine Flow Rate Must be equal to or greater than 3ml per min.
If the flow rate does not meet this criteria at any time THE TEST MUST BE
RESCHEDULED. See GFR checklist

UE
UE (60 minutes from Iothalamate injection): [+or - 5 min ]
Have subject empty bladder as completely as possible
Time void ended TV No aliquot at this void
Discard urine.

UE

VOID # 1:Obtain 5 bladder ultrasound readings within 1-2 minutes of voiding
and record
1. 2. 3. 4. 5.

If bladder has an average of > 20mls of urine, have pt. revoid immediately after
first void & ultrasound again.

VOID #2 [IF NEEDED]:
1. 2. 3. 4. S.

If Average of residual bladder volume is > 20 mls, extend Equilibration Period
for § min. and have participant void again.

Revision 2 completed by Broten, LouAnn on 9/10/2007 -6-
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06-009502 IPRCH |Patieut Name (x-xxx-xxx) nml-"clcl-"mwl Printed 10/10/2007 4:31 PM

VOID # 3 [IF NEEDED]:
1. 2. 3. 4. S.

Record urine vol. , duration , and flow [ml/min] [Urine
vol. Divided by duration = flow]

*Flow is figured to 3 places behind the decimal then rounded to 2 places on Short
Renal Clearance form.

0905 P1
Blood draw - P1 P1 ( 60 minute): TIME (record on Short Renal Clearance form)
3mL into a 4mL Green

Do within 5 min. maximum of UE by venipuncture in oposite arm of injection
Tourniquet time MUST be LESS than 1 min

tourniquet used: yes no Time left on: seconds
0940
FYT study Of primary concern is the differentiation recorded on the GFR from the UE to
Information Ul. Itis EXTREMELY IMPORTANT that the time of urine collection
duration is absolutely accurate from end of UE to end of Ul.
0945 P1
Urine - Ul U1 = All urine collected for at least 45 minutes after UE
Have subject empty bladder as completely as possible, If more than one void.
pool and save all urine for accurate TV.
Time void ended ™V
Aliquot 5ml into appropriate tube and discard remainder.
U1
Bladder Ultrasound  VOID # 1:0btain 5 bladder ultrasound readings within 1-2 minutes of voiding
Instructions and record

1.

(2]

3. 4. 5.

If bladder has an average of > 20mls of urine, have pt. revoid immediately after
first void & ultrasound again.

VOID #2 [IF NEEDED]:
1. 2. 3. 4. 5.

If Average of residual bladder volume is > 20 mls, extend Equilibration Period
for 15 - 30 min., [but less than 90 min from UE] and have participant void
again.

VOID # 3 [IF NEEDED]:
1. 2. 3. 4. 5.

-1

Revision 2 completed by Broten, LouAnn on 9/10/2007
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0950
Blood draw - P2

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-xxx) uml-"clcl-"yyyvl Printed 10/10/2007 4:31 PM

Record urine vol. , duration , and flow [ml/min] [Urine
vol. Divided by duration = flow]

*Flow is figured to 3 places behind the decimal then rounded to 2 places on Short
Renal Clearance form.

P2

P2 = Plasma collected immediately after Ul  TIME (record on
Short Renal Clearance form)

3mL into a 4mL Green

Do within 5 min. maximum of Ul by venipuncture in oposite arm of injection
Tourniquet time MUST be LESS than 1 min

tourniquet used: yes no Time left on: seconds
1000
Fasting Have patient remain fasting until after MRI
Remind patient not to take any medication until after MRI
1100
MRI Await escort/study coordinator to take patient to MRI Confirm appointment time
at MRI (5-8755)
1200
SMH - low sodium Have participant order meal from St. Marys dietary for time. ( low sodium
meal meal)
1300
|} Upon return from MRI
VSs: T ;P :BP 'R
De IV Dc IV
Dismissal Dismiss patient if stable
Participant to be seen by Dr. Torres in afternoon
FYI study Make 2 copies of the Short renal clearance form and give
Information 1. One to the lab to send with the samples
2. Attach one to the flowsheet
Revision 2 completed by Broten, LouAnn on 9/10/2007 -8-
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06-009502 IPRCH Patient Name (x-xxx-xxx) mm/ddyyyy] Printed 10/10/2007 4:31 PM

3. Fax copy of GFR checklist and a copy of the short renal clearance form to
Dorothy Spencer @ 5-0770

Revision 2 completed by Broten, LouAnn on 9/10/2007 -9-
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06-009502 IPRCH [Patient Name (x-xocx-x30x) mo/dd/yyyi] Printed 10/10/2007 4:31 P»

RC bloods and urines

Time |Setup NaHep/Grn |SST/R&B|Urine, |Urine, [Sarstedt Comments
4 8.5 Hat | TA 6
Day 2
0600 |all to 60 5 |Urine collection -clean catch
lab
0645 Oral fluid Load - 6 glasses
0645 Void
0700 (8.5 8.5 Blood draw HMSR
0755 |5 5 Urine - UO
0800 Med-Iothalamate SQ
0800 Oral fluid Load 1-2 glasses
0900 |none 60 Urine - UE discard after TV - No aliquot
0905 3 3 Blood draw - P1
0945 |5 5 Urine - Ul
0950 (3 3 Blood draw - P2
Revision 2 completed by Broten, LouAnn on 9/10/2007 -10-
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06-009502 IPRCH Patient Name (x-x00x-xxx) 111111-’(1(1-’3«'3«'3«'&" Printed 10/10/2007 4:31 PM

DO NOT ALTER DOCUMENT
IRB # 06-009502 Nurse Information

Title: Renal Imaging to Assess Progression in Autosomal Dominant Polycystic Kidney Disease (ADPKD):
Extension (CRISP II)

Objective: This study seeks to draw unequivocal linkage between the rate of kidney/cyst enlargement and
qualitative and quantitative (declining renal function reflected in iothalamate clearance and albuminuria) end-
points, provide a marker of disease progression and develop and test other biomarkers of disease progression.

Study Design: This is a four year prospective, observational study of up to 58 subjects conducted at the CRU-
SMH. Subjects come to the CRU for two visits year 1 and year 3. Subjects receive iothalamate 300 mg SQ at

each visit to determine glomerular filtration rate.

Study Drug Administration: (preferred injection site = non blood draw arim)
e For subjects 40 kg or greater administer 300 mg/mL iothalamate SQ into the posterior upper arm.

Pharmacology: Iothalamate is a radiological iodinated contrast media used for renal function tests.

Concomitant Medications: No restrictions are listed in the protocol. Per Investigator hold AM dose of
hypertension medications on the day of the study until completion of iothalamate clearance test and MRI.

Side Effects/Warnings:

¢ Injection site reaction
¢ Allergic reaction

Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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06-009502 IPRCH [Patient Name (x-xxx-xxx) mm/dd/yyvy] Printed 10/10/2007 4:31 PM

Calibration Test Meter Procedure

1. Participant will have home monitor cuff attached to their arm after demonstrating proper use of the home
BP monitor.

2. Keep the BP cuff on the participants arm.

3. Turn patient’s home monitor off (press start button).

4. Obtain Calibration Test Meter (CTM) from the medication room at SMH or the storage area with equipment
between chemo rooms at Charlton.

5. Verify the CTM has the black tubing attached to it.

6. Remove the BP tubing from the participant’s home monitor and place the end of the home monitor BP
tubing into the ‘female” end of the black tubing attached to the CTM.

7. Place the ‘male” end of the black tubing into the participant’s home BP monitor.

8. Verify cuff still in proper position and that participant is seated properly.

9. Press the [Start] button on the CTM.

10. Wait for the CTM monitor screen to display ‘0.

11. Press [Start] button on participant’s home monitor.

12. Observe both monitor screens as they ‘count down’ — numbers should be within 2 points of each other.

13. If an [error] message is displayed, turn off both machines (to turn off, press [Start] button). Wait 30 seconds
and repeat steps starting at #9 above.

14. Record blood pressure reading and pulse on flowsheet.

15. When calibration procedure completed. reconnect BP cuff tubing to participant’s home monitor to proceed
with sequential BP measurements.

\4

Patient’s home
monitor

CTM meter

Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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APPENDIX 1 GFR CHECKLIST

THIS FORM MUST BE COMPLETED AND RETURNED to address below
¢ Participant's Initials: : MML CONTROL No.: M-
from Short Renal Clearance Form

¢ Participant's CRISP 1ID:
¢ SITE: (Circle One) Alabama Emory Kansas MAYO

¢ Date of Collection: / 12007
Month  Day Year
Check In
1. CLINICAL STABILITY: »No 0 Yes O

(NOTE: Clinical Stability is defined as the ABSENCE of:
Viral Syndrome; Fever; Acute Pain; Diarrhea; etc.).**
2. Compliance with non-allowed medications: —— No 0 Yes [

DAY 1

1. Fasting (> 8 hours) » No 0 Yes O
2. Hydration as per Protocol » No [0 Yes O
3. Equilibration time 60 + 5 minutes » No 0 Yes O
4. Urine Flow rate >3 ml/minute for UE ———— No [0 Yes [J
S. P1 within 5 minutes of UE + No [0 Yes [J
6. Residual bladder volume <20 ml OR —— No [0 Yes 0

10% of voided urine (but NOT > 50 ml) @ UE

7. Collection time for Ul is 45 — 90 minutes. ———— No [0 Yes [
8. P2 is within 5 minutes of Ul — No [0 Yes O
9. Residual bladder volume < 20 ml OR

10% of voided urine (NOT >S50 ml) @ Ul — No O Yes O
10. Urine Flow rate >3 ml/minute for Ul — No O Yes OO

NOTE: If the answer is “No” to any of the above, THE TEST MUST BE
RESCHEDULED.! **Please page Dr. Torres Vickie, or Dorothy, PRIOR to canceling
test.

NOTE: Please send this form and Original GCRC Flowsheet to:
Vickie Kubly, Dorothy Spencer, Study Coordinators
Eisenberg S-33
Nephrology PKD Research
Thank you! 6-9207 / 6-3868)
Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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SHORT RENAL CLEARANCE SHEET

DOCTOR: DR. IRB:

NAME:

CLINIC NO: DATE:

DIAGNOSIS:

AGE: SEX WT:  kgs. Ht: cm BP

Allergies: Iothalmate Injection Time:

MEDICATIONS:

FASTING: WATER LOAD GIVEN:

ESTIMATED FUNCTION: GFR X

Total Intake:

SERUM CREATININE

Oral Water

Total Output: Urine output

COLLECTION OF SAMPLES

BLOOD URINE

Time Time VOL + DURATION = FLOW RATE Water
Pre

PO (baseline) U0 ; = =

BP cuffused:  ves, no.  mmHg

P1 UE ultrasound

BP cuffused:  yes, no.  mmHg
VOL / DURATION = FLOW RATE Water

P2 U1 ultrasound

BP cuffused:  ves, no.  mmHg

VOL / DURATION

= FLOW RATE

Prepared by Research Support

Hospital Pharmacy Services 10/10/2007ddm

343



CRISP Il Study Flowsheets —Mayo Clinic

Page 15 of IRB#440-99 rvCrisp 10/10/07 4:31 PM

Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm

344



CRISP Il Study Flowsheets —Mayo Clinic

This printout is current as of 7/23/2007, 9:14:33AM

Lab Flowsheet Verification for protocol 06-009502, Study Plan OPRC

Flowsheet Revision Number: 0

Is this template marked as complete and in production: YES

Blood Volume For Day 1 is 53.50 mL
Total Blood Volume For This Study Plan = 53.50 mL

NOTE: This biood volume will NOT inciude HMSR bloods that are nor built into this templare

High level processing instructions:

The study coordinator will provide the 5 mL screw-top tubes, 1.5 mL orange-top tubes, and labels. Do not use the aliquot labels from the
CRU Scheduling System, except for the label for the 50 mL conical tube for centrifuging the RNA/DNA urine.

Note: You will not use all of the labels on the label sheets.

el g e e Ak ke ek Shorr Renal Clearance ™ e bl o o

Order under the UO specimen as 81476, Enough labels will print from Lab 3 for all of the requived specimens. When labels print from

Lab3, write the following on the labels, one for each specimen. U0, Ul, P1, and P2.

#HAHANOTE: Specimens must be shipped on the day of collection. ¥*+++

You will receive 4 Shipping Manifest forms from the study coordinator:
*  Repository - Serum/Plasma Samples

*  Central Lab - CCF (2 forms - one for the first specimen collected ("A" and "B"

second specimen.)
*  Repository - Urine Samples (Specimens labeled MCP-1)

together on the same _form and one for the

Each set of the creatinine aliquots should have its own manifest sheet, "Central Lab - CCF" (The A and B aliquots both go on one sheet).

On the Manifest forms enter the number of tubes and double check to make sure the accession numbers on the forms match the accession

numbers on the tubes.

Before sending to the SSA, check to make sure all of the CRU labels have been taken off of the tubes and thar only the drug company labels

are on the tubes.

Once all urine and blood specimens have been processed, put into a 5 Ib. styro on wet ice and send to the SSA with the Shipping Manifest
forms. The specimens need to veach the SSA by 1:30 in order to be shipped on the day of collection, which is a requirement of the drug

company.

Shipping forms:

Day: 1 6:30

Tmpt: Dese:

HMSR ELOOCD

Urine Sarstedt 6 5.00ml  Tube label: "

Instructions:  Aliquot from random urine collection and send to CCL.

No Aliquots Temperature Destination Lab

results will go to
medical record

Ambient CCL

Test Code Mnemonic Deseription
81260 RMA Mircoalbumin-Random, U

Day: 1 6:30 Tmpt: Desc:

No test orders

Urine Urine. Hat 60.00 ml  Tube label: 'Random Urine’

Instructions:  Aliquot.

Page 1 of 6
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Aliquot Vol (ml)

CRISP Il Study Flowsheets —Mayo Clinic

Temperature Destination Lab

Label on tube

Frint

Pt ID? Instructions

Nbr 1 4.50

Test Code
Nbr2  4.50

Test Code
Nbr 3 4.50

Test Code
Nbr 4 4.50

Test Code
Nbrs  4.50

Test Code
Nbr 6 4.50

Test Code
Page2of 6

Frozen (store at -20C)  SSA

Mnemonic Deseription

INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Deseription
INONE No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Deseription
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Deseription
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonie Description
INONE  No Test Order Type

Frozen (store at -20C)  SSA

Mnemonic Deseription
INONE  No Test Order Type

‘MCP-I'

"MCP-1'

"MCP-1'

‘MCP-1'

"MCP-1'

‘MCP-I'

346

No

No

Freeze at -20C.
with pink card.

