
BASIC Study Manual of Operations Version 3.2 
April 3, 2017

1 

 

 

 
 
 
 
 
 
 

 
 
 
 
 
 

Childhood Liver Disease Research Network (ChiLDReN) 
 

BILIARY ATRESIA STUDY 
IN INFANTS AND CHILDREN (BASIC) 

 
Manual of Operations (MOO) 

Version 3.2 
April 3, 2017 

 
 

 
 
 
  



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

2 

 

 

 
 
 
 

Table of Contents 
Childhood Liver Disease Research Network (ChiLDReN) .............................................................. 1 

1 Overview ............................................................................................................................ 6 

1.1 Purpose of the Manual of Operations (MOO) ............................................................. 6 

1.2 Study Center Numbers ................................................................................................ 6 

1.3 Summary of Study ...................................................................................................... 6 

1.4 Specific Aims .............................................................................................................. 7 

1.5 Hypotheses Related to Specific Aims ......................................................................... 7 

2 Study Organization ............................................................................................................. 7 

2.1 Sponsor ....................................................................................................................... 7 

2.2 DCC ............................................................................................................................ 7 

2.3 Clinical Sites and PIs .................................................................................................. 8 

2.4 NIDDK Data and Safety Monitoring Board ............................................................... 8 

2.5 ChiLDReN Website .................................................................................................... 8 

2.6 Website Uniform Resource Locator (URL) and Access Instructions ......................... 8 

3 IRB Submission and Regulatory Documents ..................................................................... 9 

3.1 Protocol Version Control, Finalization, and Approval Process .................................. 9 

3.2 Consent Form Finalization and Approval Process...................................................... 9 

3.3 Certificates of Confidentiality ..................................................................................... 9 

3.4 Essential Documents for the Conduct of a Clinical Trial .......................................... 10 

4 Informed Consent ............................................................................................................. 10 

4.1 Informed Consent Document .................................................................................... 10 

4.2 Obtaining Informed Consent and Assent .................................................................. 10 

4.3 Re-Consent ................................................................................................................ 11 

4.4 HIPAA Compliance .................................................................................................. 11 

4.5 Non-English-Speaking Participants .......................................................................... 11 

4.6 Other Issues Related to Translators ........................................................................... 11 

5 Training ............................................................................................................................ 12 

5.1 New Study Site Personnel ......................................................................................... 12 

6 Screening and Recruitment............................................................................................... 12 

6.1 Population ................................................................................................................. 12 

6.2 Screening/Recruitment Plan ...................................................................................... 12 



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

3 

 

 

6.3 Eligibility/Exclusion Criteria .................................................................................... 13 

6.4 Exceptions to the Inclusion/Exclusion Criteria ......................................................... 13 

6.5 Screening/Enrollment Logs ....................................................................................... 14 

7 Study Visit Details ........................................................................................................... 14 

7.1 Visit Descriptions ...................................................................................................... 14 

7.2 Data Collection ......................................................................................................... 14 

7.2.1 Baseline ..................................................................................................................... 14 

7.3 Schedule of Evaluations ............................................................................................ 22 

7.4 Participant Follow-up/Status ........................................................................................ 24 

7.4.1 Time of Transplant for Participants Enrolled as Pre-Transplant in BASIC .............. 24 

7.4.2 Termination or Withdrawal of Participant ................................................................ 24 

7.4.3 Visit Windows .......................................................................................................... 24 

8 Specimen Collection ......................................................................................................... 25 

8.1 Schedule for Specimen Collection from the Child .................................................... 25 

8.1.1 Timetable for Collection of Specimens from the Participant (Child) ....................... 25 

8.1.2 From Each Parent at Baseline (or When Convenient) .............................................. 26 

8.2 Collecting DNA for Rutgers ..................................................................................... 26 

8.2.1 Rutgers: Specimen Collection and Processing .......................................................... 26 

8.2.2 Rutgers: Shipping ...................................................................................................... 27 

8.3 Collecting Samples for NIDDK Biorepository ......................................................... 28 

8.3.1 Collecting Tissue ...................................................................................................... 28 

8.3.2 Procedure for Making Slides from the Tissue ........................................................... 28 

8.3.3 Procedure for Snap-Freezing Liver Tissue ................................................................ 29 

8.3.4 Collecting and Processing Plasma (Child Only) ....................................................... 30 

8.3.5 Collecting and Processing Serum ............................................................................. 75 

8.3.6 NIDDK Biorepository: Specimen Supply Kits ......................................................... 75 

8.3.7 NIDDK Biorepository: Specimen Labeling .............................................................. 76 

8.4 Samples from Ineligible Participants at the NIDDK Repositories. .......................... 77 

8.5 Lab Supplies .............................................................................................................. 77 

9 Adverse Event/Serious Adverse Event (SAE)/Regulatory Bodies Reporting.................. 77 

10 Study Monitoring ............................................................................................................. 78 

10.1 Goals of Monitoring .................................................................................................. 79 

10.2 Monitoring Visits ...................................................................................................... 80 

10.3 Frequency and Content of Monitoring Visits ............................................................ 80 

11 Study Completion and Closeout ....................................................................................... 80 

APPENDIX A: Summary of Changes .................................................................................... 82 



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

4 

 

 

APPENDIX B: BASIC Protocol Amendment (Version 5.0, Amendment 4) ......................... 92 

APPENDIX C: Consent Templates ........................................................................................ 93 

APPENDIX D: Certificate of Confidentiality ........................................................................ 94 

