Persons using assistive technology may not be able to fully access information in this file. For assistance, e-mail niddk-cr%@aﬁc@ﬁlu@@\/\@:& ﬁ fﬁﬁe&@ﬁﬁge.
CIT CORE AND HYPOGLYCEMICEVENTS

SubjectID

Pagelof 3

Instructionsfor completingthiseCRF: InA1, enter the date of the blood sugar/insulin record you wish to enter.
Then, inA2, enter thetotal insulin dose the subject administered onthisdate. InA3, enter the blood sugar readings
taken onthisdate. After each blood sugar reading, click SAVE.

When you have entered al of the blood sugar readings associated with adate, click START NEW DATE. The
database will providethenext calendar dateinAl. Youwill thenstart at A1 again, and enter thedatefor the next
set of blood sugar and insulin records. If thereareno blood sugar recordson adate, click START NEW DATE
againto gotothe next date. You will be prompted to confirm that there were no recordsfor the dateyouwishto
skip.

All dataentered will popul atetwo tables (onefor blood sugar and onefor insulin), below.

A. BLOOD SUGARAND INSULIN RECORDS

1. Dae:| [ [ (A.1.Date) BLDINsDT
(dd/mmmvyyyy)
[ ]NolInsulinor Blood Sugar Readingsfor thisdate (A.1.a) InsulinBSReadingsNA
2. Enter total insulin administered onthisdate: units [ ] not available (A.2) InsulinNA
(A.2) Insulin

(SkipQ1 & 2after first blood sugar entry until START NEW DATE isclicked on)

3. Enter each blood sugar reading recorded for thisdate:

Blood sugar reading 1O mg/di OR 1O Low (if glucometer does not register a
(A.3.b.BSR) BLDSugarRdg 20O mmol/L 20 High numerical valuefor a‘Low’
(A.3.b.Unit) BLDSugarRdgUnit or ‘High’ reading)
If Blood sugar reading not available: 30O Blood sugar reading not available
(A.3.ai) BLDSugarRdgLow
Time: | || (A.3.aHour, Min) BLDSugarTimeHour, BLDSugarTimeMin

00-24 hrs.  00-59 mins.*
*prefill mins. with 00

4. If applicable, select ‘Meal Code': 10 1= pre-meal ADD NEWENTRY
(A.4) MealCode 20 2 =2 hours post-meal
30 3=bedtime START NEW DATE

If a Blood sugar reading is under 54 mg/dl, Low, or Blood sugar reading not
available, please complete Part B, next page. If not, skip part B.

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version4.0
16/Apr/2008



CIT CORE

BLOOD SUGAR RECORD

AND HYPOGLY CEMICEVENTS

SubjectID

Page2of 3

B. HYPOGLYCEMICEVENTS

This section will be triggered for each blood sugar reading < 54 mg/dL, Low, or Blood sugar
reading not available. Each of these entries will have an associated Hypoglycemic Event record
available. All entries will be visible on a growing table. An ‘Add Hypo Event’ button will also be
available below this table to enter any additional events.

1. Hypoglycemiasymptoms(select al that apply):

a

b.

> Q@ — o .
OoOodonogn

2. Thereaction wasrecognized by...(pleaseindicate one)

3. Treatment for the reaction needed...(please check all that apply)

=)

o)
O 0O 0d 0 0

Cc
d.

o o

[

Autonomic (B.1.a8) HypoAuto
Viaud (B.1.b) HypoVisu
Behaviord (B.1.c) HypoBeha
Other neuro (B.1.d) HypoOther
Confuson (B.1.e) HypoConf
Saizures (B.1.f) HypoSeiz

No symptoms [if chosen, all other optionsshould begreyedout] (B.1.g) HypoNone
No symptomsrecorded or recalled[if chosen, all other optionsshould begreyed out] (B.1.h)

10O Yoursdf

20O Routinetest on meter
30O Someonedse

4O Unknown

[

Helpfromsomeonedse (B.3.a@) TrtHelp
Juice/food/glucosetablets (B.3.b) Trtduice
Injection of glucagon (B.3.c) TrtInject
Hospital/ambulance (B.3.d) TrtHosp
Unknown (B.3.e) TrtUnk
None (B.3.f) TrtNone

(B.2) reaction

HypoNoRecorded

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version4.0
16/Apr/2008



BLOOD SUGAR RECORD
CIT CORE AND HYPOGLY CEMICEVENTS

SubjectiD - - Page3of 3

C. COMMENTS (C)comment

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version4.0
16/Apr/2008



CIT CORE

BLOOD TYPE AND HLA

(BLa)HLA_A |20 Serologc

Subject ID | - - Page1of 1
A. Blood Type
A.1) VisitDT (A.1.ND) VisitDTND
1. Date of blood typing: / / (dd/mmmvyyyy) [] Not Done
2. Bloodtype: OA OB OAB OO (A.2)BLType
1 2 3 4
B. HLA typing (B.1) HLADT (B.1.ND) HLADTND
1. Dateof HLAtyping: |/ [ | (dd/mmm/yyyy) [] NotDone
HLA Antigen Test Method Reaults (Choose from pick ligs:
(Select one) atleastoneof i orii mustbefilledinfor a-c)
a HLA-A 10 Molecular i.  HLA-A (I*dlde(B.1ai)HLA_Al

i HLA-A (2" allele)(B.Laii) HLA_A2

b. HLA-B

10 Molecular

(B.1.b) HLA_B 20 Seologc

i. _ HLA-B (1™ adlde)(B.1.b.i)HLA_B1

i HLA-B (2" dlelelB.1.b.ii) HL

A B2

c. HLA-DR

10 Molecular

(B.Lc)HLA DR | 20 Serologic

i. _ HLA-DR(1*dlde(B.1.c.i) HUA DR1

i HLA-DR (2" dlde)B.1.c.ii) H

LA_DR2

C. COMMENTS((optional) (C) Comments

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 2.0
18/Aug/2008



CIT CORE

CGMS

Subject ID

Pagelof 1

A. ContinuousGlucose Monitoring System (CGMYS)

No Yes

1.00 10 Was CGM Sdatacollected for thissubject for thisvisit? (A.1) NotDone

L a Reason
(A.1.a) Reason

If Noisselectedinltem 1, lamust becompleted anditems1b-1d arenot required.
If Yesisselectedinltem 1, lamust not becompleted anditems 1b-1d arerequired.

b. Monitoring start date and time :

(A.1.b) StartDT

c. Monitoring stop date and time:

(A.l.c) StopDT

d. Datefile sent to DCC:
(A.1.d) FileSentDate

/ /

(dd/mmnvyyyy) (0000-2359)
-

(dd/mmnvyyyy) (0000-2359)
A

(dd/mmm/yyyy) (0000-2359)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 2.0
25/Sep/2009




CIT-07 ADVERSE EVENT

Subject ID Pagelof 5
Report Number
A.ADVERSEEVENT
1. Dateof adverse event / / (A.1) EventDT
(dd/mmmvYyyyy)
2. Date site became aware of AE / / (A.2) AwareAEDT
(dd/mmmvyyyy)
3. AdverseEvent Term(A.3) Keywords
4. Describeeventor problem. (Includeany detail srelatingtodiagnosis.) (A.4) EventSP
No Yes
5. O Olsthisanexacerbation of apre-existing condition (existing prior to enrolment)?
0 1 (A.5)Exacerbation
6. Describerelevanttests/|aboratory data, includingdates. (A.6) TestsSP
7. Describeother relevant history, including preexisting medical conditions. (e.g., dlergies,
race, pregnancy, smoking and a cohol use, hepatic/renal dysfunction, etc.) (A.7) HistorySP
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.1

ISLET TRANSPLANTATIONINTYPE 1DIABETES 26/Aug/2009



CIT-07 ADVERSE EVENT

Subject 1D Page 2 of 5

Report Number

8. Outcomesattributedto adverseevent (Check all that apply) (A.8) OutDeath
(ALL choicesbel ow represent an SAE except “Noneof theabove”)
[ | Death: / / (A.8.Date) OutDeathDT
(dd/mmmvyyyy)
[ ] Life-threatening (A.8) OutLife
[ ] Hospitalization-initial or prolonged (A.8) OutHosp
[ | Disahility (A.8) OutDisability
[] Congenital anomaly (A.8) OutCong
[ ] Requiredinterventionto prevent permanentimpairment/damage (A .8) Outlnterv
Important medical eventsasdetermined by thesite Pl or designee (A .8) OutM edEvent
[ Noneof theabove (non-seriousAE)(A.8) OutNone

If outcome changesto an SA E during apostcompl ete change, Q8aand 8b pop-up.

8a. Datethe Adverse Event became a Serious Adverse Event: (A.8.a) AEtoSAEDT
/ / (dd/mmmiyyyy)

8b. Datethesitebecameawarethat the A dverse Event becameaSeriousAdverse Event:
/ / (dd/mmml/yyyy) (A.8.b) AEtoSAEAwareDT

9. Intensity --Pleasefollow theguidelinesinthe® TCAE Tria sof Adult Pancreatic|d et Transplantation”
(Select one) (A.9) Intensity
1OMild/Gradel
20 Moderate/Gradel|
30 Severe/Gradelll
40 Life-threatening/Gradel V
50 Death/GradeV
(If question9isDeath/GradeV, goto question 10)

10. If Outcomefromitem8wasDeath, was/will anautopsy beperformed?(select one) (A.10) Autopsy
20 No
10VYes Pleaseprovideade-identified copy totheDCC
30OUnknown

11. Indicateoutcomeof theevent (A.11) IndicateOutcome

1O Continuing
20O Resolved (or resolved with sequel ae) -1f resolved, givedate of resolution) /[
(dd/mmnvyyyy)
(A.11.date) ResolutionDT
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.1

ISLET TRANSPLANTATIONINTYPE 1DIABETES 26/Aug/2009




CIT-07 ADVERSE EVENT

Page 3of 5

Subject ID

Report Number

No Yes
12. 0O 1O Wasastudy-relatedislet transplant procedure ever initiated for thissubject?
|_ (A.12)IdetProclnit
a. Relationshiptoidettransplantation (A.12.a) IdetRelation
10D¢finite
2O Probable
3OPossihle
20Unlikely

50O Unrelated, Explain: |

(A.12.atext) IetRelationSP
b. Actiontakenregardingidettransplantation (A.12.b)IdetAction
10O Infusionnot started
2O None
3O Interrupted but completed
40O Prematurely terminated

No Yes ReceivedDrug
13. 0O 10O Hasthesubject ever recelvedimmunosuppressionand/or infectionprophylaxis?(A.13)

|— a. Relationshiptoimmunosuppressi on/infectionprophylaxis(A.13.a) RelationDrug

10ODefinite

2O Probable

30OPossihle

40Unlikely RelationDrugSP
50 Unrelated, Explain: | (A.13.atext)

b. Actiontakenregardingimmunosuppressi on/infection prophylaxis(A.13.b) ActionDrug
1O None
20O Dosereduced
3O Interrupted
4ODiscontinued
5O Doseincreased