Freeze at -20C.
with pink card.

Freeze at -20C.
with pink card.

Freeze ar -20C.
with pink card.

Freeze at -20C.
with pink card.

Freeze at -20C.
with pink card.

Send ro SSA

Send to SSA

Send to SSA

Send ro SSA

Send to SSA

Send ro SSA

KIT

KIT

KIT

KIT

KIT

KIT

C:\GCRC\fs_temp lab.rpt
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Nbr7  30.00 Frozen (store at -70C)  SSA 'FNA/DNA Urine No KEEP TUBE ONICE KIT
Cenrrifiige Tube’ THROUGHOUT THIS
ENTIRE PROCESS.

Document the urine volume,
processing times, and voiding
time on the provided
requisition form.

Within 20 - 30 mins. of
collection perform the
following:

1. Centrifuge ar 1600 rpms
for 3 mins.

2. Using a sterile pipette,
decant the supernatant and

discard.

3. Using a sterile pipette,
ransfer the bortom 250 ul
pellet (sometimes barely- or
nonvisible). to a 1.5 mL
eppendorf tube previously
prepared with 750 uL of

TriReagent.
4. Invert several times to mix
and freeze.
1
Test Code Mnemonic Description
INONE  No Test Order Type
Nbr8 030 Frozen (store at -70C)  SSA 'FNA/DNA' No Freezeat-70 C and send te KIT

SS4 with pink card.

Test Code Mnemonic Description
INONE  No Test Order Type

Day: I 715 Tmpt: Desc: No test orders

Blood Green/black 8.00ml  Tube label: 'Stored Plasma’ KIT

Instructions:  Centrifuge at 3K for 15 mins. Remove the CRU label from the tube. Refrigerate and send to
S84 on cold pack on the day of collection.

No Aliquots Temperature Destination Lab

Refrigerated SSA

Test Code Mnemonic Description
INONE  No Test Order Type

Page 3 of 6 C:AGCRC\s_temp_lab.rpt
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Day: 1 7:15 Tmpt: Desc: No test orders

Blood Green/black 8.00ml  Tube label: 'Stored Plasma’ KIT

Instructions:  Centrifuge at 3K for 15 mins. Remove the CRU label from the tube. Refrigerate and send to
554 on cold pack on the day of collection.

No Aliquots Temperature Destination Lab

Refrigerated SSA

Test Code Mnemonic Deseription
INONE  No Test Order Type

Day: 1 7:15 Tmpt: Desc: No test orders

Blood SST/GId 3.5 3.00ml  Tube label: 'Creatinine’ KIT

Instructions:  Allow to clot. Centrifuge at 3 K for 15 minutes. Aliquot serum equally between the two
orange-top tubes labeled "Serum C-1."

Print
Aliquot Vol (ml)  Temperature Destination Lab Label on tube Pt ID? Instructions
Nbr1  0.50 Frozen (store at -20C)  SSA "Serum C-1' No Freeze at- 20 C. Send to
554 with pink card.
Test Code Mnemonic Description
INONE  No Test Order Type
Nbr2  0.50 Frozen (store at -20C)  SSA "Serum C-1' No Freeze ar- 20 C. Send to
SS54 with pink card.
Test Code Mnemonic Description
INONE No Test Order Type
Day: 1 7115 Tmpt: Desc: HMSR BLOOD
Blood SST/R&B 8.5 850ml  Tube label: results will go to
Instructions: Do not process, send to CCL. medical record
No Aliquots Temperature Destiation Lab
Ambient CCL

Test Code Mnemonie Description

8053 LPSC Lipid Panel

87972 ELPN Electrolyte Panel, Serum
Day: 1 7:15 Tmpt: Desc: No test orders
Blood SST/Red 10 10.00 ml  Tube label: 'Stored Serum’ KIT

Instructions:  Allow to clot for 30 mins. Centrifuge at 3K for 15 mins. Remove the CRU label from the tube.
Refrigerate and send to SSA on cold pack on the day of collection with pink card.

No Aliquots Temperature Destination Lab

Refrigerated SSA

Test Code Mnemonic Deseription
INONE  No Test Order Type

Page 4 of 6 CAGCRC\fs_temp_lab.rpt

348



CRISP Il Study Flowsheets —Mayo Clinic

Day: 1 715 Tmpt: Desc: No test orders
Blood SST/Red 10 10.00ml  Tube label: ‘Stored Serum’ KIT
Instructions:  Allow to clot for 30 mins. Centrifuge at 3K for 15 mins. Remove the CRU label from the fube.
Refrigerate and send to SSA on cold pack on the day of collection.
No Aliquots Temperature Destination Lab
Refrigerated SSA
Test Code Mnemonic Deseription
INONE  No Test Order Type
Day: 1 8:25 Tmpt: Desc: [0 HMSR BLOOD
Urine Urine, Hat 5.00ml  Tube label: 'TU0" results will go to
: . medical record
Instructions:  Aliquot.
Print
Aliquot Vol (ml)  Temperature Destimation Lab Label on tube Pt ID? Instructions
Nbrl  5.00 Refrigerated Renal U0’ No  Place in the refrigerator and

Test Code Mnemonic Deseription
81476 NSRC Renal Clearance, Short, Iothalmate

send all renal clearance
specimens together at the end
of the visir.

Day: 1 9:30 Tmpt: Desc:

No test orders

Urine Urine, Hat 60.00 ml  Tube label: 'UE’

Instructions:  Participant to void at this time and RN to record time and TV. Do not save urine

No Aliquots Temperature Destination Lab

No Clock Time

Ambient NONE

Test Code Mnemonic Deseription
INONE  No Test Order Type

Day: 1 9:35 Tmpt: Desc: P1 No test orders
Blood NaHep/Grn4  3.00ml  Tube label: PI’
Instructions:  Centrifuge ar 3K for 10 mins. Aliquot.
Print
Aliquot Vol (ml)  Temperature Destimation Lab Label on tube Pt ID? Instructions
Nbr 1 1.50 Refrigerated Renal 'PI’ No  Send to the Renal Lab on wet

Test Code Mnemonic Deseription
INONE No Test Order Type

ice via General Service.

Day: 1 10:15 Tmpt: Dese: ['1 HMSR BELOOD
Urine Urine, Hat 500ml  Tube label: 'UI* results will go to
: . medical record
Instructions:  Aliguot.
Page 5 of 6 C\GCRC\fs_temp_lab.rpt
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Aliquot Vol (ml) Temperature Destination Lab  Label on tube

FRFRTITY

Pt ID? Instructions

Nbrl 500 Refrigerated CCL Ul

Test Code Mnemonie Deseription
81476 NSRC Renal Clearance, Short. Iothalmate

No  Place in the refrigerator and
send all renal clearance
specimens together at the end
of the visit.

Day: 1 10:20 Tmpt: Desc: P2

No test orders

Blood NaHep/Gm4  3.00ml  Tube label: P2’
Instructions:  Centrifuge at 3K for 10 mins. Aliquot.

Aliquot Vol (ml) Temperature Destination Lab  Label on tube

Print
Pt ID? Instructions

Nbrl  1.50 Refrigerated CCL P2’

Test Code Mnemonic Deseription
INONE  No Test Order Type

Page 6 of 6
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06-009502 OPRC Patient Name (x-xxx-xxx) mm/dd/yvyy] Printed 10/10/2007 4:42 PN,

CRISP I1

IRB #06-009502
Study Plan: OPRC - Outpatient Renal Clearance yr 1 & 3

DOB: Pt. emergency contact information
Clinic #: Name
Name: Number

Relationship

Documentation Form: Low Sodium Diet Menu, VAPP. MD Orders

Role Name Pager # (W)Phone # (H)Phone #  (C)Phone #
PI Torres, Vicente E. MD, PhD 4-7527 (507) 284-3744 507-282-5096 __
Co-I Abdalla, Adil A. M.D. 8-0377 266-1963

Co-I King, Bernard F M.D. 4-6313 (507) 284-1728

Coord Kubly, Vickie J. 8-2356 (507) 266-9207

Coord Spencer, Dorothy 6-8774 507-266-3868

Dieteties Coord O'connor, Helen M. RD 127-06605 255-5703

Lab Coord Hare, Jennifer R. RST 127-10522 5-6905

Nurse Coord Broten, LouAnn (507) 255-5701

Pharmacy Coord Miller, Debbie D. PH 5-7928

Unit Coord Henkel, Mary RN 507-255-5701

Send flowsheet to: Dorothy Spencer / vickie Kubly @ EiSL 33 Nephrology

PFH Date CVI Date

Consent signed: PG Test: /
DATE INITIALS RESULTS DATE INITIALS

Additional Comments
US please activate Revolving Account

Revision 2 completed by Broten, LouAnn on 9/10/2007 -1-
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Dav

1

0600

0615

Revision 2 completed by Broten, LouAnn on 9/10/2007 -

Renal Clearance
room set-up

Basic room set-up

Admission Out
Patient

Fasting

Criteria

CRISP Il Study Flowsheets —Mayo Clinic
Patient Name (x-xx-xxx) mm/dd/yyyi] Printed 10/10/2007 4:42 P

Place the following in patient room:

Set up syringes per protocol

Heating pad

Scale for RC [place on solid counter and plug in]
Have bladder scanner with gel bottle

Clock or stopwatch

Urinal /hat

Place the following in patient room:

Set up syringes per protocol

Heating pad

Scale for RC [place on solid counter and plug in]
Have bladder scanner with gel bottle

Clock or stopwatch

Urinal /hat

Ht. cm Wit. kg

VS: T P :BP 'R

Verify consent
Review CVI/PFH if appropriate
Baseline RN assessment

Participant should have drank 3 - 8oz. glasses of water between 9-10 PM las
evening

Patients are to have taken their evening dose of HTN medication. Patient is
NOT to take any medications until after MRI completed.

Check Creatinine fom MICs or Docs Browser note: : mg/dL - the
result may be from several years out and that is what we are to use.

Patient to be fasting until after RC study & MRI except for water

Note allergies to Iodine of any kind & document severity

[ S]

352



06-009502 OPRC

0630

0645

Revision 2 completed by Broten, LouAnn on 9/10/2007 -

Blood draw -
STAT [HCL] - Pg

Urine collection -
clean catch

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-xxx) mm/dd/yyyi] Printed 10/10/2007 4:42 Pl

Severe Mild Moderate
If patient has had a previous severe reaction to contrast, notify Dr. Torres in
regards to canceling the test.

CRITERIA FOR IMMEDIATE NOTIFICATIONOF INVESTIGATOR
1. Tothalamate allergic reaction

2. Incomplete bladder emptying

3. Continuously low urine output (< 3ml/min.)

4. Headache, nausea, diarrhea, other physical complaints

Draw Pg test when applicable and send to STAT lab if not done in the last 48 hrs.
RESULTS

Obtain a clean catch urine sample per standard procedure. Aliquot per instruction:
on lab flowsheet. TIME

A urinary catheter is not approved for this study

The participant is to have obstained from smoking and caffeine for at least 30 min
prior to BP measurements

Use the Dinemap or Phillips monitors

Measure the upper arm circumference to determine cuff size
Right cm  Left cm Cuff size

Adult cuff [24-=33 cm]

Large cuff [33-41 cm]

Child cuff [ <24 cm]

Thigh cuff [=41 cm]
##*%*%*Record cuff size, dominate arm, & BP readings on MICS

The patricipant is to sit for 5 minutes with feet uncrossed and the BP's are to be
taken 3 times in each arm 3min apart.

The non-dominent arm will be used to obtain the BP's
Blood Pressure Measurement Procedural Steps:
1. Have participant bare arm, removing restrictive clothing

2. Position Cuff:

[F¥]
[l
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0700

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xxx-xx) mm/dd/yyyvy] Printed 10/10/2007 4:42 P

a. Center of cuff placed over brachial artery
b. Bottom edge of cuff is positioned 1 to 1.5 inches above antecubital space

¢. Cuff is wrapped smoothly & snuggly on arm so that only 2 fingertips can fi
under the edge of the cuff.

d. Straighten BP cuff tubing so that it is parallel to patients arm.
4. Verify that participant is relaxed and properly positioned:

a. Sitting upright (no slouching). back supported

b. Both feet on the floor (legs/ ankles not crossed)

¢. Arm is supported at heart level

d. BP device display screen is not visible to the participant

e. Participant not to talk. eat or drink during BP measurements
If on 3 consecutive measurements there is a difference in the systolic BP of 20 mz
Hg or more between arms. The non-dominant arm will be determined as being th

arm with the lowest total Mean Arterial Preassures (MAPS) instead of which hanc
is non-dominate. To determine this do the following:

Right arm -

Time Svystolic / Diastolic  Mean Pulse
!
/
/

Left arm -

Time Svystolic / Diastolic  Mean Pulse
/
/
/

TOTAL MAP

Average BP and pulse values from above with non-dominate arm

AverageP Average BP

Revision 2 completed by Broten, LouAnn on 9/10/2007 -4-
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Oral fluid Load

Void

0715
Start - NS lock

Blood draw

0730

Questionnaires

Tothalimate - SQ

0825
Urine - UO

CRISP Il Study Flowsheets —Mayo Clinic

Patient Name (x-xooc-xxx) mm/ddiyyvy] Printed 10/10/2007 4:42 PM

Patient to begin drinking six 80z [240mL ea] glasses of water ( may include 1 cup
of decaf coffee) to be completed by 0800,
# of glasses taken

Patient may void between now and 0700. Do not need to save urine.

Patient not to void after 0710 untill 0755, if possible. If pt. needs to void between
0710 and 0730 - Do not save. but pt. must void at 0755.

Start IV saline lock for blood draws - Draw HMSR bloods at this time

Draw baseline bloods at this time (total 47.5ml)

8.5ml SST. for HMSR tests (Creatinine, Electrolyte pannel, Lipid panel)
8ml Green/black - X2 - Kit

3ml in 3.5ml SST - Kit

10ml SST - X2 - Kit

May do with IV start

Review and complete GFR checklist and continue throughout study. See
attachment. The GFR test MUST BE RESCHEDULED if the answer to any of the
statements in the checklist is "No" - notify study coordinator.

Notify pharmacy to send Iothalamate for 0830 injection

vo
UO (baseline): Have subject empty bladder as completely as possible
Time void ended
Total Vol Aliquot 5ml into appropriate tube. Discard remainder.

Record all urines and bloods on Short renal clearance form ( attached)

0830
Med-Iothalamate *Note: Blood draw is from opposite arm. so use best arm for veni-puncture.
SQ
Use POSTERIOR aspect of UPPER ARM. Gently pinch skin, insert needle, release
skin, (draw back to make certain not in vessel), and inject Iothalamate.
Revision 2 completed by Broten, LouAnn on 9/10/2007 -5-
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0920

0930

Oral fluid Load

FYI study
Information

Urine - UE

Bladder
Ultrasound
Instructions

CRISP Il Study Flowsheets —Mayo Clinic
[Patient Name (x-xxx-xxx) mm/dd/yyyy] Printed 10/10/2007 4:42 PI

Time: Injection Site: Right; Left

Record in MICS & on Short renal clearance form

Have participant drink (1-2) 8oz glasses of water to maintain output. # of
glasses

Renal Lab Guidelines: Be sure bladder is empty. Average residual bladder

volume should be < 20 mls. (Note: In some situations, <10% of voided volume,
[PROVIDED residual volume is <50mls], is acceptable.

Urine Flow Rate Must be equal to or greater than 3ml per min.
If the flow rate does not meet this criteria at any time THE TEST MUST BE
RESCHEDULED. See GFR checklist

UE
UE (60 minutes from Iothalamate injection): [+or - 5 min ]
Have subject empty bladder as completely as possible
Time void ended vV No aliquot at this void
Discard urine.

UE
VOID # 1:0btain 5 bladder ultrasound readings within 1-2 minutes of voiding an
record
1. 2. 3. 4. 5.

If bladder has an average of > 20mls of urine, have pt. revoid immediately after
first void & ultrasound again.

VOID # 2 [IF NEEDED]:
1. 2. 3. 4. 5.

If Average of residual bladder volume is > 20 mls, extend Equilibration Period for
5 min. and have participant void again.

VOID # 3 [IF NEEDED]:
1. 2. 3. 4. 5.

Record urine vol. . duration . and flow [ml/min] [Urine
vol. Divided by duration = flow]

*Flow is figured to 3 places behind the decimal then rounded to 2 places on Short
Renal Clearance form.

Revision 2 completed by Broten, LouAnn on 9/10/2007 -6-
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0935
Blood draw - P1

1010
FYI study
Information

1015
Urine - Ul

Bladder
Ultrasound
Instructions

1020
Blood draw - P2

Rewision 2 completed by Broten, LouAnn on 9/10/2007

CRISP Il Study Flowsheets —Mayo Clinic

[Patient Name (x-xxx-x00¢) mm/dd/yyyvil Printed 10/10/2007 4:42 P

P1
P1 ( 60 minute): TIME (record on Short Renal Clearance form)
3mL into a 4mL Green
Do within 5 min. maximum of UE by venipuncture in oposite arm of injection
Tourniquet time MUST be LESS than 1 min
tourniquet used: yes no Time left on: seconds

Of primary concern is the differentiation recorded on the GFR from the UE to Ul
Itis EXTREMELY IMPORTANT that the time of urine collection duration is
absolutely accurate from end of UE to end of Ul.

U1l
U1 = All urine collected for at least 45 minutes after UE
Have subject empty bladder as completely as possible. If more than one void, poo
and save all urine for accurate TV.
Time void ended vV
Aliquot Aliquot 5ml into appropriate tube and discard remainder.

U1l
VOID # 1:0btain 5 bladder ultrasound readings within 1-2 minutes of voiding ar
record
1.

]

3. 4. 5.

If bladder has an average of > 20mls of urine, have pt. revoid immediately after
first void & ultrasound again.

VOID # 2 [IF NEEDED]:
1. 2. 3. 4. 5.

If Average of residual bladder volume is > 20 mls, extend Equilibration Period fo
15 - 30 min., [but less than 90 min from UE] and have participant void again.

VOID # 3 [IF NEEDED]:
1. 2. 3. 4. 5.

Record urine vol. . duration . and flow [ml/min] [Urine
vol. Divided by duration = flow]

*Flow is figured to 3 places behind the decimal then rounded to 2 places on Short
Renal Clearance form.

P2

P2 = Plasma collected immediately after Ul ~ TIME (record on
Short Renal Clearance form)

-1

357



06-009502 OPRC

1030
Fasting

SMH - low
sodinm meal

CRISP Il Study Flowsheets —Mayo Clinic
Patient Name (x-xxx-xxx) mm/dd/yyyy] Printed 10/10/2007 4:42

3mL into a 4mL Green
Do within 5 min. maximum of Ul by venipuncture in oposite arm of injection

Tourniquet time MUST be LESS than 1 min
tourniquet used: ves 1o Time left on: seconds

Have patient remain fasting until after MRI

Remind patient not to take any medication until after MRI

Have participant order meal from St. Marys dietary for 1230 _time. ( low sodiu
meal)

1100
MRI Await escort/study coordinator to take patient to MRI Confirm appointment time
MRI (5-8755)
1300
Vs Upon return from MRI
VS: T ;P : BP 'R
Dc IV Dc IV
Dismissal Dismiss patient if stable Participant will have afternoon appointment with Dr.
Torres.
FYIT study Make 2 copies of the Short renal clearance form and give
Information 1. One to the lab to send with the samples
2. Attach one to the flowsheet
3. Fax copy of GFR checklist and a copy of the short renal clearance form to
Dorothy Spencer @ 5-0770
Revision 2 completed by Broten, LouAnn on 9/10/2007 -8-
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06-009502 QPRC |Patient Name (X-XXX-XxX) rmn-’dcl-’yyyyi Printed 10/10/2007 4:42 PM

RC bloods and Urines

Time | Setup Green/black|NaHep/Grn|SST/GId|SST/Red|SST/R&B |Urine, |Sarstedt Comments
4 3.5 10 8.5 Hat 6

Day 1

0630 |all to lab 60 5 |Urine collection -
clean catch

0700 Oral fluid Load - 6
glasses

0715 |11.5, 8.8 3 10,10 8.5 Blood draw

8.8,10.10

0825 |5 5 Urine - UO

0830 Med-Tothalamate
SQ

0830 Oral fluid Load 1-2
glasses

0930 |none 60 Urine - UE discard
lafter TV
NO Aliquot -
Discard

0935 |3 3 Blood draw - P1

1015 |5 5 Urine - Ul

1020 |3 3 Blood draw - P2

Revision 2 completed by Broten, LouAnn on 9/10/2007 -9-
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06-009502 OPRC Patient Name (x-xxx-xxx) mm/dd/yyyvy] Printed 10/10/2007 4:42 F

DO NOT ALTER DOCUMENT
IRB # 06-009502 Nurse Information

Title: Renal Imaging to Assess Progression in Autosomal Dominant Polycystic Kidney Disease (ADPKD):
Extension (CRISP II)

Objective: This study seeks to draw unequivocal linkage between the rate of kidney/cyst enlargement and
qualitative and quantitative (declining renal function reflected in iothalamate clearance and albuminuria) end-
points, provide a marker of disease progression and develop and test other biomarkers of disease progression.

Study Design: This is a four year prospective. observational study of up to 58 subjects conducted at the CRU
SMH. Subjects come to the CRU for two visits year 1 and year 3. Subjects receive iothalamate 300 mg SQ at

each visit to determine glomerular filtration rate.

Study Drug Administration: (preferred injection site = non blood draw arm)
e For subjects 40 kg or greater administer 300 mg/mL iothalamate SQ into the posterior upper arm.

Pharmacology: Iothalamate is a radiological iodinated contrast media used for renal function tests.

Concomitant Medications: No restrictions are listed in the protocol. Per Investigator hold AM dose of
hypertension medications on the day of the study until completion of iothalamate clearance test and MRI.

Side Effects/Warnings:

e Injection site reaction
e Allergic reaction

Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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Page 11 of IRB#440-99 rvCrisp 10/10/07 4:42 PM

APPENDIX 1 GFR CHECKLIST

[HIS FORM MUST BE COMPLETED AND RETURNED to address below
¢ Participant's Initials: : MML CONTROL No.: M-
from Short Renal Clearance Form

¢ Participant's CRISP ID:
¢ SITE: (Circle One) Alabama Emory Kansas MAYO

¢ Date of Collection: / 12007
Month  Day Year
Check In
1. CLINICAL STABILITY: »No 0 Yes O

(NOTE: Clinical Stability is defined as the ABSENCE of:
Viral Syndrome; Fever; Acute Pain; Diarrhea; etc.).**
2. Compliance with non-allowed medications: — No J Yes [

DAY 1

1. Fasting (> 8 hours) » No [ Yes U
2. Hydration as per Protocol » No [ Yes O
3. Equilibration time 60 + 5 minutes » No [ Yes U
4. Urine Flow rate >3 ml/minute for UE ———— No [0 Yes O
5. P1 within S minutes of UE + No 0 Yes [
6. Residual bladder volume <20ml OR —— No [0 Yes O

10% of voided urine (but NOT > S0 ml) @ UE

7. Collection time for Ul is 45 — 90 minutes. ———— No [0 Yes O
8. P2 is within 5 minutes of Ul — No [0 Yes O
9. Residual bladder volume <20 ml OR

10% of voided urine (NOT > 50 ml) @ Ul —— No [0 Yes O
10. Urine Flow rate >3 ml/minute for Ul —— 3 No O Yes I

NOTE: If the answer is “No” to any of the above, THE TEST MUST BE
RESCHEDULED.! **Please page Dr. Torres Vickie, or Dorothy, PRIOR to canceling
test.

NOTE: Please send this form and Original GCRC Flowsheet to:
Vickie Kubly, Dorothy Spencer, Study Coordinators
Eisenberg S-33
Nephrology PKD Research
Thank you! 6-9207 / 6-3868)
Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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Page 12 of IRB#440-99 rvCrisp 10/10/07 4:42 PM
SHORT RENAL CLEARANCE SHEET

DOCTOR: DR. IRB:

NAME:

CLINIC NO: DATE:

DIAGNOSIS:

AGE: SEX WT: kgs. Ht: cm BP

Allergies: Iothalmate Injection Time:

MEDICATIONS:

FASTING: WATER LOAD GIVEN:

ESTIMATED FUNCTION: GFR X

SERUM CREATININE

Total Intake: Oral Water
Total Output: Urine output

COLLECTION OF SAMPLES

BLOOD
Time

PO (baseline)

BP cuffused: ___ ves,

P1

BP cuffused:  ves,

P2

BP cuffused: _ ves,

URINE

Time VOL + DURATION = FLOW RATE
Pre

U0 : =+ =

__no,___ mmHg

UE ; ultrasound

_no,  mmHg

VOL / DURATION = FLOW RATE

U1 : ultrasound

_no,  mmHg

VOL / DURATION

= FLOW RATE

Prepared by Research Support

Hospital Pharmacy Services
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Prepared by Research Support
Hospital Pharmacy Services 10/10/2007ddm
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University of Alabama-Birmingham Flow-Sheets

GCRC Protocol #: 1311

IRB #: F070226008

Title: “RENAL IMAGING TO ASSESS PROGRESSION IN AUTOSOMAL DOMINANT
POLYCYSTIC KIDNEY DISEASE (ADPKD): EXTENSION (CRISP IT)*

Inpatient Study plan; CRISP II Year 1 (FV-06). and Year 3 (FV-08)

PATIENT: VISIT YEAR: EV06 or EVO8 (circle one)
PATIENT CRISP ID: UAB-Medical Records #:
INVESTIGATORS:

Dr. Lisa M. Guay-Woodford, MD Pager: 7302 Phone: 934-7308

Dr. Mark Lockhart, MD Pager: 3489 Phone: 934-7130

RESEARCH NURSE COORDINATOR:

Teresa Chacana, RN, BSN Pager: 6193 Phone : 934-7649  Fax: 975-0814
ADMITTING MD:

Dr. Michal Mrug, MD Pager: 7739 Phone: 934-7308

MRI: 934-2796 or 934-3069

GCRC Nursing Station: 934-4857

GCRC Lab: 934-7967 (Gloria Richardson)

Outreach Lab: 975-8100 (Contact Person: 975-8103 (Kathy Hamilton)

STUDY VISIT WORKSHEET

DAY 1|: Arrival to GCRC for admission after 3 PM.

RN Initials
1. Admit to GCRC, MD: Dr. Lisa M. Guay-Woodford.
Page/call Teresa Chacana, RN upon participant’s arrival.
Weight without shoes in kg (to 0.1 kg) kg. (1kg=2.2 1bs)
Height without shoes in em (to 0.1 cm) cm. (2.54em =1 inch)
V/S: B.P. : Pulse : Respirations
Complete initial BP assessment for CRISP II: To determine what arm will be used on sitting and
standing BP readings in the morning of DAY 2 (at 5:30 AM).

o h e e b

INITIAL BP ASSESSMENT FOR CRISP II:

-Obtain after patient awake for 30 min.
-The participant is to have abstained from smoking and caffeine for at least 30 min prior to.
-Use the Dmemap / Critikon BP monitor.

-Measure the upper arm circumference (both arms) to determine cuff

size. Adult cuff [24->33 cm]
Large cuff [33-41 cm]
Right cm Cuff size Cluld cuff [ <24 cm]
_ - Thigh cuff [>41 cm]
Left __cm Culff size
Created: 6-12-07 Page 1 0f21

Revised: 9-10-07
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NON DOMINANT ARM (in terms of handedness) RIGHT arm LEFT arm
(Circle one)

PREPARATION AND MEASUREMENTS

CRISP IT will use the non- dominant arm (in terms of handedness) for sitting BP readings. BUT, IF on 3
consecutive measurements there is a difference in the systolic BP of 20 mm Hg or more between arms the non-
domunant arm will be deternuned as being the arm with the lowest total Mean Arterial Pressures (MAPS) mstead of

which hand 1s non-dominate.