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.1
ISLET TRANSPLANTATIONINTYPE 1DIABETES 26/Aug/2009



Subject ID - -
Report Number Page4 of 5
B. SUSPECT MEDICATION(S)
Suspect M edication 1 Suspect M edication 2
i. Islet Transplantation Immunosuppression and infection prophylaxis
[] Purified Human Pancreatic Islets (check if (B.1.ii) SMedName2
1. Name ever received isets) (B.1.i) SMedNamelProgluct
[J Transplant Procedure (check if ever had
islet transplant procedureinitiated) (B.1.i) SMedNamelTProc
2.Dose
(B2i)Dosel
3. Therapy dates (if i. Dateof mostrecent  (B.3.i)
unknown, give best islet transplantation TherapyDT
estimate) Y S
(dd/mmm/yyyy)
4. Diagnosis for use Type | Diabetes Mellitus Islet Transplant/lmmunosuppression
(B.-Ar.l) D:(JUI I\.IJS:'I. (B.-Ahll) D:(JUI IUJ\'Q
5. Event abated afteruse | i. 00O No 10 Yes 20 Doesn't apply | ii. 0O No 10 Yes 20 Doesn't apply
stopped or dose reduced? (B.5.i) Abated1 (B.5.ii) Abated2
6. Event reappeared after | i. 0O No 10 Yes 20 Doesn't apply | ii. 0 ONo 10 Yes 20 Doesn't apply
reintroduction? (B.6.i) Reappearedl (B.6.ii) Reappeared?2
7.Lot number (B.7.)Lotl | i.
8. Expiration Date i. Y Y
(if known) (B.8.i) Expl (dd/mmm/yyyy)
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 3.1
ISLET TRANSPLANTATIONINTYPE 1DIABETES 26/Aug/2009




CIT-07 ADVERSE EVENT

Page5of 5
Subject ID

Report Number

C. OTHER MEDICATIONS

What concomitant medi cationswasthesubj ect receiving at thetimeof theevent?
(Excludetreatment of event) (C) ConM eds

INSTRUCTIONS:
1. Select the buttonsbel ow to add datato the Other M edi cationstext box.
O Sdlect to add datathat hasbeen entered into the subject’ sConcomitant MedseCRF
O Select toadd datathat hasbeen enteredinto thesubject’ sStudy Treatment RegimeneCRF

2.Pleasereview added datacarefully for accuracy and modify thisform and the Concomitant
Meds eCRF and/or the Study Treatment Regimen eCRF asneeded.

3. If thesubject wasoninsulin therapy at thetime of the event, their insulin therapy
must be added to the text box below.

4. Add any additional medicationinformation, if applicable.

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.1
ISLET TRANSPLANTATIONINTYPE 1DIABETES 26/Aug/2009




CIT-07 STUDY TREATMENT REGIMEN
Subject ID | : - |

Pagelof 2

A.INDUCTION MEDICATIONS

Drug (Drug) Date (StartDT) Total Dose onthisDate (mg) (Dose) Add new Entry
)O ATG L/ / | | |

8)O_Other (dd/mmm/yyyy)

—~

~—~~

B. SUBSEQUENT TRANSPLANT INDUCTION MEDICATION

Drug (Drug) Date (StartDT)  |Total DoseonthisDate(mg) (Dose) Add new Entry
(P)O Daclizumab [__/ / | | |

(2))O Basiliximeb (ddmmmiyyyy)

C. IMMUNUSUPPRESSIVE/ANTI-INFLAMMATORY MEDICATIONS

Drug (Drug) Date (StartDT) Total Dose on this Date (mg) (Dose) Add new Entry

1 | | |

(4)O Etanercept (dd/mmmlyyyy)

Sections A-C will be available for Induction only.
Section A will be available for first transplant only.
Section B will be available for second and third transplants only.

D. MAINTENANCE IMMUNOSUPPRESSION MEDICATIONS
Add new Entry
Drug (Drug) Total Dose(mg)/ Day| Start Date(StartDT) Stop Date(StopDT)

(6O Tacrolimus (Dose)
7)0 Sirolimus | | 1| L _ 7 __]

8)O Cyclosporine (dd/mmm/yyyy) (ad/mmmiyyyy)

E. TROUGH LEVELS

Drug (Drug) Date of Draw(StartDT) TroughLevel (ng/mL)|(Dose) Add new Entry
250 Tecrolimus

260 Srolims | === ]

270 Cydosporine| @MMMYYYY) | 5 yndetectable (Undetectible)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.3
ISLET TRANSPLANTATIONINTYPE 1DIABETES 07/Nov/2008



CIT-07

STUDY TREATMENT REGIMEN

Subject ID | - -
Page2of 2
F. OTHER MAINTENANCE IMMUNOSUPPRESSION MEDICATIONS  Add new Entry
Drug (Drug) Total Dose (mg) / Day | Start Date(StartDT)|  Stop Date (StopDT
(9) O Mycophenolate sodium A
10)O Mycophenolate mofetil (Dose) (dd/mmm/yyyy) (ddmmmiyyyy)
(12) O Other

|
Llf Other, please complete Major Protocol Deviation form.
G. INFECTION PROPHYLAXISMEDICATIONS

Add new entry
Drug (Drug) Total Dose/ Day | Start Date (StartDT) Stop Date (StopDT|)
(1R)O TMP/ SMX (SS=1tab)* || L/ | 1 __
(14O Clotrimazole (troche) (Dose) (dd/mmml/yyyy) (dd/mmml/yyyy)
(15)OVaganciclovir (mg)
(2P)O Other
*SingleSt rength TMP=80mg SMX =400mg
H. ANTICOAGULANT MEDICATIONS Add new entry
Drug (Drug) Total Dose (mg) / Day Start Date (StartDT) | Stop Date (StopDT)
(17)O Enoxaparin | | Coo 1 | ___|
(18) OPentoxifylline (Dose) (ddmmmiyyyy) (dd/mmm/yyyy)
(19] OAspirin
I. COMMENTS (optional) (Comments)
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.3

ISLET TRANSPLANTATIONINTYPE 1DIABETES

07/Nov/2008



CIT CORE CITRCONSENT

P lof 1
Subject ID ; i e

A. CITRCONSENT

YES NO
1. 10 0O Thesubjectconsentedto participatein CITR. (A.1) SubjectConsented

YES NO
a. 10 00O Thesubject agreed to sharetheir CIT datawith CITR.
(A.1.a) SubjectAgreed

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0
18/Nov/2008




CIT CORE CLARKESURVEY

Page 1 of 2
Subject ID ; i 0ese

Date: / / (N/A) SurveyDT
(dd/mmmvyyyy)

INSTRUCTIONS: Pleaseask the subject the appropriate question (A, B, or C) accordingtotheir current visit.
If their answer is“no” donot fill out theremainder of thesurvey. If their answer is*“yes’ proceed to
question #1 and completethe survey.

A. Screening Visit: “Haveyou experienced any hypoglycemiainthepast 12 months?”  1()Yes 0C) No (N/A)

B. Wait List: “Have you experienced any hypoglycemiain the past 6 months?’ 1(OYes 0 ) No (N/A)
C. Post Transplant: “ Haveyou experienced any hypoglycemiasinceyour lastvisit?”  1()Yes 0C) No (N/A)
ExperHypo

1. Checkthecategory that best describesyou: (check only one) (1) Category
1) ldwayshavesymptomswhenmy bloodsugarislow
2() |'sometimeshavesymptomswhenmy bloodsugarislow
3() Inolonger havesymptomswhenmy bloodsugarislow

2. Haveyoulost someof thesymptomsthat used to occur whenyour blood sugar waslow?(2) Symptoms

1() Yes
) No

3. Inthepast six monthshow often haveyou had hypoglycemiaepi sodeswhereyoufelt confused, disori-
ented, or lethargicandwereunabletotreat yourself? (3) HypoConfused

Never

Onceortwice

Every other month

Onceamonth

Morethanonceamonth

eleleel®

CLINICAL ISLET TRANSPLANTATION CONSORTIUM \ersion 2.2
25/Apr/2007



CIT CORE CLARKESURVEY

Page 2 of 2

Subject ID . :

4. Inthepasttwelvemonths, how often haveyou had hypoglycemiaepi sodeswhereyouwereunconsious
or had aseizure and needed glucagon or intravenous glucose? (4) HypoUnconsious

1) Never 8() Ttimes

28 1time 9() 8times

) 2times 10() 9times

40) 3times 11() 10times

50) 4times 120 11times

6() 5times 130D 12timesor more
7)) 6times

5. How ofteninthelast month haveyou had readingslessthan 70 mg/dl (3.9 mmol/L) with symptoms?(5)
1) Never ReadingSymptoms
2() 1-3times
A 1timelweek
40 2-3timesiweek
5()4-5 times/week
6(CAlImost daily

6. How ofteninthelast month haveyou had readingslessthan 70 mg/dl (3.9 mmol/L) without symptoms?
1) Never (6) ReadingWithoutSymptoms
28 1-3times

3 1time/week

4() 2-3times/week

5() 4-5 times/week

6(OAImost daily

7. How low doesyour blood sugar go beforeyou feel symptoms?(7) LowBloodSugar
1()60-69mg/dl (3.3-3.8 mmol/L)
2()50-59mg/dl (2.8-3.2mmol/L)
3()40-49mg/dl (2.2-2.7 mmol/L)
4()<40mg/dl (2.2 mmol/L)

8. Towhat extent canyoutell by your symptomsthat your blood sugar islow?(8) ExtentL owBloodSugar
1() Never
2()Rarely
3( ) Sometimes
4() Often
5()Always

CLINICAL ISLET TRANSPLANTATION CONSORTIUM \ersion 2.2
25/Apr/2007




CIT CORE CONCOMITANT MEDICATIONS
Subject ID | - - |

Page 1 of 1

Enter concomitant medications

|\
_|

A.Drug(DRUG)Dilig  B.Start Date (STARTDT)StaftDT C.Stop Date (STOPDT) Stop

e [ —

(dd/mmmiyyyy) (dd/mmmlyyyy) Cancel

D. Comment: (COMMENTS) Comments

| Enable Delete |

(As drugs are saved, a table is created. Each entry can be edited)

Drug Start Date Stop Date

Edit

CLINICALISLET TRANSPLANTATION CONSORTIUM Version 2.0
11/Aug/2009



CIT CORE C-PEPTIDE

Subject ID . :

A. FASTING AND POSTPRANDIAL C-PEPTIDE
CONot Done CPeptideIND

1. a Daeofdraw [__ 7 7 | Timeofdraw ____|
(A.1.8) DrawDT MMMyyyy (24-hour clock)