TO DETERMINE THE ARM TO USE ON DAY 2 AM FOR BP READINGS DO THE FOLLOWING:

-The participant is to sit for 5 minutes with both feet on the floor (legs/ ankles not crossed)
-Have participant bare arm. removing restrictive clothing

-Arm is supported at heart level

-Center of cuff placed over brachial artery

-Bottom edge of cuff 1s positioned 1 to 1.5 inches above antecubital space

-Cuff 1s wrapped smoothly & snuggly on arm so that only 2 fingertips can fit under the edge of the cuff.
-Straighten BP cuff fubing so that if 15 parallel to patients arm.

-Verify that participant is relaxed and properly positioned:

-Sittmg upright (no slouching), back supported

-BP device display screen is not visible to the participant

-Participant not to talk, eat or drink during BP measurements

-BP's are to be taken 3 times at least 30 seconds apart in both arms.

Right arm (use appropriate cuff)

Time Systolic / Diastolic  Mean
TOTAL MAP
Left arm (use appropriate cuff)
Time Systolic / Diastolic  Mean
TOTAL MAP

Use this non- dominant arm and this cuff size to obtain CRISP II sitting and standing BP readings on
DAY 2 at 5:30 AM

NON- DOMINANT ARM is  Right arin Left atm CUFF
{(Cirele one)

8. Place copy of informed consent on chart.
Consent signed '

DATE INITTALS

Created: 6-12-07 Page 2 of 21
Revised: 9-10-07
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RN Initials

9. On admission, (childbearing women): send urine to OQutreach Lab for
PREGNANCY TEST: Use a clean urine cup, mininmm sample: 1 ml
10. Review pt’s medication list and disallowed medications list. Call Teresa if disallowed medications
are included.
LIST OF MEDICATIONS THAT SHOULD BE AVOIDED BY CRISP STUDY PARTICIPANTS.
PLEASE NOTE: These medicines should not be taken for at least ONE week prior to Enrollment and each
subsequent Visit in the CRISP Study.
#*Extra-Strength Tylenol® is acceptable for pain or discomfort.

Names of some of the more-common Non-Steroidals (NSAIDS)

1. Salicylates (Aspirin, Empirin, Midol)
2. Fioricet

3. FiorinaLL

4. Phrenilin Forte

5. Ibuprofen/Excedrin/Advil

6. Motrin

7. Nuprin

8.

Naproxen Sodium/Naproesyn/Anaprox/Aleve

9. Diclofenac

10. Indomethacin

11. Sulindac

12, Tolmetin

13. Celecoxib

14. Rofecoxib

15. Meclofenamate

16. Mefanamic Acid

17. Nambumetone

18. Piroxicam

19, Fenoprofen

20. Ketaprofen (Extended Release)

21. Oxaprozin

22. Etodolac

23. Ketorolac

24. Toradol

25. Celebrex

26. Viox

27. COX’ Inhibitors

28. *NOTE: Hydrochlorothiazide (any Diureties) should not be started as a NEW antihypertensive
treatment < 2 wks prior to Enrollment Visit. (Ifitis necessary for you to start this medication,
Enrollment should be delayed for 2 weeks).

29. The following medications also interfere with Creatinine excretion and should not be used for 4

days prior to each Visit:
¢ Trimethoprim (Bactrim/Septra)
* Cimetidine/Tagamet.

Created: 6-12-07 Page 3 of 21
Revised: 9-10-07
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RN Initials

11. Participant to complete quality of life (form 41: it was mailed at home to complete and bring with
them to this visit) and pain (form 42) questionnaires.

12. Subject to take own medications during inpatient stay. Hold the evening dose of
antihypertensive medications, if any, until MRI completed. Subjects SHOULD NOT take
medication in the morning (of second day admission) until after MRI and GFR are completed.

13. Activity ad-lib.

14. Diet (2 gm Na, Low Cholesterol, Caffeine-free).

15. Medical history, interview, physical, by Dr. Michal Mrug.

16. Consent signed by Dr. Guay-Woodford.

17. Note Allergies:
**Note allergies to shellfish and Iodine of any kind and document severity**

Allergy to Iodine (circle one): Yes No
If Yes, Specify symptoms

16. Review Categories of Contrast Reactions Appendix (on page 16-17 in this study visit
worksheet: (circle one).

None Mild Moderate Severe

If the Participant has had a previous severe reaction to Contrast (Iodine), Notifv via UAB pager 934-3411
to Dr. Michal Mrug or Teresa Chacana, RN, BSN about Steroid Prep or canceling the test.

STEROID PREP: Medrol 32mg PO & Benadryl 50mg PO twelve (12) hours prior to the test (for GFR),
Then Medrol 32mg PO two (2) hours prior to the test.

17. GCRC RN to review pregnancy test result (cirele one) Positive Negative N/A
18. If Pregnancy test is positive. notify Dr. Michal Mrug and DO NOT Continue Study/Tests.

19. 21:00:
The participant must drink at least 4 - 6 glasses of water (8 oz. each) between 9 and 10 p.m.
The amount of water may be less if the participant is under physician orders to restrict fluid intake.
The participant must stay NPO except for water after 10:00 p.m.
Participant to go to bed with lights out at 10 PM
20. Hold next AM meds until after BP monitoring, MRI and GFR are completed.

LABS: To collect at Day 1: Admission

Urine Pregnancy Test (use a clean urine cup, minimum sample: 1 ml). Send to Outreach Lab.

Created: 6-12-07 Page 4 of 21
Revised: 9-10-07
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CRITERIA FOR IMMEDIATE NOTIFICATION OF INVESTIGATOR:

1. Positive Pregnancy Test. Participant will not continue visit.

History of Iothalamate allergic reaction.

Incomplete bladder emptying [residual should be less than 20mL or in some situations (1.e. large
bladder, large urine output) less than 10% of voided volume, but not greater than 50 mL is
acceptable].

Continuously low urine output [urine flow should be equal or greater than 3ml/min}.

4. Headache, nausea, diarrhea, other physical complaints.

L7 ]
H

W
:

RN Initials

1. 05:00 AM
Hold AM meds. Blood and urine samples will be collected in the AM prior to morning hydration or
taking medications or food.

2. Participant remains fasting, caffeine and smoking free

3. Label tubes with: Patient’s Initials, UAB MR #, the 6-digit CRISP ID #. date of collection, time of
collection, type of sample (i.e. Urine), P.I: Lisa Guay-Woodford and site: UAB.

4. Awaken Participant to void. Save urine for urine samples. Note voiding time : a.nm.

5. Collect urine samples: Place tubes on ice.
Note: (processing times should be no longer than 20-30 minutes from the time of acquisition)

Urine will be collected for:

URINE ALBUMIN, URINE CREATININE, URINE ALBUMIN/CREATININE RATIO:
from random urine, collect at least 10 ml in a no preservative urine cup. Send to Outreach Lab.

____ NIDDK BIOSAMPLE REPOSITORY-URINE: At least 35 ml of freshly voided urine. Sent to
GCRC lab for the following processing:

GCRC LAB: Specimens will be centrifuged in a 50 mL PP tubes at 500 g for 5 minutes as soon
as possible, with volume, processing times. and voiding times noted (processing times should be no
longer than 20-30 minutes from the time of acquisition). Tubes will be kept in ice throughout this
process. The bottom 250 uL pellet (sometimes barely- or non-visible) will be transferred with a 1.0
mL pipette to a 1.5 mL eppendorf tube previously prepared with 750 pL of TriReagent (Molecular
Research Center, Ine. Cincinnati, OH), and inverted several times and put on ice prior to freezing at -
80°C for future RNA/DNA retrieval. The remaining urine sample will then be transferred to 10 ml
polypropylene (not polystyrene) Falcon culture tubes, stored in six 5 mL aliquots, place all samples
on ice prior to freezing at -80°C before they are sent to the NIDDK Repository at Fisher Bioservices.
Samples designated for the NIDDK Repository at Fisher Bioservices are to be stored in specimen
boxes provided by the repository. The NIDDK Repository will supply all tubes, labels and shipping
materials. Sample shipment will be done by Teresa Chacana, RN,

Created: 6-12-07 Page 5 of 21
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RN Initials

6. 05:30 AM. Blood Pressure Assessment
-Obtain BPs after patient is awake for at least 30 min.
-No caffeine or smoking 30 minutes prior to Blood Pressure readings
-Use the Dinemap / Critikon BP monitor
-Use the non dominant arm and cuff that was determinated last evening

NON- DOMINANT ARM1s  Right arm Left arm CUFF
(Crrele one)

-Both feet on the floor (legs/ ankles not crossed)

-Arm 1s supported at heart level

-Participant not to talk, eat or drink during BP measurements
-BP device display screen is not visible to the participant.

Blood Pressure Measurement Procedural Steps:

-Have participant bare arm, removing restrictive clothing.

-Position Cuff: a) Center of cuff placed over brachial artery b) Bottom edge of cuff is positioned 1
to 1.5 inches above antecubital space ¢) Cuff is wrapped smoothly & snuggly on arm so that only 2
fingertips can fit under the edge of the cuff d) Straighten BP cuff tubing so that it is parallel to
participant’s arm.

-Verify that participant is relaxed and properly positioned: Sitting upright (no slouching). back
supported.

-The participant is to sit for 5 minutes with feet uncrossed and the BP's are to be taken 3 times at
least 30 seconds apart.

~Obtain:

-Three SITTING B/Ps readings at least 30 sec. apart on the Non Dominant with arm supported
at heart level

Time: @ am pm; (sitting) (mm Hg): Pulse Rate: : MAP:
Time: @ am pm; (sitting) (mm Hg): Pulse Rate: : MAP:
Time:  :  am pm; (sitting) (mm Hg): Pulse Rate: : MAP:

Is there a difference of more than 10 mm Hg (systolic or diastolic) between the second and
third readings in one sitting?

Yes No (Circle one) (If Yes, a fourth and fifth reading will be recorded for the
sitting).
Time: @ am pm; (sitting) (mm Hg): Pulse Rate: : MAP:
Time: @ am pm; (sitting) (mm Hg): Pulse Rate: : MAP:
Created: 6-12-07 Page 6 of 21
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RN Initials

-Have participant to stand up for 3 minutes with arm supported at heart level and obtain:

-One STANDING BP on the Non Dominant arm with arm held or positioned at heart level:

Time:  :  am/pm (standing) (mm Hg); Pulse Rate: : MAP:

7. Blood Labs: Check label in tubes with the Patient’s Initials, UAB MR #, the 6-digit CRISP ID #,
date of collection, time of collection, sample (i.e. Blood), P.I.: Lisa Guay-Woodford and site: UAB.

8, Start Saline lock to be used for blood samples and GFR test samples.

Note: USE arm with BEST venous access for venipuncture. Use 3mls Saline Flush lock after blood
draws.

9. Collect blood samples
Blood will be collected for:

_ TOTAL ELECTROLYTE PANEL - sodium, potassium, chloride, total CO2 —

__ LIPID PANEL - Total cholesterol, triglycerides, HDL cholesterol, LDL cholesterol —

__ SERUM CREATININE — For “local sample™, use one Tiger Top SST or a Gold top SST tube
with 3.5 ml minimum blood.

These three labs require a minimum total of 10 mL of blood in a Tiger Top SST. Sent to the

Outreach Lab

Serum creatinine — this lab will be obtained in duplicate, one processed at the local lab and the other
frozen and batch shipped to the Cleveland Clinic Laboratory annually.

__ SERUM CREATININE SAMPLE TO CLEVELAND CLINIC LABORATORY requires 7-10
mkL of blood in a single Tiger top, SST tube. Take tube fo GCRC lab.

GCRC LAB: For the above sample, (serum creatinine sample to Cleveland Clinic Laboratory),
serum will be obtained, allowing the blood to clot for 30 minutes and centrifuging for at least 10 minutes
i the wsual manner (spin 10 minutes at 3000 RPM) 1 mL of serum will be transferred to a five-mL
tube and labeled with a unique accession number (#1-A). A single QC sample, identical but with a
unique accession number (#2-A), will be prepared as back up sample. Keep both tubes frozen at -20 C.
All excess fluid will be stored at -20 degrees Celeius as a back-up sample (labeled with accession #1-B)
until results are available.

_____NIDDK BIOSAMPLE REPOSITORY —Blood: Twenty mL will be collected in two SST tubes
(tiger-top, 10 mL each) and 16 mL in two PST tubes (green/grey-top, 8 mL each). Gently invert
tubes (but do not shake). Invert SST tubes (tiger top) 6 times and PST tubes (green top) 8-10 times.
Take tubes to GCRC lab.

GCRC LAB: For the NIDDK biosample repository, serum samples will be obtained from 2
SST tubes (tiger top) and plasma samples will be obtained from 2 PST tubes (green top).

Created: 6-12-07 Page 7 of 21
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RN nitials
Let SST (tiger top) tubes clot in a vertical position for a minimum of 30 minutes. Note: PSTs contain
an anticoagulant (heparin), so there is no need for clotting time. Centrifuge all tubes ideally within
one hour of collection, but certainly within two hours. Spin SST tubes (tiger top) at 1300 RCF (g) for
15 minutes. Spin PST tubes (green top) at 1300 RCF (g) for at least 10 minutes. No decanting is
necessary. Place tubes in refrigerator until shipment. Samples designated for the NIDDK
Repository at Fisher Bioservices are to be stored in specimen boxes provided by the repository. The
NIDDK Repository will supply all tubes, labels and shipping materials.
Tubes to be shipped refrigerated (on frozen cold packs) to the NIDDK Biosample Repository at
Fisher Bioservices on the day of collection, where they will be aliquotted into 1 mL tubes and
archived. Sample shipment will be done by Teresa Chacana, RN.
__ GENETIC STUDIES**: Three vellow top tubes with ACD. Invert each tube gently 8-9 times to
mix blood with additives and keep them at room temperature. Take tubes to GCRC lab.
(** Draw them if not obtained previously Pt. must consent for the Genetic Studies
GCRC LAB: For the genetic studies no processing is needed. Keep at room temperature.
Sample shipment will be done by Teresa Chacana, RN.

10. STORAGE of SAMPLES at GCRC LAB

Long time storage at GCRC freezer:

____ Urine samples: 1.5 mL eppendorf tube, Six 5 ml aliquots (obtained before BP readings)
Serum creatinine to Cleveland

_ Any extra excess of serum

Long time storage at GCRC refrigerator:

___ Two tiger top tubes

____ Two green top tubes

11. Keep participant NPO (may drink water moderately). Do not give participant cold water at any time
due to vasoconstriction.

12. 07:00 AM
Call MRI at 4-2796 to make sure they are ready for the participant. No contrast will be used in this stud:
Call Escort Service to ensure that Participant arrives in MRI waiting area (@ 07:15 a.m. (Or at least 15
minutes prior to appointment time ). Patient may void between now and 9:00am (Do NOT save this
urine). NOTE: Participant will STILL have to void @ 9:55 a.m. for Ul.sample of GFR test.

13. 07:30 AM:
MRI Study appointment time : a.m. (Use 24 hour clock). PLEASE NOTE: MRI of kidneys
will be routinely scheduled @ 07:30-8:00 a.m. on the MRI research machine.

14, GFR Procedure

-Review GFR procedure (Test #81476) and start to complete APPENDIX C GFR CHECKLIST. (P. 9)
-Review GFR glossary (P. 10) and GFR General Collection and Processing Instructions (P.11).
-Review Injection Procedure for 10:00 a.m. See Iothalamate Glomerular Filtration Rate (GFR) Test
#81476. (P. 12)

-Review GFR Testing Flowchart (P. 13).

-Explain procedure to participant, confirm fasting and make sure the participant has not participated
in other contrast studies within the last 12 hrs.

-07 Page § 0of 21
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APPENDIX C GFR CHECKLIST

THIS FORM MUST BE COMPLETED AND RETURNED WITH SPECIMENS!!

* Participant Initials: . . Control Number:
(from Short Renal Clearance Green Label)
* SITE: (Circle One) _Alabama Emory  Kansas Mayo
+ Date of Collection: /20
Month Day Year
DAY 1
1. CLINICAL STABILITY: No O Yes O

(NOTE: Clinical Stability is defined as the ABSENCE of:
Viral Syndrome: Fever: Acute Pain: Diarrhea; ete.)

2. Compliance with non-allowed medications: No I Yes O
DAY of GFR Test
1. Fasting (4 hrs or 2 hrs if participant 1s diabetic) No I Yes O
2 Hydration as per Protocol No I Yes O
3. Equilibration time 60 + 5 minutes No I Yes O
4, Urine Flow rate = 3 ml/minute for UE No I Yes O
5. P1 within 5 minutes of UE No O Yes O
6. Residual bladder volume < 20 ml OR

10% of voided urine (NOT > 50 ml) @ UE No I Yes O
7. Collection time for Ul is 45 — 90 minutes. No I Yes O
8. P2 is within § minutes of Ul No O Yes O
0. Residual bladder volume < 20 ml OR.

10% of voided urine (NOT > 50 ml) @ U1 No I Yes O
10.  Urine Flow rate > 3 ml/minute for Ul No O Yes O

NOTE: If the answer 1s “No” to any of the above, PLEASE CALL Teresa Chacana, RN
or Dr Michal Mrug via UAB Paging in regard to canceling GFR test.. The GFR test MUST BE RESCHEDULED
if the answer to any of the statements in the Checklist is “No”. Notify Teresa Chacana if this occurs.

GFR RENAL GUIDELINES:

- Urine Flow Rate must be equal to or greater than 3 ml per minute. If the flow rate does not meet this
criterion, THE TEST MUST BE RESCHEDULED. (See GFR checklist).

-Be sure the bladder is empty after each void. Average residual bladder volume should be < 20 ml.
(NOTE: In some situations (e.g. high urine output, large bladders) a residual < 10% of voided volume
[PROVIDED residual volume is < 50 ml], is acceptable).

-Urinary catheter is not approved for this Study.
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GFR Glossary

1. Uo—initial pre-injection urine sample. Aliquot a minimum of S mL into one
of the urine containers provided. Record the collection time, Write “Uo™
on the urine container. Send to GCRC Lab.

2. Tothalamate Injection Time—Record the injection time and dose.

3. Ue—Equilibration urine collection. Collect this specimen 60 minutes after
the iothalamate injection time. Be sure the bladder is completely
empty. Record the collection time and discard the urine specimen.

4. P1—Collect a sodium heparin plasma within 5 minutes of collecting
the UE. Record the collection timme. Aliquot the plasma into
the green tube provided. Write “P1" on the vial. Send to GCRC lab.

5. Ul—GFR testing urine collection. Collect specimen 45 minutes after the
Ue collection. Be sure the bladder is completely empty: minimum
of 100 mLs of urine is optimal. Quantitatively measure the Ul
volume and record both the volume and collection time.

Aliquot a minimum of 5§ mL into the 2" urine container provided.
Write “U1” on the Urine container. Send to GCRC lab.

6. P2—Collect a sodium heparin plasma within § minutes of collecting
the Ul. Record the collection time. Aliquot the plasma into

the 2™ green tube provided. Write “P2* on the vial. Send to GCRC lab.

7. U1l Collection Duration—Record the time difference from the Ue collection
time to the Ul collection time.

8. Indicate name and phone number of a person that can answer any questions
regarding the collection of these specimens.

GCRC Laboratory:

Teresa will provide the “GFR kit with tubes for urine and blood samples.

Urine samples (Uo and Ul): From each of the urine cups, GCRC RN will aliquot 5 ml of urine in the
clear tube labeled Uo or Ul (as correspond). Discard remainder of urine. Keep refrigerated.

Blood samples (P1 and P2): Green top tubes with at least 3 ml plasma centrifuge at 3000 rpm for 10
min. Aliquot 3 ml serum into the clear tube labeled P1 or P2 (as correspond). Keep refrigerated.
Teresa Chacana, RN will ship the samples the same day at refrigerated temperature.

Created: 6-12-0
Revised: 9-10-0
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A sheet with the following information will be shipped to Mayo Clinic along with GFR urine and blood
samples by Teresa Chacana, RN.

The original form will be completed by Teresa with data from the worksheet. One copy of this original
form is placed in the transport bag and one copy is sent back to Mayo Clinic

GI'R: General Collection and Processing Instructions:
(To be done by GCRC Nurse and GCRC lab as per worksheet instructions)

CLIENT NUMBER:
Collection Date Time: a.In. or p.m.

THE FOLLOWING INFORMATION MUST BE PROVIDED BEFORE TESTING
CAN BE COMPLETED.

Patient Weight: kg (in kilograms)
Patient Height: cm (in centimeters)
Initial Urine Collection time (Uo) __am pm (circle one)
Iothalamate Injection time : am pm (circle one)
Equilibration Urine (Ue) Collection Time: : am pm
(Specimen discarded) (Circle one)
Plasma (P1) Collection Time: : am pm (circle one)

(Must be no longer than S minutes after Ue collection)

GFR Testing Urine (Ul) Collection Time: :  am pm
(Circle one)

U1 Collection Volume: mLs

Plasma (P2) Collection Time: : __am pm (circle one)

(Must be no longer than 5 mim?es after Ul Collection)

U1 Collection Duration: minutes
Time difference from Equilibration Urine (Ue) to
GFR testing Urine (U1)

Collection Facility Contact name:
Phone Number:

Iothalamate Glomerular Filtration Rate (GFR) Test #81476.
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GFR Testing Flowchart
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RN Initials
15. May keep Benadryl (50 mg PO/PRN) at participant’s bedside.

-Participant may void now (before 9:00 AM-discard urine) but should not to void after this
time,

16. 09:00 AM:

-Participant may void before 9:00 AM but should net to void after this time point until 09:55 a.m.
if possible.

-Between 9:00 and 10:00 AM the participant should drink (4 — 6) 8 oz. glasses of water (960-1440 ml)

-Participant may have more if desire in preparation for the GFR test (may include 1 cup of decaf. cofice).

-Participant not to void after this time point until 09:55 a.m. if possible.

-The amount of water may be less if the participant is under physician orders to restrict fluid intake.
Participant can not void during this time. If the participant can not hold urine and more than one void
occur between 9:00 and 10:00 am, pool and save all urine for accurate volume total and to obtain a
representative urine sample (U0)

-Do not give participant cold water at any time due to vasoconstriction. Drinking of water to be completed
by 10:00 a.m.

Time at the end of drinking water: : a.m. Note mls of water taken ml.

17. Name of Nurse performing GFR:

18. 09:55 AM
-Have Participant empty bladder to begin GFR. Test. Save urine.
-From this urine will obtain U0 (initial urine = Urine collected before Tothalamate Injection).

U0 - Time Void ENDED (U0): : a.m. (record the time participant returns after voiding)
If more than one void and urine is pooled, the collection time will be the time of last void.

19. Prepare Injection of Iothalamate (during the time participant is voiding to get Uo)

Note: The arm with the BEST venous access was used for venipuncture. Iothalamate (Conray®
60%), is injected into the OPPOSITE arm.

For participants =40 kg, a dose of 300 mg (0.5 ml) of Iothalamate Meglumine (Conray® 60%), mixed
with 0.5 ml Sterile Water 1s given subcutancously (SQ).

-With a 1-ml Tuberculin Syringe, draw up 0.5 ml of Iothalamate. Add 0.5 ml of sterile
Bacteriostatic Water.

-This mixture will be injected SQ at 10:00 am into the arm OPPOSITE the arm that is selected for
blood drawing.

Iothalamate Vials are for single dose use ONLY. Discard unused VIAL portion.

Iothalamate Lot# Exp Date
Sterile Water Lot# Exp Date
Created: 6-12-07 Page 14 of 21
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Initials

20.10:00 AM
Injection of Tothalamate: Dose:

Time: : a.m.: Subcutaneous Injection of Iothalamate Meglumine.

Use POSTERIOR aspect of UPPER ARM. Gently pinch skin, insert needle, release skin, (draw back
to make certain not in vessel), and inject Iothalamate.

Deltoid Injection Site: Right; Left

21. From the urine just saved, Aliquot 5 ml of urine into screw-top polypropylene tube. Label
container U0 with the Participant’s initials, 6-digit CRISP Subject ID #, date of collection, time of
collection, sample (i.e. U0), Control Number (obtain from short Renal clearance form), Principal
Investigator’s name (Guay-Woodford) and site (UAB). Discard remainder of urine.

GCRC LAB Urine sample (Uo) Keep the above aliquot (5 ml of urine in the clear tube labeled
U0) refrigerated. Teresa Chacana, RN will ship the sample the same day at refrigerate temperature.

22. Instruct participant to drink (11/4 - 21/2) 8 oz glasses of water (300-600mls) to maintain urine
output. (The amount of water may be less if the participant is under physician orders to restrict fluid

intake). Do not give participant cold water at any time due to vasoconstriction. Do net void until 60
minutes after injection.

Amount of water taken: ml

23. 11:00 AM
Have Participant empty bladder as completely as possible. Participant may need to go bathroom more

than one time to obtain the Ue: equilibration urine = Urine collected 60 minutes (+ or — 5 min.)
after Iothalamate Injection.

NOTE: please accurately record all urine volumes & times void ended (if urine is pooled from more
than one void), as well as each vltrasound reading of residual urine.

24. Use the ultrasound monitor /bladder scan to assess bladder and record residual.
If average residual bladder volume is greater than 20 ml, have Participant immediately void again.
(SECOND VOID). If the bladder residual volume still is > 20 ml, extend the Equilibration Period for
5 minutes and have participant void again) (THIRD VOID). Measure all urine, add the 2nd g 3
voids, if done, to ensure that Flow Rate is >3ml/min.

(Bladder Ultrasound should be done within 1 — 2 minutes after voiding).

Time Void Secan #1 Scan #2 Scan #3 Scan #4

Created: 6-12-07
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RN Initials

25. Ue Collection Time :_ am (record the time participant returns after voiding)
If more than one void and urine is pooled, the collection time will be the time of last void.
Discard this urine, no aliquot at this time.

26. Total Ue Volume (ml) Flow (ml/min) .
*Flow is rounded to 2 places behind the decimal

Urine flow rate must be equal to or greater than 3 ml per minute. If the flow rate does not meet this
criterion, THE TEST MUST BE RESCHEDULED (see GFR checklist, p.9)

27.11:05 AM
P1 = Plasma collected immediately after collecting Ue
Do P1 within 5 minutes maximum of the time the Ue void ended at (Ue collection time)
Tourniquet time MUST be LESS than 1 min.
Blood draw from oppesite arm of Tothalamate Injection.

Tourniquet used ves no Time lefton Seconds

Label container P1 with the Participants 6-digit CRISP Subject ID #, date of collection, time of
collection, sample (1.e. P1), control number, and Principal Investigator’s (PI) name and site (UAB).

28. Plasma (P1) Collection Time: : a.m. 3 ml - into § ml GREEN-top tube
GCRC LAB Blood sample (P1)-Green top tube with at least 3 ml plasma centrifuge at 3000
rpm for10 min. Aliquot 3 ml serum into the clear tube labeled P1. Keep refrigerated. Teresa
Chacana, RN will ship the sample the same day at refrigerated temperature.

29. Instruct participant to drink (11/4 - 21/2) 8 oz glasses of water (300-600mls) to maintain output.
(The amount of water may be less if the participant is under physician orders to restrict fluid intake).
Do not give participant cold water at any time due to vasoconstriction. Do not veid until 45 minutes

after Ue.
Amount of water taken: ml.

30.11:45 AM
Hawve Participant empty bladder as completely as possible. Participant may need to go bathroom more

than one time to obtain the Ul (GFR testing urine) = All urine collected for at least 45
minutes (but no more than 90 minutes) after Ue, It should be at least 100 ml,

NOTE: please accurately record all urine volumes (first, second & third voids) & times void ended,
as well as each ultrasound reading of residual urine.

Created: 6-12-07 Page 16 of 21
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RN Initials
31. Do Ultrasound readings of bladder and record residual.

(Bladder Ultrasound should be done within 1 — 2 minutes after voiding).