(A.l.atime) DrawT
b. Fasting c-peptide |:| (A.1b)CPept 1o ng/mL 20 nmol/L

0,1 O undetectable (A.1.b.Unit) CPeptUnt
(A.1.b) CPeptUnd
clicktocopydate [JNotDone CPeptide2ND
2. a Dateofdraw |/ /| Timeof draw
(A.2.9) FirstPstDrawDT (dd/mmm/yyyy) (24-hour clock)

(A.2.time) FirstPstDrawT

b. First post-prandial c-peptide [ |(A.2.b) FirstPstCpeplo ng/mL 20 nmol/L

0,1 0 undetectable (A.2.b.Unit) FirstPstCPeptUnt
(A.2.b) FirstPstPeptUnd

clicktocopy date  [1Not Done CPeptide3ND
3. a. Date of draw / / | Time of draw

(A.3.8) SecondPstDrawD T (@d/mmniyyyy) (24-hour clock)
(A.3.atime) SecondPstDrawT

b.Second post-prandial c-peptide[  ](A.3.b) SecondPstCPeplo ng/mL 20 nmol/L

0,1 O undetectable (A.3.b.Unit) SecondPstCPepUnt
(A.3.b) SecondPstCPepUnd
B. COMMENTS(B) Comments

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.0

15/June/2009



CIT CORE CROSSMATCH

Subject ID Page 1 of 2
A. LYMPHOCYTOTOXIC CROSS-MATCH
1. RecipientSerumDate:} /[ | (dd/mmm/yyyy)
2. Date Crossmatch Performed| /[ | (dd/mmmlyyyy) O (click to copy date)
No Yes
2. O Have you completed a major protocol deviation for this crossmatch (since the sample is >60 days
old)?
Please complete the Major Protocol Deviation eCRF.
Continue to Question 3.
No Yes
3. O Has the subject experienced a pregnancy, infection, or received blood products since the

date recipient serum was obtained?

Fresh recipient serum must be obtained for crossmatch. Enter new recipient serum date in Question 1.

Continue to Question 4.

Version 4.0

CLINICALISLET TRANSPLANTATION CONSORTIUM
04/Mar/2011



CIT CORE CROSSMATCH
Subject ID - Page 2 of 2
4. Donor Cell Source: O (PBMC) or O (Spleen/lymph node)
Cross-match Results Method
(Select one) (Select one)
Donor T Cell O Negative ONIHCDC
O Positive ONIHextCDC
OAmosCDC
O AHGCDC
OELISA
O Flow Cytometry
Donor B Cell O Negative ONIHCDC
O Positive ONIHextCDC
OAmosCDC
OAHGCDC
OELISA
O Flow Cytometry
Auto T Cell O Negative ONIHCDC
O Positive ONIHextCDC
O Not Done OAmosCDC
O AHGCDC
OELISA
O Flow Cytometry
Auto B Cell O Negative ONIHCDC
O Positive O NIHextCDC
O Not Done OAmosCDC
OAHGCDC
O ELISA
O Flow Cytometry

B. COMMENTS (optional)

CLINICALISLET TRANSPLANTATION CONSORTIUM

Version 4.0
04/Mar/2011




CIT CORE DEMOGRAPHIC

Page 1 of 1
Screening 1D - - e
1. Dateof birth / / (1) DOB
(dd/mmmYyyyy)
2. Gender (2) Gender
1 OMae
2 OFemale
3.  Ethnicity (Sdectone)(3) Ethnicity
1O Hispanicor Latino
20 Non-Hispanicor Non-LatinoOrigin
30 Unknown/not reported
4. Race (Checkall that apply)
[ ] Americanindianor AlaskanNative(4) RacelAl
[] Asan(4)Race2A
[ ] BlackorAfrican-American(4) RACE3AA
[ ] NativeHawaiianorother Pacificlslander (4) RACEGNH
[] White(4) RACE7TW
[ ] Unknown/notreported (4) RACE8U
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.0

13/3un/2009



FULL HY PO SCORE

CIT CORE
Subject!d - -
Pagelof 1
A. Dateof Visit Y Y (A) VistDT
(dd/mmmvyyyy)
B. QUESTIONSFOR FULL HYPO SCORE
1. How many hypoglycemic episodesin the past year have you needed help to recognize? (B.1)
recognize
2. How many hypoglycemic episodesin the past year haveyou needed helpto treat? (B.2)
treat
3. How many hypoglycemic episodesinthe past year haveyou treated with glucagon? (B.3)
glucagon
4. How many hypoglycemic episodesin the past year haverequired an ambulancecal? (B.4)
ambulance
C. COMMENTS (C) Comments
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0

16/Apr/2008



CIT CORE GENERAL ASSESSMENT

Subject ID - -

Page 1 of 5
A. TUBERCULOSISTESTING
No Yes
1.00 1OWasTB Testing performed ?
L(A.l)TBperformed
a. Dateof TB Test / / A.l.a) VisitDT
(ddrmmnvyyyy)
b. Results(A.1.b) Results 20 Positive 10 Negative
c. Reason: 1 O Subject had aprevious positive TB test
(A.l.c) TBreason 20 Other
(A.l.c.other) OtherText
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 5.0

24/July/2009



CIT CORE

GENERAL ASSESSMENT

Subject ID Page2of 5
B. CHEST X-RAY
No Yes
1.00 1O Wasachest X-Ray performed? (B.1) Xray
L a. Date chest X-Ray was performed: /
(B.1.9) VisitDTa (dd/mmmvyyyy)
b. Chest X-Ray interpreted as: (select one)(B.1.b) XRayInterp
1O Normal
20O Abnormd; dinicaly sgnificant
‘_i.) Please specify abnormality: (B.1.b.i) XrayCL SP
ﬁAbnormd; not clinically sgnificant
ii.) Please specify abnormality: ((B.1.b.ii1) XrayNCL SP
¢) Reason: (B.1.c) XrayReason
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 5.0

24/July/2009



CIT CORE

GENERAL ASSESSMENT

Subject ID

Page3 of 5

C. CARDIAC FUNCTION: ECG

No Yes
1. 0O 1O Wasan ECG performed? (C.1) ECG

L a. Date ECG was performed:

/

(C.1.8) ECGDT

1O Normal

20O Abnormd; clinically significant

(dd/mmmiyyyy)

b. ECG interpreted as: (select one) (C.1.b) ECGInterp

|— I.) Please specify abnormality: (C.1.b.i) ECGCLSP

3O Abnormd; not clinically significant

I_ii.) Please specify abnormality: (C.1.b.ii) ECGCLNSP

c. Reason: (C.1.c) ECGReason

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 5.0
24/July/2009



CIT CORE

GENERAL ASSESSMENT

Subject ID

Page 4 of 5

No Yes

D. CARDIAC STRESSTESTING/ANGIOGRAM

1. 0O 1O Wasacardiac stresstest or angiogram performed? (D.1) Stress

I_a Date test performed:

/

/

(D.1.a) StressDT

1O Normd

20 Other donormdity; dinicdly sgnificant

(dd/mmm/yyyy)

b. Stresstest interpreted as: (select one) (D.1.b) Stressinterp

|_ i.) Please specify abnormality: (D.1.b.i) StressCL SP

30 Other aonormdlity; not clinicaly significant
I_ ii.) Please specify abnormality: (D.1.b.ii) StressNCL SP

| ¢.Reason: (D.1.c) StressReason

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 5.0
24/July/2009



CIT CORE GENERAL ASSESSMENT

Subject ID - - Page5of 5

E. ABDOMINAL ULTRASOUND

No Yes
1. 0O 10O Wasan abdominal ultrasound performed? (E.1) AUPerformed

— a Date ultrasound performed: / /
(E.1.8) AUPerformedDT (dd/mmmvyyyy)
b. Ultrasound interpreted as: (E.1.b) AUInterp
1O Normal

20 Abnormd; dinicaly sgnificant
|— i.) Please specify abnormality: (E.1.b.i) Abdominal CL SP

30O Abnormd; notdinicaly sgnificant
‘— ii.) Please specify abnormality: (E.1.b.ii) Abdomina NCL SP

c. Reason: (E.1.c) Abdomina Reason

F. COMMENT S (optional) (F) Comments

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 5.0
24/July/2009



CIT CORE INFORMED CONSENT

Page 1 of 1
Screening/Subject ID - - agelo

A. INFORMED CONSENT (each consent signed will add to a growing list)

1. Typeof consent (selectone):

O Enrollment

O Post-randomization

2. a. Version number of consentdocument:

b. Versiondate: | [/ [
(dd/mmmlfyyyy)

3. Date informed consent signed: ADD NEW ENTRY

YES NO
4. O O  Doestheconsentc storage questions?

TheSubject agreed to permit the collection and storage of blood
samples for future genetic testing.

CLINICALISLET TRANSPLANTATION CONSORTIUM Version 4.0
15/Jul/2011




CIT CORE

ISLET TRANSPLANT

Subject ID
Pagelof 3
1. Donor ID Number: (1) DonorlD
2. ldetlotnumber: 1 -- (2)IdetLot
3. Date of transplant: / / (3) TransplantDT
(dd/mmmvYyyyy)
4. |slet donor bloodtype: 1O A 20B 30AB 40 O (4) DonorBLType
5. Idet donor HLA type (5.8) DonorHLA_A (5.ai) DonorHLA A1 (5.aii) DonorHLA_ A2
(5.b) DonorHLA_B (5.b.i) DonorHLA_B1 (5.b.ii) DonorHLA_ B2
(5.c) DonorHLA DR (5.c.i) DonorHLA_DR1 (5.c.ii) DonorHLA_DR2
HLA Antigen Test Method Reaults (Choose from pick ligts:
(Sd&t one) atleast oneof i orii must befilledinfor a-c)
a HLA-A O Molecular i. _ HLA-A (1™ dlele
O Serologc i, HLA-A (2"allele)
b. HLA-B O Molecular i. _ HLA-B (17 dlde)
O Serologic ii. _ HLA-B (2™ dlele)
c. HLA-DR O Molecular i.  HLA-DR (1™ dlele
O Serologic i HLA-DR (2" dlele)
6. Islet donor CMV status: 10 Positive  20) Negative (6) DonorCMV
7. Islet donor EBV status: 10 Positive  20) Negative (7) DonorEBV
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 3.0
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CIT CORE ISLET TRANSPLANT

Subject ID

Page2of 3

8. Subject’ sweight onday -2 (prior to transplant): kg (8) Weight

9. Timeof initial skinpuncture/firstincision: (9) SkinPunctureT
(0000-2359)

10. Catheter introductionmethod: (selectone) (10) CatheterM ethod
10 Percutaneoustranshepatic
20 Mini-laparotomy

(If Q.10 is answered mini-laparotomy, skip Q.11, Q.12 and Q.18)

11. Number of puncturesthroughtheliver capsuleneeded for placement: [] Not obtained
NumberPunctures (11) NumberPuncturesNO

12. Time of confirmed good position of the catheter: [[] Not obtained

(0000-2359)
Catheter T—— (12— Catheter TNO

13. Timeinfusionstarted: | | (13) InfusionStartT
(0000-2359)
14. Timeinfusionended: | [ (14) InfusionEndT
(0000-2359)

15. Infusionmethod: (selectone) (15) InfusionM ethod

10 Gravity-fed bag set

20 Other, specify: (15.other specify) InfusionM ethodSP
16. Total volumeinfused (includingrinse): (mL) (16) TotalVolumel nfused
17. Total IEQ infused: (17) TotalEQ
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.0

06/Mar/2009



CIT CORE ISLET TRANSPLANT

Subject 1D k ) Page3of 3

18. Ablation method: (select one) (18) AblationMethod
10Gefoam
20 Collagen/thrombin paste
30 Gel foamand collagen/thrombin paste
40 Gel foamandcoils

50 Other, specify: | | (18.0ther specify) AblationMethodSP
19. Portal Pressure
a. Portal pressurebeforeinfusion [ ] (mmHg)(19.2) PortalPresinf
b. Peak portal pressure(duringinfusion) [ ] (mmHg) (19.b) PeakPortalPres
c. Portal pressureafterinfusion [ ] (mmHg)(19.c) PortalPresAfterinf

20. Wastheidetinfusion... (20) Isletinfusion
10 a Completely infused without interruption
20 b. Completely infused with interruption
30 c. Not completely infused/prematurely terminated

If bor c, pleaseexplain/describe. If ¢, estimatefractioninfused. (20.comment) IdetlnfusionSP

No Yes
21.00 10 Was|V heparinadministered post-transplant per protocol 2(21) 1VHeparinAdmin

‘— a Reason:

No Yes (21.a) IVHeparinReason
22.00 10 Wasthereevidenceof anadverseevent duringinfusion?(22) AEDuringlnf

Completean AdverseEvent form [22.a) CompleteAEText

23. Glucosefinger stick

a1 hour post-transplant [ ] 1O mgd 20 mmollL
OneHRPostTran (23.a) OneHRPostTranUnit (23.a unit)

b. 2hourspost-transplant [ ] 10 mgidl 20 mmol/L
TwoHRPostTran (23.b) TwoHRPostTranUnit (23.b unit)

24. COMMENT S (optional) (24) Comment

CLINICALISLET TRANSPLANTATION CONSORTIUM Version 3.0
06/Mar/2009



CIT CORE LABORATORY
Subject ID | - - Pagelof 3
Date of Visit / / VisitDT
(dd/mmnvyyyy)
A. COAGULATIONSTATUS
CoagulationDT
1. Dateof draw / / [ ] Click to copy Date of Visit (A.1)
(dd/mmmiyyyy) [ ] Not done (A) CoagulationND
2. PTT

3. PT/INR (A3)

[

PT
B.HEMATOLOGY

[ ] (seconds) (A.2) [ ] (Notobtained) (A.2.2)
PTT PTTNO

[ ] (Not obtained) (A.3.9)
PTNO

HematologyDT

1. Date of draw / /

[ ] Click to copy Date of Visit (B.1)

(dd/mmm/yyyy)

2. Hemoglobin
Hemoglobin (B.2)
3. Hematocrit
Hematocrit (B.3)

WBCount

5. Neutrophils[total]
Neutrophils (B.5)
6. Lymphocytes[total]
Lymphocyte (B.6)

7. Platelet count
Platelet

(B.4)

(B.7)

[ ] 1O(g/dL) or 20O (g/L)
UnitHemoglobin (B.2.unit)

[ ] 10 (%) or 20 (L/L)
UnitHematocrit (B.3.unit)
4. Whitebloodcellcount [ | (x10°L)

[ ] 1O(x10%L)or 2O (/uL)
UnitNeutrophils

[ ] 1O(x10%L)or 20 (/uL)
UnitLymphocyte

[ (x10%L)

[ ] Not done (B.1)
HematologyND

[ ] (Not obtained) (B.2)
HemogloginNO
[ ] (Not obtained) (B.3)
HematocritNO
[ ] (Not obtained) (B.4)
WBCountNO
[ ] (Not obtained) (B.5)
(B.5.unit) NeutrophilsNO

[ ] (Not obtained) (B.6)
(B.6.unit) LymphocyteNO

[ ] (Not obtained) (B.7)
PlateletNO

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 6.1
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CIT CORE

LABORATORY

Subject ID |

Page 2 of 3

C. SERUM CHEMISTRY

(C.1) SerumDT
1 DaeofDraw| _ [/ [ |:| Click to copy Date of Msit
(dd/mmm/yyyy) |:| Not done (C.1) SerumND
2. Sodium 1O (mEg/L) or 20O (mmol/L) (C.2.unit) |:| Not obtained (C.2.)
ium UnitSodium jumNO
3. Potassium 10 (mEg/L) or 2O (mmol/L) (C.3.unit) Not obtained (C.3)
tassium UnitPotassium iumNO
4.  Credtinine (:| 10O (mg/dL) or 20 (umol/L) (C.4.unit) Not obtained (C.4)
reafinine UnitCreatinine inineNO
5.  Glucose Q 10 (mg/dL) or 2O (mmol/L) (C.5.unit) Not obtained (C.5)
ucose UnitGlucose coseNO
6.  Albumin F 10(g/dL) or 20 (g/L) (C.6.unit) Not obtained (C.6)
umin UnitAlbumin uminNO
7. Alk Phosphatase (U/L) Not obtained (C.7)
A 0S PhosNO
8.  ALT(SGPT) Q 10 (pkat/L) or 2O (U/L) (C.8.unit) Not obtained (C.8)
UnitALT TNO
9.  AST(SGOT) F 10 (ukat/L) or 20O (U/L) (C.9.unit) Not obtained (C.9)
UnitAST NO
10. Magnesium 1O (mg/dL) or 2O (mmoal/L) orO (mEg/L) | Not obtained (C.10)
Magnesium UnitMagnesium (20.unit) nesiumNO
11.  Total Bilirubin ﬁ 10 (mg/dL) or 2O (mmol/L) (C.11.unit) Not obtained (C.11)
irfirubin UnitBirlirubin irlirubinNO
12. BUN F 10 (mg/dL) or 2O (mmol/L) (C.12.unit) Not obtained (C.12)
UnitBUN NNO
13.  Cddum Q 10 (mg/dL) or 2O (mmol/L)(C.13.unit) Not obtained (C.13)
cium UnitCalcium ciumNO
14.  Chloride % 10 (mEg/L) or 2O (mmol/L)(C.14.unit) Not obtained (C.14)
oride UnitChloride orideNO
15.  OO2 F 10 (MEg/L) or 20O (mmol/L)(C.15.unit) Not obtained (C.15)
, UnitCO2 NO
16. GammaGT (Tu/L) Not obtained (C.16)
GammaGT maGTNO
17.  Phosphorus Q 10 (mg/dL) or 2O (mmol/L)(C.17.unit) Not obtained (C.17)
osphorus UnitPhosphorus PhosphorusNO
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 6.1
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CIT CORE

LABORATORY

Subject ID |

Page3of 3

D. THYROID FUNCTION
(D.1) ThyroidDT

1. Dateof Draw

[ ] Clickto copy Date of isit

(dd/mmmiyyyy)

2. TSH [ ] (mU/L)(D.2) TSH
E. FASTINGLIPID PANEL

(E.1) FastingLipidDT

[ ] Not done (D.1) ThyroidND

[ ] Not obtained (D.2) TSHNO

1. DateofDraw |/ |/ | [ ] Clicktocopy Date of Visit
(dd/mmmvyyyy) [ ] Not done (E.1) FastingLipidND
(E.2) 2. Total Cholesterol ;] 10 (mg/dL) or 20O (mmol/L) [ ] Notobtained (E.2)
Cholestero UnitChol esterol CholesterolNO
(E3) 3.LDL [ ] 1o (mg/dL)or 20 (mmol/L) [ ] Not obtained (E.3)
LDL UnitLDL LDLNO
(E4) 4. HDL [ ] 1o(mgdL)or 20 (mmollL) [ ] Not obtained (E.4)
HDL UnitHDL HDLNO
(E.5) 5. Triglycerides [ ] 1O (mgdL)or 2O (mmol/L) [ ] Notobtained (E.5)
Triglycerides TriglyceridesUnit TriglyceridesNO
F. GFR
No Yes (F1) GFREstimationPerformed
1.0 O 1O  Doesthesubject haveahistory of allergiesto seafood or iodine-containing
products?
Use CKD-EPI to calculate GFR:
Notes: Serum creatinineresult should comefrom central lab.
Itemsa-f must be completed for CIT-08 subjects.
GFREstimationPerformedND

/

a. Date of serum creatinine draw:

[ ] Click to copy Date of \isit

(F.1.a) GFRSerumCreatinineDrawDT
b. Serum creatinine (F.1.b) GFRSerumCreatinineVaue

(dd/mmm/yyyy)

c. Age years(F.1.c) GFRAge (F.2.b.unit) UnitGFRSerumCreatinine
d. Race 10AfricanAmerican 2O All other races (F.1.d) GFRRace
e. Gender 10O Male 20 Female (F.1.e) GFRGender

f. GFR Vaue background calculation mL/min/1.73m? (E1.f) GFRVaue

[ ] Not done

10 (mg/dL) or ZO(umol/L)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 6.1
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CIT CORE LABORATORY
Subject ID | - -

G. COMMENTS(optional) (G) Comment

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 6.1
28/Apr/2011



CIT CORE LOCAL PRA

Subject ID - - Pagelof 1

A. PRA(METHOD MUST BE FLOW)

1. Date of test / / [ ] Not done
(A.1)PRADT (dd/mmmvyyyy) TESTND
2. Class| Antibody Screen(A.2) PRAIResults

Results(select one) (If Negativeor Not Performed, skip Q2.a)
Positive 10 Negative 3O Not Performed

a. Class| Specificity Screen
Results: (A.2.ai) PRAIPercent

iPRA% [ ]

Method: (Flow/Luminex)
ii. [ ] Spexificity (A.2.aii) PRAI Specificity
iii.[ ]SingleAntigen (A.2.aiii) PRAIAntigen

iv. Specificities Defined (A.2.2iv) PRAIDefined1 - (A.2.iv) PRAIDefined12
| | | | | | | | | | | |
| | | | | | | | | | | |