Time Void Scan #1 Secan #2 Scan #3 Scan #4

(If average residual bladder volume is > than 20 ml, have Participant void again immediately. (2nd
Void)) If the bladder volume still is = 20 ml. Extend the collection period for 15-30 minutes (always
< 90 min. total) and have Participant void again (3rd Void). It is imperative that the bladder is as
empty as possible. If more than one void, pool and save all urine for accurate volume total and to
obtain a representative urine sample. Collection time will be the time of last void.

32. U1 Collection time : a.m. (record the time participant returns after voiding)
If more than one void and urine is pooled, the collection time will be the time of last void.

33. U1 Collection Volume: ml

Duration (min) = Flow (ml/min)
*Flow 1s rounded to 2 places behind the decimal.

Urine Flow Rate must be equal to or greater than 3 ml per minute. If the flow rate does not meet this
criterion, THE TEST MUST BE RESCHEDULED. (See GFR checklist, p.9)

34. From the urine just saved: Ul - Aliquot 5 ml urine into a serew-top polypropylene tube. Discard
remainder.
Label container Ul with the Participants 6-digit CRISP Subject ID #, date of collection, time of
collection, sample (1.e. Ul), Control Number, and Principal Investigator’s (PI) name.
GCRC LAB Urine sample: (U1) Keep the above aliquot (5 ml of urine in the clear tube
labeled U1) refrigerated. Teresa Chacana, RN will ship the sample the same day at refrigerate
temperature.

Created: 6-12-07 Page 17 0of 21
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RN Initials

35. U1 COLLECTION DURATION= minutes. This is the time difference, in
minutes, from Ue (Equilibration Urine) to Ul (GFR testing Urine)

PLEASE NOTE:
Of primary concern is the time differentiation recorded on the GFR form from UE to Ul. (Double-check
math for the time difference). It is extremely important that the time of urine collection is absolutely

accurate. The collection times recorded for Ue and Ul should exactly reflect the time the participant
ENDED the void.

36. 11:50 AM
P2 = Plasma collected immediately after collecting Ul
Do within 5 minutes maximum of the time the Ulvoid ended at (Ulcollection time)
Tourniquet time MUST be LESS than 1 min.
Blood draw from opposite arm of Tothalamate Injection.

Tourniquet used _ ves  mno Time left on _ _ Seconds
Label container P2 with the Participants 6-digit CRISP Subject ID #, date of collection, time of
collection, Sample (sample i.e P2), Control Number. and Principal Investigator’s (PI) name and site
(UAB).
37. (P2) Collection Time: : a.m. 3 ml - into 5- ml GREEN-top tube
GCRC LAB Blood sample (P2) Green top tube with at least 3 ml plasma centrifuge at 3000

Rpm for 10 min. Aliquot 3 ml serum into the clear tube labeled P2. Keep refrigerated. Teresa
Chacana, RN will ship the sample the same day at refrigerated temperature.

38. After GFR test complete, discontinue Saline lock.
END RENAL CLEARANCE TEST.

39. Make a copy of the Short Renal Clearance Request Form & place it in the patient’s chart.

40.12:00 Noon
Diet (90 mEq Na, Low Cholesterol) Caffeine allowed

41. Page Teresa Chacana, RN, UAB Pager #: 6193 prior to dismissal.

42.12:30 PM
DISMISSAL FROM GCRC BEFORE 15:00.
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GCRC Protocol #: 1311
IRB #: F070226008

CATEGORIES OF CONTRAST REACTIONS

PLEASE NOTE: Reactions to contrast at the dose used for determination of GER are extremely rare.

MILD

Nausea; vomiting Altered taste Sweats

Cough Itching Rash (huves)
Warmth (heat) Pallor Nasal stuffiness
Headache Flushing Swelling - eyes: face
Dizziness Chull

Anxiety Shaking

Treatment: Requires close observation, assurance, but usually no medication.
MODEERATE
Moderate degree of mild signs/symptoms* and/or systemic symptoms including:

Pulse change Hypertension Bronchospasm
Hypotension Dyspnea-wheezing Laryngospasm

*Sufficient to be clinically evident
Treatment: Requires prompt recognition, close, careful observation and often treatment, but usually not hospitalization.
SEVERE

Potentially life-threatening, moderate or severe signs/symptoms, e.g.. laryngospasm, seizures, pulmonary edema, persistent
hypotension, cardiac arrest.

Treatment: Requires prompt recognition and treatment; almost always requires hospitalization.

Nursing Perspective

PLEASE NOTE: Reactions to contrast at the dose used for determination of GER are extremely rare.
Acute reactions to 1odinated contrast media are classified by their severity and their outcome. Three categories commonly used
are:

MILD: Nausea and vomiting, headaches, dizziness, anxiety, chills, shaking, mild urticaria, itching, nasal congestion, swelling -
- eyes; face

Treatment: Requires close observation, assurance, but usually no medication.
Noftify PI or designee
Follow orders per PI's/designee’s instructions

K|
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MODERATE: more- pronounced degree of mild signs/symptoms, plus diffuse eryvthema, diffuse hives, transient hypotension,
hypertension, bronchospasm, laryngeal edema.

Early signs and symptoms:
1. Duffuse lives --Patient has several hives on face and torse and often complams of itching and discomfort. Also may be
associated with sneezing and watery eyes.

2. Ervthema - Patient 1s generally red all over, and may or may not be uncomfortable.
3.  Hypotension --If hypotension 1s a vasovagal response from ureteral compression, pain, or anxiety, the Patient is usually

pale, diaphoretic, lightheaded, and nauseated. Patients with erythema that become hypotensive are usually red and puffy but
start to look mottled as fluid 1s redistributed to the interstitial space. These Patients complain of dizziness and state that their
“skin feels tight.”

4. Hypertension -- Patients present with flushed face, dizziness, and headache.

5. Bronchospasm -- Patients often complain of tightness in the chest, coughing and wheezing along with restlessness and
feel the need to sit up.

6. Laryngeal edema -- Patients experiencing moderate symptoms of laryngeal edema will frequently complain that their
“throat feels full” and that they are having difficulty swallowing. You may notice hoarseness, wheezing. stridor, or cyanosis.

7. Angina -- Patients complain of chest pam or chest tightness and sometimes shortness of breath. They typically appear
ANXI10US.

Sufficient to be clinically evident

Treatment: Requires prompt recognition, close. careful observation and often treatment, but usually not hospitalization.
Notify PI or designee

Follow orders per PI's/designee’s instructions

MAJOR (Severe) -- More pronounced degree of moderate signs and symptoms plus convulsions, arrhythmias, pulmonary
edema. and ecardiac arrest.

1. Pulmonary edema -- Patients will sometimes complain of immediate shortness of breath and will become
terribly agitated, diaphoretic and cough pink. frothy sputum or a patient may complam of a vague sense
of discomfort and then progress slowly to the state mentioned above.

2. Cardiac arrest -- Patient becomes unresponsive, breathless, and pulseless.

Treatment:  Requires prompt recognition and treatment; almost always requires hospitalization.

Noftify PI or designee
Follow orders per PI's/designee’s instructions
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GCRC Protocol #: 1311
IRB #: F070226008

Mrs. Chacana to complete the following Originals Study Forms and to do the Procedures listed:

. Registration form (form 2) only at first visit: FV-06
. Identification form (form 51) at first visit: FV-06 and update it at FV-08
. Symptoms form (form 12)
. Physical Findings form (form 11)
. Women’s OB-GYN form (form 40)
. Family History form (form 44)
. Biannual Clinic VisitMeds and Events form (form 28)
Rewview and list current medicine (at FV-06)
Update list of medicine (at FV-08)
. GCRC samples packing and shipping instruction (To be done by Teresa Chacana, RN)
__ Insure that all specimens are labeled correctly
____Put the plasma and urine aliquots into the “Refrigerated Specimens™ transport bag with
a frozen cold pack inside of box.
__ Place a copy of the completed requisition form into the outer pocket of the
transport bag.
_ Mail a copy of the completed requisition form to Vickie Kubly, Mayo Clinic in the
postage paid return envelope included.
_____ Ship the specimens at refrigerate temperature.
. NIDDK Repository at Fisher Bioservices samples packing and shipping instruetion. (To be done
by Teresa Chacana, RN)
__ They are to be stored in specimen boxes provided by the repository.
___ The NIDDK Repository will supply all tubes, labels and shipping materials
_____Tubes to be shipped refrigerated (on frozen cold packs) to the NIDDK Biosample
Repository at Fisher Bioservices on the day of collection, where they will be aliquotted
into 1 mL tubes and archived.
. NIDDK GENETIC STUDIES samples packing and shipping instruction: (To be done
by Teresa Chacana, RN)
___ They are to be shipped in specimen boxes provided by the NIDDK Genetic Repository
(Rutgers University Cell and DNA repository).
_ Three yellow top tubes are going to be shipped at room temperature in a Safety Mailer.

Notes and Comments:
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University of Kansas Flow-Sheets

PROTOCOL #69  CRISP II
FVO6/BASELINE(Year 1) & GFR WORKSHEET

(This in not an official CRISP form. All data must be transferred to the appropriate study forms)

Date of Visit / DOB / Age
Name

CRISP Study ID Number KU Study ID Number K-

KU MRN Number KU Lab Grant#

Lab Billing — Grant — 49453640

Ht (cm) (in) Wt (kg) (Ib)
Must remove shoes & heavy clothing

Temp (C) P R

Sitting BPs x3 Wait 30 seconds befween BPs

(1)BP (2)BP (3)BP

Standing BP x1 After standing 3 minufes

(1)BP

Signature/Title

PROCEDURES
Get all 1ab labels from study coordinator upon arrival, Review visit lab needs
Place copy of signed consent in GCRC chart
VS — Document on Form 11: Current Physical Findings Form
GCRC Staff to complete forms provided by Study Coordinator.
Study Coordinator will review all completed forms.
1
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LABS
GFR Lab Kit — 2 Urine vials. label UO & Ul 8— 5ml Cryovials
- 2 serum vials. label P1 & P2 1-2ml white cryovial
1 - Potty Hat/Graduated Cylinder 1 — 50ml Falcon tube
1 —4.5ml It.green-top tube
3 — Tiger top serum tube (SST) 1 - TB syringe

3 — Green/Gray top plasma tube (PST)

1 — Urine cup (minimum 60ml needed for CRISP Study)
(fotal 90mli needed for CRISP & HALT)

2 — Green top Na Heparin tubes

Labs drawn @ by
with G butterfly or G IV Cath @ site
Urine collected @ by

LAB PROCESSING

KU Lab
1 — 5ml It.green-top tube (creatinine. Na, K. C1. CO2. total chol. trigly, HDL, LDL)
1 — Urine cup 10 ml fresh urine minimum (albumin. creatinine)

Keep ambient
Label with: Study ID

Grant-xxxx

Date & Time of collection
Complete Req and take to KU lab

Blood Archive

NIDDK Repositorv:

2 — Tiger top serum tube (SST)

2 — Green/Gray top plasma tube (PST)

Invert SST tube 5 times, Invert PST tube 10 times

Let stand for 30 minutes (PST contains heparin and will not clot)
Centrifuge all tubes within one hour @ 3400 rpm for 15 minutes.
No decanting

Refrigerate, box labeled CRISP II NIDDK

2
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Cleveland Clinic (CCF):

1 —Tiger Top (SST) serum tube

Invert 5 times, Let stand for 30 minutes

Centrifuge within one hour @ 3400 rpm for 15 minutes.
Transfer into 5ml cryovial

Place in -80°C Freezer, box labeled CRISP II CCF

Fresh Urine Archive

KU MCP-1

1- PST Green/Gray-top tube

Freshly voided urine — minimum 4ml
2 — 5ml Cryovials

Invert PST tube 10 times

Let stand for 30 minutes (PST contains heparin and will not clot)
Centrifuge within one hour @ 3400 rpm for 15 minutes.
Transfer plasma into Sml cryovial

Aliquot 4ml urine into 5ml cryovial

Attach appropriate labels
Place in -80°C Freezer. box labeled CRISP II Grantham

NIDDK Repository:

1 — 50ml Falcon tube

Aliquot urine into 50ml Falcon tube (minimum 30ml)

Place immediately in ice until centrifuged

Centrifuge within 30 minutes @ 2100 rpm for 5 minutes

Using a 1ml pipette - Pipette the ‘pellet’ (sometime barely visible or even
non- visible) from the cone of the tube into a 2ml white cryovial

Pipette 5ml of the remaining urine into each of 6 — Sml cryovials

Place cryovials in -80°C Freezer. box labeled CRISP II NIDDK
Document:

Urine Collection Time AM PM
Total Volume ~ ml
Processing Time AM PM

3
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ICON Urine Pregnancy Test Neg Pos  If positive, notify Dr Grantham
IDO NOT CONTINUE W/TEST|

Lot #

NA/male NA/Hyst NA/Tubal
Exp Date

Document in GCRC Log

GFR Test Labs

Urine UO & Ul

2 — 10 ml urine transfer vials

Document time & total collected volume for each time period on GFR worksheet
Aliquot 10 ml urine into appropriate time labeled transfer vial

Refrigerate

Blood/Serum P1 & P2

2 — Green top Na Heparin tubes

2 — 3ml serum transfer vials

Centrifuge green top tubes (@ 3200 for 10 min

May wait and spin both together on table top centrifuge
Transfer serum into appropriate time labeled transfer vial
Document time for each time period on GFR worksheet
Refrigerate
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GFR Checklist
Does Subject have an allergy to Iodine Yes No
IfYES, Aresymptoms mild moderate severe

IfYES, Specify symptoms
IfYES., Notify Dr Grantham (pgr 917-7210) BEFORE beginning test

_ Verify Participant has NOT voided within last 45-60 minutes
* If participant has voided within previous 60 min, note this on the
GFR Checklist and CONTINUE with the test
_ Verify Participant has had six 8-o0z glasses of water since lab draw

* Ready pitcher of water at room temp.