3. Classll Antibody Screen(A.3) PRAIIResults
Results(select one) (If Negativeor Not Performed, skip Q3.a)

20 Positive 10 Negative 30O Not Performed

a. Classll Specificity Screen
Reaults (A.3.ai) PRAIIPercent
iPRA% [ ]
Method: (Flow/Luminex)
ii. [ |Specificity (A.3.aii) PRAIISpecificity
iii.[ ]SingleAntigen (A.3.aiii) PRAIIAntigen

iv. SpecificitiesDefined (A.3.a.iv) PRAIIDefinedl - (A.3.iv) PRAIIDefined12

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0
20/Feb/2009




CIT CORE LOCAL PRA

Subject ID

B. Comments:
(B) COMMENT

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0
20/Feb/2009




CIT CORE MAJOR PROTOCOL DEVIATION

SubjectID Pagelof 1

1. Dateof deviation: I S S
(1) VisitDT (dd/mmm/yyyy)
2. Date site became aware of deviation: I A
(2) AwareDT (dd/mmmvyyyy)
3. Whoidentifiedtheprotocol deviation? (select one) (3) Whol D
10 Principal Investigator 20 SiteCoordinator
30 Monitor/Auditor 40 NIH Medical Monitor
50 NIH Project Manager 60 DCC Protocol Coordinator

4. Whendidtheprotocol deviationoccur? (select one) (4) WhenOccur
10O Prior tostudy treatment
20 Afterinitiationof study trestment
30 After discontinuationof study treatment, whileonmandated protocol follow-up

5. Category of deviation: (selectone) (5) Category
10 Impactsthelnclusionand/or Exclusioncriteria
20 Involvesconsentviolations
30 Altersprotocol-specified study therapy
40 Impactstheability to evaluatethe endpointsof thestudy
50 Involvesadministrationof prohibited medications
60 Othe [5.0ther) CategoryTB

6.Provide adetailed description of the protocol deviation: (6) DeviationSP

7. Describethecorrectiveplanto ensurethat thisdeviation doesnot occur again: (7) CorrectiveSP

8. Comments(optional) (8) Comment

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 3.2
21/Jan/2010




MEDICAL AND DIABETES
CIT-CORE HISTORY

Subject ID - - Page1of 2

A. DIABETES HISTORY

1. Year diagnosed with diabetes: (A.1)DiagYr
(yyyy)

2. Yearinsulintherapy began: (A.2) TherapyYr
(Yyyy)
B. DIABETESKETOACIDOSIS(DKA):

1. Hasthesubject experienced DK A withinthelast 12 months? (select one) (B.1) ExpDKA

1O Yes
2O No
20O  Unknown

2. Hasthesubject been hospitalizedfor DKA withinthelast 12 months? (selectone) (B.2)

HospDKA
1O  Yes
l a. Specify number of hospitalizationsin thelast 12 months
20 No (B.2.a) HospDKAsp
30  Unknown
C.|ODINEALLERGY
No Yes (C.1) dlergies
1. 0O 1O  Doesthesubject haveahistory of allergiesto seafood or iodine-containing
products?
Do not perform GFR.

D. CIPROFLOXACIN ALLERGY
1. No Yes Isthesubjectdlergictociprofloxacin? (D.1) AllergicCipro

0O 10
Subject unableto receiveidet transplant with ciprofloxacin
added.
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.0
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MEDICAL AND DIABETES

CIT-CORE HISTORY
Subject ID - - Page20f 2
E. MEDICAL HISTORY
A ssessment Any significant If Yes, please give
medical history? details.
No Yes
(E.2) 1. Skin sKin [0)s) i) SKINSP (E.1.text)
(E.2 2. Head, Eyes, Ears, head 0 0 1 o headSP (E.2.text)
Nose, Throat
(E.3) 3. Respiratory Resp 00 10 respSP (E.3.text)
(E4) 4. Cardlovascula;l Card nO 10 card<p (E.4.text)
5. Gastrointestinal  ~__, ~nO e kO
(E'g) 6. Endocrine/M etabGTT‘cE q 50 I o *’“J”gp (E.6S.ttextt)
(E.7) (except Diabetes) rl o - . en _OAH (E.7. ext)
(E7) 7. Genitourinary/Reprodtittile | VO e genio- (E.7.text)
(E8) 8. Neuro|ogica| Neur Uo To neursSP (E8text)
(E.9) 9. Blood/Lymphatic  Blood | O O 10 bloodSP (E.9.text)
(E.10) 10. | Musculoskeletal Muscu | 0 O 10 muscuSP (E.10.text)
(E.11) 11. | Hepatic/Biliary Hepatic | 0O 10 hepaticSP (E.11.text)
(E.12) 12. | Allergies/immunologiq\|jerg| 0 O 10 AllergSp (E.12.text)
(E.13) 13. PsychologlcaJ/PsychlaIn!sS\J,c!& 10 pSychSp (E.13.text)
(E14) L& Other o 1O | gthersp (E.14 text)
F. COMMENTS(optional) (F) comment
CLINICALISLET TRANSPLANTATION CONSORTIUM Version 2.0
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CIT CORE MINOR PROTOCOL DEVIATION

SubjectID Pagelof 1

1. Dateof deviation: / / (1) DeviationDT
(dd/mmmiyyyy)

2. Provideadetailed description of theprotocol deviation: (2) DeviationDesc

3. Comment (optional): (3) Comment

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0
31/Jul/2006




CIT CORE

PHY SICAL EXAMINATION

Subject ID - - Pagelof 2
A. CLINICAL ASSESSMENT
1. DateofAssessment |/ /| (dd/mmmlyyyy) (A.1) AssessmentDT
2. Temperature (°C) (A.2) Temperature
3. Pulse (beats/min) (A.3) Pulse
4. BloodPressure |/ ~ (mmHg) (A.4.1)BP1 (A.4.2) BP2
5. Weight (kg) (A.5) Weight
6. Height (cm) (A.6) Height
7. BMI | (kg/m?) [Thiswill beautocal culated on theweb.] (A.7) BMI
B. PHYSICAL EXAMINATION
(skip part B after initial physical examination)
Assessment Not Performed [ Normal Abnormal |f abnormality,
pleasedescribe
®1| 1 in sin| o1 o2 O3 [ 1|@®.1ainsP
(B2)| 2. Head, eyes, Head
ears, nose, ol o2 o3 [ 1|(B2aHeasP
throat
(B3)| 3. Respiratory Resg O1 o2 O3 (B.3.2) RespSP
(B.4) 4. Cardiovascular Cardio] O1 O2 O3 (B.4.8) CardioSP
(B5| 5. Abdominal Abdom| 1 O2 O3 (B.5.a) AbdomSP
(B.6)| 6. Genitourinary/ Genit I:l (B.6.9) GenitSP
reproductive Ol O?2 O3
B.7) 7. Neurological Neurd 1 O2 O3 (B.7.8) NeuroSP
(B.8) 8. Lymphnodes Lymph 1 O2 O3 (B.8.8) LymphSP
(B.9] 9. Musculoskeletal Muscul O 1 02 O3 (B.9.a) MuscuSP
(B.10)10. Psychological/ Phych (B.10.a) PhychSP
psychiatric Ol 02 O3 |:|
B.11) 11. Oth ify)_Oth
&) potelpan.oieo, O3 O3 [ | (e119 Othersp

(B.11.Name) OtherSpecify

CLINICAL ISLET TRANSPLANTATION CONSORTIUM

Version 1.0
31/Jul/2006




CIT CORE

PHY SICAL EXAMINATION

Subject ID -

Page 2 of 2

C. PHYSICAL EXAMINATION

Assessment Not Performed| Normal Abnomal New abnormality | I f new abnor mality,
but unchanged pleasedescribe
sincelast visit
(CA) 1 skin sind o1 o2 O3 o skinsP2 || k¢.1.a
(C2| 2. Head,eyes, Head?
ears, nose, ol o2 o3 40OHeadsP2 || [¢.2.a)
throat
(C3)| 3. Respiratory Resp2| O1 0?2 O3 4 O RespSP2 C.3.4
(C4) 4. Cardiovascular Cardip20O1 [eY2 03 4 O CardioSP2 C.4.9
(CH[ 5. Abdominal Abdom2| o1 0?2 O3 4 O AbdomSP2 C.5.9
(Ce) 6. Genitourinary/ Genit2
reproductive Ol O?2 O3 40 GenitSP2 I I( C.6.3
(C.7]_7. Neurological Neurd2 01 Q2 O3 4 NeuroSP2 (C.7.3
(C.8] 8. Lymphnodes LymphP o1 0?2 O3 40 LymphSP2 (€83
(C.9] 9. Musculoskeletal Mugcu20 1 02 O3 40MuscusSP2 | ]¢.94
(C1Q) 10. Psychological/ Phych2
psychiatric Ol 02 O3 4 O PhychSP2 I \|:.10 8
(C11) 11. Other (specify) Othef2 O 1 02 O3 410
| | otherspz | | |
(C.11.Name) OtherSpecify2 (C11.9)
D. COMMENTS(optional) (D) comments
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0
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CIT-CORE PREGNANCY TEST

Subject ID Pagelof 1
A. PREGNANCY TEST
No Yes
1.00 1O Wasapregnancy test performed? (A.1) PregnancyPerformed
L 4 Dateof test: / /
(A.1.9) TestDT (dd/mmm/yyyy)
b. Typeof test (A.1.b) Type
10 Saum
20  Urine
. Results(A.1.c) Results
1O  Negdive
20  Podtive
— d.If no, confirm reason:
[ ] Subjectismale. (A.1.d) Reason
[ ] Subjectisnotof childbearing potential (Availablefor CITO4only)
(A.1.d.ii) NotChildbearing
If Question 1cis‘positive’ _pre-randomization,
exclude the subject from the study.
If Question 1cis‘positive’ post-randomization,
follow protocol specific guidelines.
2. COMMENTS (optional) (A.2) Comment
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.0

ISLET TRANSPLANTATIONINTYPE 1DIABETES 18/Aug/2009




PREMATUREDISCONTINUATION
CIT CORE OFSTUDY TREATMENT

P lof 1
Subject ID ; i e

A. CRITERIAFOR PREMATURE DISCONTINUATION OF STUDY TREATMENT

If oneor more of thesefour criteriaisanswered Y ES, begin Reduced Follow-Up Schedule.
No Yes

1. 00 10 Thesubjectisunwilling or unableto comply with the protocol. (A.1) Protocol

2.00 1O Theinvestigator believesthat thestudy treatment isno longer in the best interest of the
subject. (A.2) Investigator

3.00 10 GraftFailure: absence of insulin production by transplanted idlets, asevidenced by c-
peptide< 0.3ng/mL. Thisisdetermined by (1) c-peptide <0.3 ng.mL on random
testing, followed by (2) c-peptide <0.3 ng/mL at baseline, and at 60 and 90 minutes

after MMTT. C-peptide levels obtained in the course of the MMTT will be run at the
corelabin Seattle, WA. (A.3) GraftFailure

4. 00 10  Anunexpected related serious adverse event. (A.4) SAE
B. COMMENTS(optional) (B) Comments

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.0
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CIT CORE RANDOMIZATIONELIGIBILITY

Subject ID

Page 1 of 5

A. INCLUSION CRITERIA
Subjects must meet all of the following criteria to be considered eligible for randomization between

protocols.
No Yes

1.0 1 Maleandfemale patients age 18 to 65 years of age. (A.1) Age

2.0 1 Abilityto provide written informed consent. (A.2) Consent

3.00 1O Mentallystable and able to comply with the procedures of the study protocol. (A.3) Comply

400 1 Clinical history compatible with type 1 diabetes with onset of disease at < 40 years of age,
insulin-dependence for > 5 years at the time of enrollment, and a sum of patient age and
insulin dependent diabetes duration of > 28. (A.4) Typel

500 1 Absentstimulated C-peptide (<0.3ng/mL) in response to a mixed meal tolerance test (Boost® 6
mL/kg body weight to a maximum of 360 mL; another product with equivalent caloric and
nutrient content may be substituted for Boost®) measured at 60 and 90 min after the start of
consumption. (A.5) CPeptide

6.0 1Q Involvementin intensive diabetes management defined as self monitoring of glucose
values no less than a mean of three times each day averaged over each week and by
the administration of three or more insulin injections each day or insulin pump therapy.
Such management must be under the direction of an endocrinologist, diabetologist, or
diabetes specialist with at least 3 clinical evaluations during the 12 months prior to study
enrollment. (A.6) Management

7.0 1Q Atleastone episode of severe hypoglycemia in the 12 months prior to study enroliment.
(A.7) Hypoglycemia

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 4.0
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Subject ID - - Page 2 of 5

A. INCLUSION CRITERIA (continued)

No Yes (A.8) Clarke
8.0 1 Atleastone of the following: (check all that apply)
| a [ ] Reduced awareness of hypoglycemia as defined by a Clarke score of 4 or more
ora HYPO score greater than or equal to the 90th percentile (1047) during the screening
period and within the last 6 months prior to randomization;
(A.8.a) Awareness
b.[ ] Marked glycemic lability characterized by wide swings in blood glucose despite
optimal diabetes therapy and defined by a glycemic lability index (LI) score
greater than or equal to the 90th percentile (433 mmol/L?h-wk™) during the screening
period and within the last 6 months prior to randomization;
(A.8.b) Glycemic
c.[ | Acomposite of a Clarke score of 4 or more and a HYPO score greater than or
equal to the 75th percentile (423) and a LI greater than or equal to the 75th percentile
(329) during the screening period and within the last 6 months prior to randomization.

(A.8.c) Composite

CLINICALISLET TRANSPLANTATION CONSORTIUM Version 4.0
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Subject ID

Page 3 of 5

B. EXCLUSION CRITERIA
Subjects who meet any of the following criteria are not eligible for randomization between

protocols.
No Yes

1. 0O 10O BMI>30kg/m?or patient weight <50 kg. (B.1) BMI

2. 00 1Q Insulinrequirementof >1.0 IU/kg/day or < 15 U/day. (B.2) Insulin

3. 00 10 HbAlc>10%. (B.3) HbAlc

4. 0O 10O Untreated proliferative diabetic retinopathy. (B.4) Retinopathy

5. 00 1O Blood Pressure: SBP > 160 mmHg or DBP > 100 mmHg. (B.5) BP

6. 0O 10O Measured glomerular filtration rate (using iohexol) of <80 mL/min/1.73m? (or for subjects with an
iodine allergy, calculated using the subject’s measured serum creatinine and Chronic Kidney
Disease Epidemiology Collaboration [CKD-EPI] equation). Strict vegetarians (vegans) with a
calculated GFR <70 mL/min/1.73m?are excluded. The absolute (raw) GFR value will be used
for subjects with body surface areas > 1.73 m2. (B.6) Glomerular

7. 0O 1O Presence or history of macroalbuminuria (>300 mg/g creatinine). (B.7) Macroalbuminuria

8. 00O 1 Presence or history of panel-reactive anti-HLA antibodies above background by flow cytometry.
(B.8) AntiHLA

9. 00 10O Eorfemalesubjects: Positive pregnancy test, presently breast-feeding, or unwillingness to
use effective contraceptive measures for the duration of the study and 4 months after
discontinuation.
For male subjects: intent to procreate during the duration of the study or within 4 months
after discontinuation or unwillingness to use effective measures of contraception.
Oral contraceptives, Norplant, Depo-Provera, and barrier devices with spermicide are
acceptable contraceptive methods; condoms used alone are not acceptable.
(B.9) Pregnancy

10.00 1O Presence or history of active infection including hepatitis B, hepatitis C, HIV, or tuberculosis (TB).
Subjects with laboratory evidence of active infection are excluded even in the absence of clinical
evidence of active infection. (B.10) Infection

11.00 10O Negative screen for Epstein-Barr Virus (EBV) by IgG determination. (B.11) EBV

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 4.0
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Subject ID

Page 4 of5

B. EXCLUSION CRITERIA (continued)

No Yes

12.00 1Q Invasive aspergillus, histoplasmosis, or coccidoidomycosis infection within one year prior to study
enroliment. (B.12) Aspergillus

13.00 10O Any history of malignancy except for completely resected squamous or basal cell carcinoma of
the skin. (B.13) Malignancy

14.00 10O Knownactive alcohol or substance abuse. (B.14) AlcAbuse

15.00 1O Baseline Hb below the lower limits of normal at the local laboratory; lymphopenia (<1000/ uL),
neutropenia (<1500/uL.), or thrombocytopenia (platelets <100,000/ uL). Participants with
lymphopenia are allowed if the investigator determines there is no additional risk and obtains
clearance from a hematologist. (B.15) Hgb

16.00 1O Ahistory of Factor V deficiency. (B.16) FactorV

17.00 10O Any coagulopathy or medical condition requiring long-term anticoagulant therapy (e.g., warfarin)
after transplantation (low-dose aspirin treatment is allowed) or patients with an INR > 1.5.

(B.17) Coagulopathy

18.00 1O Severe co-existing cardiac disease, characterized by any one of these conditions:(B.18) Cardiac
a) D recent myocardial infarction (within past 6 months). (B.18.a) Myocardial
b)[ ] evidence of ischemia on functional cardiac exam within the last year. (B.18.b) Ischemia
c) [ ] leftventricular ejection fraction <30%. (B.18.c) Ventricular

19.00 1Q Persistentelevation of liver function tests at the time of study entry. Persistent SGOT (AST),
SGPT (ALT), Alk Phos or total bilirubin, with values > 1.5 times normal upper limits will exclude
apatient. (B.19) LiverFunction

20.00 10O Symptomatic cholecystolithiasis. (B.20) Cholecyst

21.00 10O Acute or chronic pancreatitis. (B.21) Pancreatitis

22.00 10O Symptomatic peptic ulcer disease. (B.22) Peptic

23.00 1O Severe unremitting diarrhea, vomiting or other gastrointestinal disorders potentially interfering with
the ability to absorb oral medications. (B.23) Diarrhea

24.00 10O Hyperlipidemia despite medical therapy (fasting LDL cholesterol > 130 mg/dL, treated or
untreated; and/or fasting triglycerides > 200mg/dL). (B.24) Hyperlipidemia

25.00 10O Receiving treatment for a medical condition requiring chronic use of systemic steroids, except for
the use of < 5mg prednisone daily, or an equivalent dose of hydrocortisone, for physiological
replacement only. (B.25) Treatment

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 4.0
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Subject ID - - Page 5 of 5

B. EXCLUSION CRITERIA (continued)

No Yes

26.00 10O Treatmentwithany anti-diabetic medication other than insulin within 4 weeks of enroliment.
(B.26) AnitDiabetic

27.00 1O Useofany investigational agents within 4 weeks of enrollment.
(B.27) OtherAgents

28. 00O 1O Administration of live attenuated vaccine(s) within 2 months of enrollment.
(B.28) Vaccine

29. 00 10O Anymedical condition that, in the opinion of the investigator, will interfere with safe
participation in the trial. (B.29) MedCondition

30.00 1O  Treatmentwith any immunosuppressive regimen at the time of enrollment.
(B.30) Immunosuppressive
3100 1O Apreviousislettransplant.
(B.31) Prelslet
32.00 1O Aprevious pancreas transplant, unless the graft failed within the first week due to thrombosis,
followed by pancreatectomy and the transplant occurred more than 6 months prior to enroliment.
(B.32) PrePancreas

CLINICALISLET TRANSPLANTATION CONSORTIUM Version 4.0
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CIT CORE REDUCED FOLLOW-UP

Subject ID

Page1of 2

A. REDUCED FOLLOW-UP
No Yes
1. O O Wasfollow-upvisit (phoneor in person) conducted?  (A.1) (FollowUpVisit)

s
a. Date of contact or visit: / / (A.l9)

(ddrmmnvyyyy) (FolfowUpDT)

1) Whichtypeof visit was conducted? (select one)(A.1.a.1)
(1)O Phone (FollowUpVisitType)
(2)O Inperson
(If Phone, skip section C; if In person, skip Section B)

b. Reason: (A.1b)
(FollowUpReason)

If Q.Alisanswered no, skip sectionsB and C.

B. PHONE FOLLOW-UP
No Yes

1. O Hasthe subject experienced any SeriousAdverse Events? (B.1) (SeriousAE)
© (D

a If yes, then completethe Adver se Event for m.

No Yes
2. O Were QOL questionnairesmailed to the subject? (B.2) (QOLMail)
D) [(D) (B.2.a
a. Datequestionnairesmailed: |/ [/ | (QOLMalDT)
(dd/mmm/yyyy)
b. Reason: (B.2.b)
(QOLMailReason)
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 3.0
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CIT CORE REDUCED FOLLOW-UP

Subject ID

Page 2 of 2

No Yes

3. O (O Hasthesubject experienced any hypoglycemic eventsgrade 3-4 asdefined in the
() (|i Toxicity Criteriafor Adverse Events? (HypglycemicE) (B.3.9)

a. |If yes, then complete the Adverse Event form.

C. IN-PERSON FOLLOW-UP

No Yes (C.1)(InPersonFollowUpSAE)
1. O O Hasthesubjectexperienced any SeriousAdverse Events?
0) (1[>
__a |[Ifyes, then completetheAdverse Event form.

No Yes

2. O (O Hasthesubjectexperienced any hypoglycemic eventsgrade 3-4 asdefinedinthe
O) (I) Toxicity Criteriafor Adverse Events? (C.2) (ToxicCrieteriaAE)

a. | If yes, then completethe Adverse Event form.