* DO NOT give participant COLD water d/t vasoconstriction
_ Verify Fasting/NPO except for fluids (>8 hours)

* Participant 1s to remain NPO until MRI exams are completed.
___Verify NO use of soda or caffeine beverages AM of testing
_Verify NO use of NSAIDS/ASA, antibiotics, diuretics (hydrochlorothiazide)

in past 7 days (If YES. notify Dr Grantham BEFORE beginning test)
___ List any AM medication participant has taken
(see ConMed Form for dosages)

Verify clinical stability for testing:
* Absence of fever, viral syndrome. acute pain. diarrhea, etc...
* May use butterfly needle to draw blood samples individually

L
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GFR TEST (kit)
Criteria for Immediate Notification of Principal Investigator

1. Iothalamate allergic reaction

see GRF Testing Manual, Appendix D, Mayo Medical Laboratories,

November 27, 2000 on file in the Study Coordinator’s office and in the GCRC
Incomplete bladder emptying
Continuously low urine output
. Headache, nausea, diarrhea. or other physical complaints
NOTE Urinary catheter is not approved for this study ~ No radio-isotope is used for this study

-Ib-'Lth

Scan bladder PRE-VOIDING to determine location

(UO = Urine collection before injection)
Void to begin Renal Clearance Test.
Have participant empty bladder as completely as possible, residual must be <20 ml

UQ)| : Time Void ENDED AM PM Urine volume mls

{(record in clock time)
: Aliquot 10 ml urine into the white transfer tube and label as “UO*
: Discard remaining urine
: Scan bladder x3
1. mls 2. mls 3. mls
: UO Avg Residual Bladder Volume mls (MUST be <20mls)
If residual bladder volume is =20mls, have participant void again and recheck,
Record both sets of readings on this worksheet.
1. mls 2. mls 3. mls
These measurements are not recorded on the CRF

Have participant drink one to two, 8-o0z glasses of water to maintain urine output. Water is to be
of room temperature. Cold water may cause vasoconstriction. Provide blankets to prevent
chilling and vasoconstriction.

[othalamate Injection NOTE __Iuject Iothalamate in the
:Time of injection OPPOSITE arm selected
(record in clock time) for blood draws

:Subcutaneous injection site R L
Use POSTERIOR aspect of UPPER. ARM.
Administered by
:Dose: 0.5 ml Iothalamate Meglumine (300 mg) mixed with 0.5 ml Sterile
Bacteriostatic Water. NOTE: Participants =40 kg all receive the same dose

of Tothalamate.
Iothalamate Lot# Exp Date
Sterile Water Lot# Exp Date

Tothalamate & Sterile Water are found in the locked GCRC Med Cabinet
Vials are for single use ONLY. Discard unused portion

Equilibration time 60 minutes (set timer) after injection

6
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(UE = Urine collected 60 minutes after injection)

Have

UE

participant empty bladder as completely as possible.

: Time Void Ended AM PM Urine volume mls

(record in clock time)
: Discard Urine. NO aliquot at this time.
: Scan bladder X3
1. ml 2. ml 3. _ ml
: UE Average Residual Bladder Volume ml (MUST be <20 mls)
If average residual bladder volume is >20mls, have participant void again. If the
bladder volume is still >20 mls, extend the equilibration period for 10 minutes and have
participant void again. Make a notation on the worksheet and forms.
NOTE _ Be sure bladder is empty. Awverage residual bladder volume should be
<20 mls. In some situations, <10% of voided volume, but no greater than 50mls,
is acceptable

(P1. = Plasma collected immediately after collecting UE)

Blood MUST be drawn within § minutes max.
If a tourniquet is used, time MUST be <1 minute

P1.: Collection Time AM PM Tourniquet time minutes
(record in clock time) (if used record time, if not used NA)
Blood drawn from IV Cath or with G butterfly @ site
: Collect § ml blood in 10 ml green-top tube
: Centrifuge (@ 3200 rpm for 10 minutes
: Aliquot serum into white serum transfer tube and label “P1.”
Have participant drink one to two. 8-0z glasses of water to maintain urine output. Water is to be

of room temperature to prevent vasoconstriction. Keep participant warm.

Continue equilibration time for another 45 minutes after UE.
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(Ul. = Urine collected for a least 45 minutes after UE)

Have participant empty bladder as completely as possible

Must be at least 45 minutes after UE and no longer than 90 minutes ( a minimum of 100mls of
urine is required between UE and Ul.)

NOTE If more than one void, pool and save all urine for accurate volume total and to
obtain a representative urine sample.

U1l.|: Time Void Ended AM PM Urine volume mls

(record in clock time)
: Aliquot 10 ml urine in white transfer tube and label *U1.”
: Scan bladder X3, average and record

1. _ ml 2. ml 3. ml
: Ul. Average Residual Bladder Volume: ml
If average residual bladder volume is >20 mls or participant has voided <100 mls, have
participant void again. If the residual volume is still >20 mls or participant has voided
<100, extend the test for 30 minutes and have participant void again
NOTE Be sure bladder is empty. Average residual bladder volume should be
<20 mls. In some situations, <10% of voided volume, but no greater

than 50 mls is acceptable.

(P2. = Plasma collected immediately after collecting T1.)
Blood MUST be drawn within 5 minutes max.
If a tourniquet 1s used, time MUST be <1 minute

P2.|: Collection Time _ AM PM Tourniguet time _ minutes
(record i clock time) (If used record time, if not used NA)
Blood drawn from IV Cath or with G butterfly (@ site

: Collect 5 ml blood in 10 ml green-top tube
: Centrifuge (@ 3200 for 10 minutes
: Aliquotserum into white serum transfer tube and label “P2.”

RECORD AIL DATA ON THE GFR TEST FORM
GFR TEST IS COMPLETED

Keep participant NPO until after MRI. May drink water/juice moderately.

GFR Test completed by

Signature/Title

GFR Test Worksheet checked by

Study Coordinator Signature/Title
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CRISP Il Study Flowsheets —University of Kansas
Study Coordinator Information

____ Complete GFR Shipping Container
* Ice Pack wrapped in disposable cloth to prevent freezing specimens

% Serum tubes X2. labeled with * CRISP Pl orP2
* Study ID XXxXXXxX
* Green label/Control number
* Date of collection
* Site Kansas

____* Urine containers X2, labeled with * CRISP U0 or Ul
* Study ID# XxxXXxX
* Green label/Control number
* Date of collection
* Site Kansas

Place above labs in bag and insert GFR Req Form and GFR Checklist in pocket

Fill out and attach Fed Ex mailing form

* Mayo Medical Laboratories Ph 800-533-1710
200 First Street SW
Rochester, MN 55905
Pavment bill to Mavo's Fed Ex Account # 11303722-9

Take GFR shipping container to the shipping dock BEFORE 3pm
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CRISP Il Study Flowsheets —University of Kansas
MRI Exam

Reception x8-1830 Fax x8-1845
Call if going fo be late

___Upon arrival to MR. Check participant in at desk

* Have MR Req/Form 433 filled out

* Obtain copy of patient signed KUMC HIPAA form & place in study chart
GRANT BILLING # 49453640 ***** DO NOT BILL TO PARTICIPANT
___ Participant should void prior to exam
__ Review breath holding instructions

PARTICIPANT HAS COMPLETED THE CRISP STUDY VISIT]|

Participant may resume normal diet and activities

Upon return to Office
Fax MRI series form to Larry, AFTER the form has been entered in WDES.

Fax# 87876

Fax Shipment Alert Form to MML Fax# 1-507-284-1790
(fax from KUKI office)

Beth office x87609 Larry office x8-7869 (no pgr)

cell 913-634-1771

hm 913-829-3416 MRI  office x8-1830, Techs x8-1835
Dr's

Grantham. PI pgr 917-7210
cell 913-486-6058
hm 913-338-3878
office x87605

Winklhoter  pgr917-1734

Wetzel per 917-6412

10
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CRISP Il Study Address Directory

National Institute of Diabetes and Digestive and Kidney Diseases
Bethesda, Maryland

MEYERS, Catherine M., MD Telephone:
Director, Inflammatory Renal Disease Programs Fax:
NIH — NIDDK email:

2 Democracy Plaza — Room 641
6707 Democracy Boulevard
Bethesda, MD 20892-5458

MOEN, Laura K., PhD Telephone:
Program Official Fax:
NIH — NIDDK email:

2 Democracy Plaza, Room 605
6707 Democracy Blvd.
Bethesda, MD 20892
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CRISP Il Study Address Directory
External Advisory Committee
Consortium for Radiological Imaging Studies of Polycystic Kidney Disease,

Phase I
BLUEMKE, David A., MD, PhD Telephone: (410) 955-4062
Clinical Director, MRI Fax: (410) 955-9799
Russel H. Morgan Dept. of Radiology email: dbluemke@jhmi.edu
Johns Hopkins Medical Institutions
Bethesda, MD 21287
FELDMAN, Harold., MD, MSCE Telephone: (215) 898-0901
Director, Fax: (215) 898-0643
Clinical Epidemiology and Biostatistics email:njones@cceb.med.ipenn.edu

Associate Professor of Medicine and Epidemiology
Renal-Electrolyte and Hypertension Division
University of Pennsylvania

720 Blockey Hall

423 Guardian Drive

FREEMAN, Katherine, PhD (Chairman) Telephone: (718) 231-6704

Director, Biostatistics Fax: (718) 515-8514
Montefiore Medical Center email: Kfreeman@montefiore.org
111 East 210" Street

Bronx, NY 10467

POLLAK, Martin, MD Telephone: (617) 525-5840
Brigham & Women’s Hospital Fax: (617) 525-5841
Department of Medicine email: mpollak@rics.bwh.harvard.edu

77 Ave. Louis Pasteur, HIM543
Boston, MA 02115

WATNICK, Terry J., MD Telephone: (410) 614-1650
Johns Hopkins Univ. School of Medicine Fax:

Nephrology Division email: twatnick@jhmi.edu
720 Rutland Ave.

Ross 954

Baltimore, MD 21205
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Chairman
William M. Bennett, MD

K. Ty Bae, MD, PhD
JamesE. Bost, MS, PhD
Arlene B. Chapman, MD
Jared J. Grantham, MD
Peter C. Harris, PhD
Catherine M. Meyers, MD
Laura K. Moen, PhD
Michal Mrug, MD

Vicente E. Torres, MD, PhD

Chairman
William M. Bennett, MD

K. Ty Bae, MD, PhD

JamesE. Bost, MS, PhD

CRISP Il Study Address Directory
Steering Committee

Phone
(503) 413-7349
(412) 383-1980
(412) 246-6932
(404) 686-8280
(913) 588-7605
(507) 266-0541
(301) 594-7717
(301) 594-7717
(205) 975-6129

(507) 284-0944

Fax

(503) 413-6563
(412) 383-2306
(412) 246-6954
(404) 686-8299
(913) 588-9251
(507) 266-3774
(301) 480-3510
(301) 480-3510
(205) 975-5689

(507) 266-7891

bennettw @lhs.org

baek@upmc.edu

bostie@upmc.edu

Arlene B. Chapman, MD arlene.chapman@emoryhealthcare.org

Jared J. Grantham, MD jgrantha@kumc.edu

Peter C. Harris, PhD harris.peter@mayo.edu

Catherine M. Meyers, MD meyersc@extra.niddk.nih.gov

Laura K. Moen, PhD moenl@niddk.nih.gov

Michal Mrug, MD mmrug@uab.edu

Vicente E. Torres, MD, PhD torres.vicente@mayo.edu
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Chairman
Jared J. Grantham, MD

K. Ty Bae, MD, PhD
JamesE. Bost, MS, PhD
Arlene B. Chapman, MD
Catherine M. Meyers, MD

Vicente E. Torres, MD, PhD

Chairman
Jared J. Grantham, MD

K. Ty Bae, MD, PhD
JamesE. Bost, MS, PhD
Arlene B. Chapman, MD
Catherine M. Meyers, MD

Vicente E. Torres, MD, PhD

CRISP Il Study Address Directory

Phone
(913) 588-7605
(412) 383-1980
(412) 246-6932
(404) 686-8280
(301) 594-7717

(507) 284-0944

Ancillary Studies Committee

Fax

(913) 588-9251
(412) 383-2306
(412) 246-6954
(404) 686-8299
(301) 480-3510

(507) 266-7891

Email Addresses

jgrantha@kumc.edu

baek@upmc.edu

bostje@upmc.edu

arlene.chapman@emoryhealthcare.org

meversc@extra.niddk.nih.gov

torres.vicente@mayo.edu
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CRISP Il Study Address Directory
Clinical Committee

Phone Fax

Chairman

Arlene B. Chapman, MD (404) 686-8280 (404) 686-8299

JamesE. Bost, MS, PhD (412) 246-6932 (412) 246-6954

Jared J. Grantham, MD (913) 588-7605  (913) 588-9251

Michal Mrug, MD (205) 975-6129  (205) 975-5689

Vicente E. Torres, MD, PhD (507) 284-0944 (507) 266-7891
Email Addresses

Chairman

Arlene B. Chapman, MD arlene.chapman@emoryhealthcare.org

James E. Bost, MS, PhD bostje@upmc.edu

Jared J. Grantham, MD jgrantha@kumc.edu

Michal Mrug, MD mmrug@uab.edu

Vicente E. Torres, MD, PhD torres.vicente@mayo.edu
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Data Management and Quality Control Committee

Chairman
James E. Bost, MS, PhD

K. Ty Bae, MD, PhD
William M. Bennett, MD
Jared J. Grantham, MD

Johana Schafer, MS

Chairman
James E. Bost, MS, PhD

K. Ty Bae, MD, PhD
William M. Bennett, MD
Jared J. Grantham, MD

Johana Schafer, MS

CRISP Il Study Address Directory

Phone
(412) 246-6932
(412) 383-1980
(503) 413-7349
(913) 588-7605

(412) 641-2328

Fax

(412) 246-6954
(412) 383-2306
(503) 413-6563
(913) 588-9251

(412) 641-2582

Email Addresses

bostje@upmc.edu

baek@upmc.edu

bennettw @lhs.org

jgrantha@kumc.edu

schaferj@upmc.edu
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Chairman
Arlene B. Chapman, MD

Jared J. Grantham, MD
Teresa Chacana, RN, BSN, CPN
Yoosun Han

Vickie Kubly

Johana Schafer, MS

Beth Stafford, RN

Chairman
Arlene B. Chapman, MD

Jared J. Grantham, MD
Teresa Chacana, RN, BSN, CPN
Yoosun Han

Vickie Kubly

Johana Schafer, MS

Beth Stafford, RN

CRISP Il Study Address Directory
Forms Committee

Phone
(404) 686-8280
(913) 588-7605
(205) 934-7649
(404) 727-3845
(507) 266-9207
(412) 641-2328