D. COMMENTS(optional) (D) (Comments)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 3.0
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CIT CORE RETINOPATHY

Page1of 1

Subject ID . :

A.RETINOPATHY

No Yes
1.0 (O Wasaneyeexamcompleted?(A.1) (EyeExam)
O (@
a. What wasthestageof diabeticretinopathy?(A.1.a) (stage)

1O Not present
2O Mildnonproliferative
3O Moderatenonproliferative
4O Severenonproliferative
50 Proliferative

No Yes
2. O O Wasaphoto of theretinacompleted? (A.2) (photo)

@ @
a. Wastheretinopathy photo senttothe Central Laboratory?(A.2.a) (IsPhotoSent)

10O Yes - Date Sent: / / (A.2.ai)

(dd/mmm/yyyy) (PhotoSentDT)

00O No - Please Comment Below

b. Reason (A.2.b) (PhotoReason)

B. COMMENTS (optional)  (B) (comment)

Version 2.0
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CIT CORE SCREENING ELIGIBILITY

Screening ID - - Pagelof 5

A. INCLUSION CRITERIA
Subjectsmust meet all of thefollowingcriteriatobeconsider ed eligiblefor participationinthestudy.

No Yes
1. O O Maeandfemalepatientsage 18to65yearsof age. (A.1)(Age)
O @
2. O O Abilitytoprovidewritten informedconsent.  (A.2) (Consent)
@ @
3 0O O Mentally stableand ableto comply withtheproceduresof thestudy protocol. (A.3) (Comply)
@ @
4. O O Clinical history compatiblewithtype 1 diabeteswith onset of diseaseat <40yearsof age,
(0) (1) insulin-dependencefor >5yearsat thetimeof enrollment, anda sumof patient ageandinsulin
dependent diabetesdurationof > 28. (A.4) (Typel)

5. O O Absentstimulated C-peptide(<0.3ng/mL) inresponseto amixed meal tolerancetest (Boost® 6
(0) (1)  mL/kgbody weight to amaximum of 360 mL ; another product with equivalent caloric and
nutrient content may be substituted for Boost®) measured at 60 and 90 min after the start of

consumption.  (A.5) (CPeptide)

6. O O Involvementinintensivediabetesmanagement defined assalf monitoring of glucose
(0) (1) vauesnolessthanamean of threetimeseach day averaged over each week and by
theadministration of three or moreinsulininjectionseach day or insulin pump therapy.
Such management must be under thedirection of an endocrinol ogist, diabetologist, or
diabetesspecialist with at least 3 clinical evauationsduring the 12 monthsprior to study

enrollment. (A.6) (Management)
7. O (O Atleastoneepisodeof severe hypoglycemiain the 12 months prior to study enrollment.
@ @ (A.7) (Hypoglycemia)
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version4.0
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CIT CORE SCREENING ELIGIBILITY

Screening |D Page2of 5

A. INCLUSION CRITERIA (continued)

No Yes
8. O (O Atleastoneofthefollowing: (check al that apply) (A.8) (Clarke)
(0) (1) a] | Reducedawarenessof hypoglycemiaasdefined by aClarkescoreof 4 or more
or aHY PO scoregreater than or equal to the 90th percentile (1047) during the
screening period and within thelast 6 months prior to randomization; (A.8.8) (Awareness)

b.[ ] Marked glycemiclability characterized by wide swingsin blood glucose despite
optimal diabetestherapy and defined by aglycemiclability index (L1) score
greater than or equa to the 90th percentile (433 mmol/L2/hwk™) during the screening
period and within thelast 6 months prior to randomization; (A.8.b) (Lability)

c.[ | A compositeof aClarkescoreof 4 or moreand aHY PO score greater than or
equal to the 75th percentile (423) and aL | greater than or equal to the 75th percentile
(329) during the screening period and within thelast 6 months prior to randomi zation.

(A.8.c) (Composite)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 4.0
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SCREENING ELIGIBILITY

Screening |D

Page3of 5

7. O
(0)
8. O
(0)

9. O
(0)

10.0
(0)

1. O
(0)

L)
L)

L)

O
L)

O
(

B. EXCLUSION CRITERIA
Subjectswho meet any of thefollowing criteriaarenot digiblefor participation in the study.

No Yes
1. O O BMI>30kg/n? or patient weight < 50kg. (B.1) (BMI)
O (@)
2. O O Insulinrequirementof >1.01U/kg/day or<15U/day. (B.2) (Insulin)
O (@)
3. O O HbAlc>10%. (B.3)(HbALc)
@ @
4. O (O Untreated proliferativediabetic retinopathy. (B.4) (Retinopathy)
@ @
5. O O BloodPressure: SBP>160 mmHgor DBP> 100 mmHg. (B.5) (BP)
O (@)
6. O O Measuredglomerular filtration rate (usingiohexol) of <80 mL/min/1.73n? (or for subjectswith
(0) (1) aniodinealergy, calculated using the subject’s measured serum creatinine and the Chronic

Kidney Disease Epidemiology Collaboration [ CK D-EPI] equation). Strict vegetarians (vegans)
withacalculated GFR < 70 mL/min/1.73mzareexcluded. Theabsolute (raw) GFR vauewill
be used for subjectswith body surfaceareas> 1.73m2. (B.6)(GFR)

Presence or history of macroa buminuria(>300 mg/g creatinine). (B.7) (MacroAlb)

Presenceor history of panel-reactive anti-HL A antibodies above background by flow
Cytometry. (B.8) (AntiHLA)

For femalesubjects. Positive pregnancy test, presently breast-feeding, or unwillingness

to use effective contraceptive measuresfor the duration of the study and 4 months after
discontinuation.  (B.9) (PregTest)

For malesubjects: intent to procreate during the duration of the study or within 4 months
after discontinuation or unwillingnessto use effective measures of contraception.

Oral contraceptives, Norplant, Depo-Provera, and barrier deviceswith spermicideare
acceptabl e contraceptive methods; condoms used alone are not acceptable.

Presenceor history of activeinfectionincluding hepatitis B, hepatitisC, HIV, or tuberculosis
(TB). Subjectswithlaboratory evidnece of activeinfection are excluded even in the absence of
activeinfection.. (B.10) (Infection)

Negative screenfor Epstein-Barr Virus (EBV) by 1gG determination. (B.11) (EBV)
1)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version4.0
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No

12. O
(0)

13. O
(0)

14. O
)
15. O
(0)

16. O
)
17. O
)

18. O
)

19. O
)

20. O

21. O
)
2.0
)
23. O
)

24. O
)

25. O
)

Yes

©)
(1)

O
(1)

©)
(1)

O
(1)

(1)
(1)

(1)

©)
(1)

©)

©) (@

O
(1)
O
(1)
O
(1)

©)
(1)

O
(1)

B. EXCLUSION CRITERIA (continued)

Invasive aspergillus, histoplasmosis, or coccidoidomycosi sinfection within oneyear prior to study
enrollment. (B.12) (aspergillus)

Any history of malignancy except for completely resected squamousor basal cell carcinomaof
theskin. (B.13) (malignancy)

Known activea cohol or substance abuse. (B.14) (AlcAbuse)

Basdline Hb below thelower limitsof normal at thelocal |aboratory; lymphopenia(<1000/ uL ),
neutropenia(<1500/uL.), or thrombocytopenia(platelets<100,000/ uL). Participantswith
lymphopeniaarealowedif theinvestigator determinesthereisno additional risk and obtains
clearancefromahematologist.  (B.15) (Hgb)

A history of Factor V deficiency. (B.16) (FactorV)

Any coagul opathy or medical condition requiringlong-term anticoagul ant therapy (e.g., warfarin)
after transplantation (low-dose aspirin treatment isallowed) or patientswithan INR > 1.5.

(B.17) (coagul opathy)

Severe co-existing cardiac disease, characterized by any one of these conditions:(B.18)(Cardiac)
a [ | recentmyocardid infarction (withinpast 6 months). (B.18.8)(Infarction)

b) [ ] evidenceofischemiaonfunctional cardiacexamwithinthelast year.(B.18.b) (Ischemia)
c) [ ] leftventricular gectionfraction<30%. (B.18.c) (Ejection)

Persistent e evation of liver function testsat thetime of study entry. Persistent SGOT (AST),
SGPT (ALT),Alk Phosor total bilirubin, with values> 1.5 timesnormal upper limitswill exclude
apatient. (B.19) (liver)

Symptomatic cholecystalithiass.  (B.20) (cholecyst)

Acuteor chronic pancreatitis.  (B.21) (pancrestitis)

Symptomatic peptic ulcer disease. (B.22) (pegptic)

Severeunremitting diarrhea, vomiting or other gastrointestinal disorderspotentialy interfering with
theability toabsorb ora medications.  (B.23) (diarrhea)

Hyperlipidemiadespite medicd therapy (fasting LDL cholesterol > 130 mg/dL, treated or
untreated; and/or fasting triglycerides>200mg/dL ). (B.24) (Hyperlipidemia)

Receiving treatment for amedical condition requiring chronic useof systemic steroids, except for
theuse of < 5mg prednisonedaily, or an equivalent dose of hydrocortisone, for physiological
replacement only. (B.25) (treatment)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version4.0
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Screening |D

B. EXCLUSION CRITERIA (continued)

No Yes

26. O (O Trestmentwithany anti-diabetic medication other thaninsulinwithin 4 weeksof enrollment.(B.26)
© @ (Hypoglycemic)
271. O O Useof any invedtigationa agentswithin4 weeksof enrollment. (B.27) (OtherAgents)
0 @)
28. O (O Adminigrationof liveattenuated vaccing(s) within 2 monthsof enrollment. (B.28) (vaccine)
0 (@
29. O (O Anymedicd conditionthat, intheopinion of theinvestigator, will interferewith safe
(0) (1) participationinthetrid. (B.29) (MedCondition)

30. O O Treatment withany immunosuppressiveregimen at thetime of enrollment. (B.30)

O @ (ImmoumnosuUppressive)
31l. O O Apreviousislet transplant. (B.31) (IdetTransplant)

0 (1)
32. O O Apreviouspancreastransplant, unlessthegraft failed within thefirst week dueto thrombosis,

(0) (1) followed by pancreatectomy and the transplant occurred more than 6 monthsprior to enrollment.
(B.32) (previousTransplant)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 4.0
4/May/2010



CIT CORE SECOND TRANSPLANT QUALIFICATION

Subject ID - - Pagelof 2

A. REQUIREMENTSFORA SECOND TRANSPLANT
(Questions 1-10 are mandatory)
No Yes
1. O O Subjectreceived>5000IE/kgwiththefirst transplant, but failedto achieveor
(0) (1) mantaninsulinindependence[if No, Indigible]. (A.1) (Insulinlndependence)

2. O O Subjecthasbeencompliant withstudy monitoring and prescribedimmunosuppressive
(0) (1) therapy[ifNo,Indigible]. (A.2) (ComplaintMonitoring)