(913) 588-7609

Fax

(404) 686-8299
(913) 588-9251
(205) 975-0814
(404) 727-3425
(507) 255-0770
(412) 641-2582

(913) 588-7606

Email Addresses

arlene.chapman@emoryhealthcare.org

jgrantha@kumc.edu

tchacana@uab.edu

vhan2@emory.edu

Kubly.vickie@mayo.edu

schaferj@upmc.edu

bstafford@kumc.edu
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Chairman
Peter C. Harris, PhD

JamesE. Bost, MS, PhD
Arlene B. Chapman, MD
Jared J. Grantham, MD

Lisa M. Guay-Woodford, MD
Catherine M. Meyers, MD

Vicente E. Torres, MD, PhD

Chairman
Peter C. Harris, PhD

Bost, James E. MS, PhD
Arlene B. Chapman, MD
Jared J. Grantham, MD
Lisa Guay-Woodford, MD
Catherine M. Meyers, MD

Vicente E. Torres, MD, PhD

CRISP Il Study Address Directory
Genetics Committee

Phone

(507) 266-0541
(412) 246-6932
(404) 686-8280
(913) 588-7605
(205) 934-7308
(301) 594-7717

(507) 284-0944

Email Addresses

harris.peter@mayo.edu

bostje@upmc.edu

Fax

(507) 266-3774
(412) 246-6954
(404) 686-8299
(913) 588-9251
(205) 975-5689
(301) 480-3510

(507) 266-7891

arlene.chapman@emoryhealthcare.org

jgrantha@kumc.edu

lgw @uab.edu

meversc@extra.niddk.nih.gov

torres.vicente@mayo.edu
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Chairman
K. Ty Bae, MD, PhD

Bernard F. King, MD
Mark E. Lockhart, MD
Diego R Martin, MD, PhD

Louis H. Wetzel, MD

Chairman
K. Ty Bae, MD, PhD

Bernard F. King, MD
Mark E. Lockhart, MD
Diego R Martin, MD, PhD

Louis H. Wetzel, MD

CRISP Il Study Address Directory
Imaging Committee

Phone
(412) 383-1982
(507) 538-1200
(205) 934-7130
(404) 778-3800

(913) 588-7894

Fax

(412) 383-2306
(507) 284-9245
(205) 975-7213
(404) 778-3080

(913) 588-7899

E-mail Addresses

baek@upmc.edu

bfking@mayo.edu

mlockhar@uab.edu

diego martin@emory.orqg

lwetzel@kumc.edu
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CRISP Il Study Address Directory
Publications Committee

Phone Fax

Chairman
Vicente E. Torres, MD, PhD (507) 284-0944 (507) 266-7891
James E. Bost, MS, PhD (412) 246-6932 (412) 246-6954
Arlene B. Chapman, MD (404) 686-8280 (404) 686-8299
Jared J. Grantham, MD (913) 588-7605 (913) 588-9251
Catherine M. Meyers, MD (301) 594-7717 (301) 480-3510

Email Addresses
Chairman
Vicente E. Torres, MD, PhD torres.vicente@mayo.edu
James E. Bost, MS, PhD bostje@upmc.edu
Arlene Chapman, MD arlene.chapman@emoryhealthcare.org
Jared J. Grantham, MD jgrantha@kumc.edu
Catherine M. Meyers, MD meyersc@extra.niddk.nih.gov
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CRISP Il Study Address Directory
Data Coordinating Image Analysis Center
University of Pittsburgh
Pittsburgh, Pennsylvania

BAE, K. Ty, MD, PhD Telephone:
Principal Investigator Fax:
University of Pittsburgh email:
3362 Fifth Avenue

Pittsburgh, PA 15213

BOST, James E., MS, PhD Telephone:
Co-Investigator Fax:
University of Pittsburgh email:

Data Center, Center for Research on Health Care
200 Meyran Avenue, Suite 200
Pittsburgh, PA 15213

BRAGG, Tim Telephone:
Systems Analyst Fax:
University of Pittsburgh email:

Data Center, Center for Research on Health Care
200 Meyran Avenue, Suite 200
Pittsburgh, PA 15213

CHANG, Samuel Telephone:
Research Associate Fax:
University of Pittsburgh email:
3362 Fifth Avenue

Pittsburgh, PA 15213

SCHAFER, Johana, MS Telephone:
Project Coordinator Fax:
University of Pittsburgh email:
3362 Fifth Avenue

Pittsburgh, PA 15213

SEFCIK, Terry, MSIS Telephone:
Systems Analyst Fax:
University of Pittsburgh email:

Data Center, Center for Research on Health Care
200 Meyran Avenue, Suite 200
Pittsburgh, PA 15213

SIAN, Layla S. Telephone:
Systems Analyst Fax:
University of Pittsburgh email:

Data Center, Center for Research on Health Care
200 Meyran Avenue, Suite 200
Pittsburgh, PA 15213

TAO, Cheng, MD

407
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(412) 641-2582
baek@upmc.edu

(412) 246-6932
(412) 246-6954
bostie@upmc.edu

(412) 692-4898
(412) 586-9672
braggtj@upmc.edu

(412) 641-2591
(412) 641-2582
changs@upmc.edu

(412) 641-2328
(412) 641-2582
schaferj@upmc.edu

(412) 692-4851
(412) 246-6954
sefcikth@upmc.edu

(412) 692-2693
(412) 586-9672
sianls@upmc.edu

Telephone:

(412) 6412671
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CRISP Il Study Address Directory
Research Associate Fax: (412) 641-2582
University of Pittsburgh email: taoc@upmec.edu

3362 Fifth Avenue
Pittsburgh, PA 15213
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CRISP Il Study Address Directory
Data Coordinating Image Analysis Center
University of Pittsburgh
Pittsburgh, Pennsylvania

(continue)
WANG, JinHong, MD Telephone: (412) 641-2590
Research Associate Fax: (412) 641-2582
University of Pittsburgh email: wangj4@upmc.edu

3362 Fifth Avenue
Pittsburgh, PA 15213
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COMMEAN, Paul K., BEE

Imaging Project Manager
Mallinckrodt Institute of Radiology
4525 Scott Avenue, Suite 3361

St. Louis, MO 63110

GAINES, Mary Virginia, BS
Imaging Project Coordinator
Mallinckrodt Institute of Radiology
4525 Scott Avenue, Suite 3337

St. Louis, MO 63110

VENDT, Bruce

Systems Manager

Mallinckrodt Institute of Radiology
4525 Scott Avenue, Suite 3338

S. Louis, MO 63110

CRISP Il Study Address Directory
Data Coordinating Image Analysis Center
Washington University

St. Louis, Missouri

Telephone:
Fax:
email:

Telephone:
Fax:
email:

Telephone:
Fax:
email:

410

(314) 362-8497
(314) 362-6971
commeanp@mir.wustl.edu

(314) 362-2962
(314)362-7259
gainesm@mi ir.wustl.edu

(314) 362-1882
(314) 362-6971
vendtb@mir.wustl.edu
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CRISP Il Study Address Directory

Participating Clinical Center

CHAPMAN, Arlene B., MD

Principal Investigator

Department of Medicine-Nephrology
Emory University School of Medicine
WMB 338

1639 Pierce Drive

Atlanta, GA 30322

MARTIN, Diego R., MD, PhD
Department of Radiology
Emory University Hospital
Building A, AT622

1365 dlifton Road, NE
Atlanta, GA 30322

RAHBARI-Oscoui, Frederic, MD

Renal Division, Department of Medicine
Emory University School of Medicine
101 Woodruff Circle, Suite 338

Atlanta, GA 30322

HAN, Yoosun

Study Coordinator

Emory University School of Medicine
Woodruff Memorial Research Building
Suite 338

101 Woodruff Circle

Atlanta, GA 30322

WATKINS, Diane
Study Coordinator
Emory University School of Medicine

Center for Hypertension and Renal Disease

Crawford W. Long Hospital
550 Peachtree Street NE
Atlanta, GA 30308-2225

Telephone:
Fax:

email:

Telephone:
Fax:
email:

Telephone:
Fax:
email:

Telephone:
Fax:
email:

Telephone:
Fax:
email:

411

Emory University
Atlanta, Georgia

(404) 686-8280
(404) 686-8299
arlene.chapman@emoryhealthcare.org

(404) 778-3800
(404) 778-3080
diego martin@emory.org

(404) 727-2590
(404) 727-3425
frahbar@emory.edu

(404) 727-3845
(404) 727-3425
vhan2@emory.edu

(404) 712-1354
(404) 686-8299
dpwatki@emory.edu
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CRISP Il Study Address Directory
Participating Clinical Center
University of Kansas
Kansas City, Kansas

GRANTHAM, Jared J., MD Telephone: (913) 588-7605
Principal Investigator Fax: (913)588-9251
Kidney Institute-6018 WHE email: jgrantha@kumc.edu
University of Kansas Medical Center

3901 Rainbow Blvd.

Kansas City, KS66160

WINKLHOFER, Franz, MD Telephone: (913)588-7609
Co-Investigator Fax: (913) 588-7606
Kidney Institute email: fwinklho@kumc.edu
University of Kansas Medical Center

4015 Sudler Building

3901 Rainbow Blvd.

Kansas City, KS66160

WETZEL, Louis H., MD Telephone: (913)588-7894
Co-Investigator Fax: (913)588-7899
University of Kansas Medical Center email: |wetzel@kumc.edu
Department of Radiology

3901 Rainbow Blvd.

Kansas City, KS66160-7234

STAFFORD, Beth, RN Telephone: (913)588-7609
Study Coordinator Fax: (913)588-7606
University of Kansas Medical Center email: bstafford@kumc.edu
4015 Sudler Building Pager: (913)917-2810
3901 Rainbow Blvd.

Kansas City, KS66160-7382

LANZA, Pam, RN Telephone: (913)588-8983
Study Coordinator Fax: (913) 588-7606
University of Kansas Medical Center email: planza@kumc.edu

4015 Sudler Building
3901 Rainbow Blvd.
Kansas City, KS66160
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CRISP Il Study Address Directory
Participating Clinical Center

Mayo Clinic

Rochester, Minnesota

TORRES, Vicente E., MD, PhD Telephone:
Principal Investigator Fax:
Mayo Clinic email:
Department of Internal Medicine-Nephrology

Eisenberg Building — S24

200 First Street SW

Rochester, MN 55905

KING, Bernard F., MD Telephone:
Co-Investigator Fax:
Department of Radiology email:
Mayo Clinic

200 First Street SW

Rochester, MN 55905

GLOCKNER, James F., MD, PhD Telephone:
Radiologist Fax:
Mayo Clinic email:
Department of Radiology

Old Marion Hall 1, Radiology

200 First Street SW

Rochester, MN 55905

HARRIS, Peter C., PhD Telephone:
Division of Nephrology, Stabile 7

Mayo Clinic Fax:
200 First Street email:
Rochester, MN 55905

KUBLY, Vickie Telephone:
Study Coordinator Fax:
Department of Nephrology email:
Mayo Clinic

200 First Street, SW

Eisenberg S-33J

Rochester, MN 55905

SPENCER, Dorothy Telephone:
Study Coordinator Fax:
Department of Nephrology email:

Mayo Clinic

200 First Street, SW
Eisenberg S33G
Rochester, MN 55905
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(507) 266-7093
(507) 266-7891
torres.vicente@mayo.edu

(507) 538-1200
(507) 284-9245
bfking@mayo.edu

(507) 266-3350
(507) 255-4068
glockner.james@mayo.edu

(507) 266-0541 or

(507) 255-3774

(507) 266-9315
harris.peter@mayo.edu

(507) 266-9207
(507) 255-0770
kubly.vickie@mayo.edu

(507) 266-3868
(507) 255-0770
spencer.dorothy@mayo.edu
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CRISP Il Study Address Directory

Participating Clinical Center
University of Alabama-Birmingham

Birmingham, Alabama

GUAY-WOODFORD, Lisa M., MD Telephone:
Principal Investigator Fax:
University of Alabama at Birmingham email:
Kaul Building, Room 740

1530 3rd Avenue South

Birmingham, AL 35294-0024

MRUG, Michal, MD Telephone:
University of Alabama at Birmingham Fax:
Kaul Building, Room 752A email:
1530 3" Avenue South

Birmingham, AL 35294-0005

LOCKHART, Mark E., MD, MPH Telephone:
Department of Radiology, JTN358 Fax:
University of Alabama at Birmingham email:
619 South 19'" Street

Birmingham, AL 35294

CHACANA, Teresa, RN, BSN, CPN Telephone:
Study Coordinator Fax:
University of Alabama at Birmingham email:

Kaul Building, Room 705
1530 Third Avenue South
Birmingham, AL 35294-0024

(205) 934-7308
(205) 975-5689

lgw @uab.edu

(205) 975-6129
(205) 975-5689
mmrug@uab.edu

(205) 934-7130
(205) 975-7213
mlockhar@uabmc.edu

(205) 934-7649
(205) 975-0814
tchacana@uab.edu
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Last updated October 31, 2007.

CRISP Steering Committee
crispsteer@list.pitt.edu

William M. Bennett
K. Ty Bae

James E. Bost

Arlene B. Chapman
Lisa M. Guay-Woodford
Jared J. Grantham
Peter C. Harris
Catherine M. Meyers
Laura K. Moen
Michal Mrug

Vicente E. Torres
Mary V. Gaines
Johana Schafer

CRISP Coordinators
crispcoord@list.pitt.edu
Teresa Chacana

Yoosun Han

Vickie Kubly

Dorothy Spencer

Beth Stafford

Mary V. Gaines

Johana Schafer

CRISP Imaging Committee
crispimage@list.pitt.edu
K. Ty Bae

James F. Glockner
Bernard King

Mark Lockhart

Diego Martin

Louis Wetzel

Samuel Chang

Cheng Tao

Jinhong Wang

Mary V. Gaines

Johana Schafer
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CRISP Genetics Committee
crispgenetics@list.pitt.edu
Peter C. Harris

James E. Bost

Arlene B. Chapman

Lisa M. Guay-Woodford
Jared J. Grantham
Catherine M. Meyers
Vicente E. Torres

All on CRISP Mailing Lists
crispall@list.pitt.edu
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