3. O O Subjecthasnounresolved SAEs[if No, Ineligible]. (A.3) (UnresolvedSAEs)
© @

4. O O Noevidenceof progressiverend dysfunction, with blood creatininerising above 2.0
(0) (1) mg/dL (177 umol/L) [if No, Ineligible]. (A.4) (NoProgressive)

5. O (O Noevidenceof hypersenstization, alergic responses, or other potentially seriousdrug
(0) (1) reactionsto medicationsrequired by the protocol [if No, Ineligible] .(A.5)
(NoHypersensitization)
6. O O PRA<50%byflowcytometry (assessment performed locally) and thealloantibody
(0) (1) specificity not cross-reactive with antigen(s) present in the subsequent il et preparation
inorder to avoid unacceptable antigen(s) [if No, Ineligible]. (A.6) (PRA)

7. O O Subjecthasnomedica conditionthat, intheopinion of theinvestigator, would interfere
(0) (1) withasafeandsuccessful idettransplant[if No, Ineligible]. (A.7) Medical Condition

8. O (O 75+5dayvisitand metabolic assessmentshave been completed [ If No, 8amust be
(r) (1) Yes, andthere must beadatein 8ail to beeligible. OtherwiseIneligible]. (A.8)
No Yes (M etabolicAssessments)
a (O (O Thesubject has confirmed graft failure (basal and stimulated c-peptide
(0) (1) <0.3ng/mL). (A.8.9) GraftFailure
No Yes (A.8.ali) StreeringCommittee
__ .O O TheSteering Committee hasreviewed and givenfinal
(0) (1) approval for asecondinfusion.
1. Dateof SCapprova: [/ [
(A.8.a.1)SCApprova Date (dd/mmnvyyyy)
9. O O Ithasbeen<8monthssincethefirstidettransplant. [if No, Ineligible]. (A.9)
o @ TwelveMonths
10. O (O Eitherbasa or stimulated C-peptidelevelsare>0.3 ng/mL (0.1 nmol/L)[If No, 10a
() (1) must be Yes, and there must be a date in 10ai to be eligible. Otherwise Ineligible]..
1 No Yes (A.10) CPeptide
a O O TheSteering Committee hasreviewed and given final approval for a
©) (11 second infusion. (A.10.a) SCApproval

— i. Dateof SCapprova: [/ [
(A.10.ai) SCApprova DT dd/mmnvyyyy)
CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.1
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B. COMMENTS(optional) (B) Comments

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version3.1
08/Mar/2011




CIT CORE SEROLOGY
Subject ID Pagelof 1
A. SEROLOGY DrawDT (DrawDT)
Date ssmpledrawn:| /[ | (ddmmmiyyyy)
Infectious Disease Date Sample Negative | Positive Not
Drawn Obtained
(dd/mmmyyyy)
MVIgG
(A.l.date) |1. Cytomegalovirus | 1O ZO 3O (A.1)
CMVIgGDT 1gG antibody (CMV 1gG)|O  dlick to copy above date
MVIgM
(A.2.date) |2. Cytomegalovirus |__/___/____| lo ZO 3O (A.2)
CMVIgMDT| IgM antibody (CMV IgM) [O dlick to copy above date
—BVIgG
(A.3.date) (3. Epstein-Barr Virus ]2 O 2 O 3O (A.3)
EBVIgQGDT | 1gG anti body (EBV IgG) O dlick to copy above date
BcADb
(A.4.date) |4. HepatitisB Core o ___|]2 O 2 3 (A.4)
HBCcADbDT | antibody (HBcAb) QO cdlick to copy above date
HCVAD
(A.5.date) |5.HepatitisCantibody ||__/ __/____| | 1O 20 30 (A.5)
HCVADDT | (HCV Ab) QO cdlick to copy above date
HBsAg
(A.6.date) | 6. Hepatitis B || 2 3 (A.6)
HBsSAQDT | surfaceantigen (HBSAQ) |O dlick to copy above date O O O
HBsAD
(A.7.date) | 7. HepatitisB I (A.7)
HBSADDT | surfaceantibody (HBSAD)|O dlick to copy above date lO ZO 3 O
TLV
(A.8.date) |8. HTLV-I/1I ] (A.8)
HTLVDT O click to copy above date 1O ZO 3 O
HIV
(A.9.date) P. HIV-I/II | Y Y | 1 2 3 (A.9)
HIVDT QO cdlick to copy above date O O O
MVPCR
(A.10.date) [10. CMV by PCR _______]| 10 20 30 (A.10)
CMVPCRDT] O click to copy above date
(A.1l.date) 11.EBV by PCR ____I____|| 10 20 30 |EBVPCR
EBVPCRDT O diick to copy above date (A.ll)
CLINICALISLET TRANSPLANTATION CONSORTIUM Version 3.0
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B. COMMENTS (optional): (B) Comments
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CIT CORE STUDY TERMINATION

Subject' > - - Pagelof 1
1. Dateof Study Termination: / / (dd/mmm/yyyy) (1) VisitDT
2. Dateof last follow up visit: / / (dd/mmmiyyyy) (2) LastVisitDT

3. Indicatethe primary reason the subject will nolonger befollowed: (selectone) (3) Reason

1 o  Subject completed study procedures per protocol

2 O  Subject withdrew consent

30 Lost tofollow-up (Unable/unwilling to travel/moved from area/lunable to | ocate)
4 |O Subject death

Completethe Adverse Event form

5 O  Screening Eligibility form completed, indicating a“ screening success’, but subject did not actualy
meet digibility criteria
Select the eligibility criteriathat caused the subject to becomeineligible (check all that apply)
(add list box of eligibility criteria- includeinstructionsfor selecting multiplecriteria)

Completethe Mgjor Protocol Deviation formto explain

6 O  ScreeningEligibility form completed, indicating a“ screening success’, but the subject became
‘ indigiblewhileonwaitlist
Select the eligibility criteriathat caused the subject to becomeineligible (check all that apply)
(add list box of eligibility criteria- includeinstructionsfor selecting multiplecriteria)

7 O Subjectrandomized but did not actualy meet randomization digibility criteria

Do NOT compl ete this Study Termination eCRF if the subject received immunosuppression
medi cations post-randomization in preparation for aCI T Islet Transplant.

Complete the Major Protocol Deviation formto explain

8 O Other
(3.Specify) OtherSP

P ease specify:

4. Comments(optiona): (4) Comments

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.0
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CIT CORE

THIRD TRANSPLANT QUALIFICATION

Subject ID

Pagelof 1

A. REQUIREMENTSFORATHIRD TRANSPLANT
Questions 1-11 must beanswered Y ESin order for the subject to bedigiblefor athird idet

trangplant.

No Yes

1. O O
@ @

2. 0 O
@ @
3.0 0
@ @

4 O O
@ @

5. 0 O
@ @

6. O O
@ @
7. 0 O
@ @

8 O O
@ (@

9. O O
@ (@

10.0 O
O @

1.0 O
O (@

Subj ect received > 4000 | E/kg with the second transpl ant, but remains dependent on
insulinfor longer than onemonth after thesecondtransplant.  (A.1) (InsulinDep)

Thereisevidenceof partia graft function. (A.2) (GraftFunction)

TheCIT PIs, Site Plsand the Steering Committee have determined that

therewereno relevant protocol deviationsat thesite.  (A.3) (Deviation)

a Dateof SCapprova:| [/ [/ [(A.3.8)(DeviationDT)
(ad/mmm/yyyy)

The subject hasbeen compliant with study monitoring and prescribed
immunosuppressivetherapy.  (A.4) (Compliant)

No evidence of aseriousand life-threatening infection, adverse event or other condition
that precludes attempting anintraportal injection or continuation of the post-transplant
treatment regimen. (A.5) (SAE)

No evidence of post-transplant lymphoproliferativedisorder (PTLD). (A.6) (PTLD)

No evidence of progressiverena dysfunction, with blood creatininerising above 2.0
mg/dL (177umol/L).  (A.7) (RendDysfunction)

No evidence of hypersensitization, allergic responses or other potentially serious drug
reactions to medications required by the protocol. (A.8) (Reactions)

No evidence of abnormal liver ultrasound and L FTswithinl.5 timesthe upper limit of the
normal range. (A.9) (AbnLiver)

Subj ect has not completed 8 monthsfollow-up post-first transplant. (A.10) (Followup)

PRA <50% by flow cytometry (assessment performed locally) and the all oantibody
specificity not cross-reactive with antigen(s) present in the subsequent islet preparation
in order to avoid unacceptabl e antigen(s). (A.11) (PRA)

If any of these questionsisanswered NO, the user will receive a message saying, “ Subject is
INELIGIBLE for re-transplant.”

(B) (Comments)

B. COMMENT S (optional)

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 2.0
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CIT CORE TRANSPLANTWAITLIST

Subject ID ;

Pagelof 1
1. Date and time action was taken:
(L.a)ActionTekenDatea. Date: - (dd/mmm/yyyy)
(Lb)ActionTakenTime b. Time: | (hhmm- 24 hr clock) InitialAction
2. Action taken on the national transplant waitlist. Check only one (a-€): (2.a)

a. Ll Initial Listing (2.a.i) ActionList
I O Active status (1)
Il O Inactive status (2)
I O Listed without a status (3)

b. [] Status changed to Active (2.b) ActiveAction

c.[] Status changed to I nactive (2.c) InactiveAction
(select al that apply)

Statusl nactiveSitePl i[] SitePl Unavailable (2.c.i)
Status! nactiveSiteStudy il ] Site Study Coordinator Unavailable (2.c.ii)
StatuslnactivelsletLab  iii [] Islet Lab Support Unavailable (2.c.ii)

Statusl nactiveSubject iv[ ] Subject Unavailable (2.c.iv)
Statusl nactiveTransientCon v [ ] Transient condition while on protocol waitlist (2.c.v)

Status! nactivel nstitution vi[] Institution Closed (i.e. holiday or other closure) (2.c.vi)
StatusinactiveOther ~ Vvii[ | Other reason:

(2.cvii)  (2.c.vii.Other) StatuslnactiveTB

d. ] Removed from the national transplant waitlist  (2.d) RemoveAction
(select al that apply)

(2.d.0) —— 1 [] Study consent withdrawn AND subject did not receive
anidettransplant RemoveFromList
(2.d.ii) Il [] Subject recieved a study islet transplant (do not foresee
subsequent id et transpl ants) RemoveFromListidetTransplant
(2.d.ii) iii [ ] Subject becameineligible and subject did not receive anislet
transplant  RemoveFromListSubject
(2.d.iv) iv [] Other Reason:
RemoveFromListOther (2.d.iv.Other)RemoveFromListTB
(2.€) e. [ ] Other Action Taken:
OtherAction (2.e.0ther)ActionTB

CLINICAL ISLET TRANSPLANTATION CONSORTIUM Version 1.0
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