APPENDIX E: Site Screening and Enrollment Log ............................................................... 95 

APPENDIX F: Sentinel Events .............................................................................................. 97 

APPENDIX G: Endoscopy Form 41 .................................................................................... 100 

APPENDIX H: ChiLDReNLink User Guide ....................................................................... 105 

APPENDIX I: Saliva Kit Instructions .................................................................................. 106 

APPENDIX J: Rutgers Genetic Collection and Shipping .................................................... 109 

APPENDIX K: NIDDK Biorepository Shipper Assembly .................................................. 110 

APPENDIX L: Site Monitoring Log .................................................................................... 111 
 



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

5 

 

 

 
 
 
 

List of Appendices 
 

Appendix A: Summary of Changes to BASIC MOO Version Date April 3, 2017 
Appendix B: Protocol BASIC, Version 5.0 Amendment 4 November 3, 2016 
Appendix C: Informed Consent Templates 
Appendix D: Certificate of Confidentiality 
Appendix E: Screening and Enrollment Logs 
Appendix F: Sentinel Event Definitions 
Appendix G: Endoscopy Form 41 
Appendix H: ChiLDReNLink User Guide 
Appendix I: Saliva Kit Instructions 
Appendix J: RUTGERS Genetic Collection and Shipping 
Appendix K: NIDDK Biorepository Slide Shipping and Assembly 
Appendix L: Site Monitoring Log 



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

6 

 

 

 
 

1 Overview 
1.1 Purpose of the Manual of Operations (MOO) 
The MOO is designed to facilitate consistency in protocol implementation and data collection 
across studies, study participants, and study sites. Further, the MOO provides reassurance to 
all participants that scientific integrity and study participant safety are closely monitored and 
increases the likelihood that the results of the study will be scientifically credible. The MOO is 
analogous to a toolkit, in that it contains information needed for the conduct and operations of 
the study, and it can be used as a training document. See Appendix A for Summary of Changes 
to MOO version April 3, 2017. 

The MOO is a dynamic document that is updated throughout the course of the study to record 
changes and refinement of procedures. The version number and date should appear on each 
page of the MOO (header) to track all changes and additions to the document. The MOO may 
be downloaded from the Childhood Liver Disease Research Network (ChiLDReN) website. 
The Data Coordinating Center (DCC) will inform the study site via email of any changes in the 
MOO or any other study-related documents. It is the study sites’ responsibility to ensure that 
they are using the most current version. The study site does not need to archive old MOO 
documents. The DCC will have the archived documents available on the website. 

1.2 Study Center Numbers 
Each study site has been assigned a ChiLDReN Center ID number and respective National 
Institute of Diabetes and Digestive and Kidney Diseases (NIDDK) number. These site-specific 
IDs are used for electronic Case Report Forms (eCRFs) and sample shipping manifests. Table 
1 shows each study site in the network with respective ID numbers. 

Table 1. ChiLDReN Centers and Their Associated IDs. 
Center 

Name/City 
ChiLDReN 
Center ID1

 
ChiLDReN Center NIDDK ID2 

(BASIC) 

Chicago 02 (B) D02 
Cincinnati 03 (C) D03 
Denver 04 (D) D04 
Philadelphia 06 (F) D06 
Pittsburgh 07 (G) D07 
San Francisco 08 (H) D08 
Houston 10 (J) D10 
Indianapolis 12 (L) D12 
Seattle 13 (M) D13 

Toronto 14 (R) D14 
Salt Lake City 15 (S) D15 
Los Angeles 17 (N) D17 
Atlanta 18 (P) D18 

1The two-digit numeric ID is the ID as of 1/22/2009; the letter ID is the current ChiLDReN center ID. 
2Assigned by the NIDDK data repository (Information Management System [IMS]). 

 
1.3 Summary of Study 
The purpose of this database is to collect the pertinent clinical information, genetic material, and 
body fluid samples to enable investigators to address the following hypotheses. 



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

7 

 

 

 
 

1.4 Specific Aims 
1. To identify the gene or genes implicated in the etiology of biliary atresia (BA) 
2. To identify polymorphisms that may be important in disease progression 

such as human leukocyte antigen (HLA) polymorphisms 
i. To perform high resolution HLA-A, B, C, DRB1, DRB3 DRB4, 

DRB5, DQA1, DQB1, DPA1, and DPB1 typing on patients with 
BA. 

ii. To utilize a novel computer algorithm that permits screening 
large numbers of HLA alleles to detect shared epitopes in 
patients with BA. 

iii. To assess the role of HLA polymorphism in incidence and severity 
of BA using traditional analysis of allele frequency and a novel 
shared epitope algorithm. 

3. To characterize the natural history of the older, non-transplanted child 
with BA. 

 
1.5 Hypotheses Related to Specific Aims 

1. A genetic defect is a likely causative factor for BA among children with 
BA and multiple congenital anomalies. 

2. Autoimmune factors are likely to contribute to disease progression or 
acquisition and can be identified by correlating HLA among children with 
BA to healthy controls and by comparison of those who develop early 
complications including variceal bleed, ascites, and growth failure 
compared with those who do not. 

3. Sentinel events such as variceal bleeding, ascites, and growth failure are 
earlier predictors of death or need for liver transplantation than the 
pediatric end-stage liver disease score (PELD) 

4. Health-related quality of life (QOL) will be impaired compared with 
healthy age-matched children and will relate to severity of illness. 

5. Growth failure as measured by anthropometrics and nutritional 
supplementation will be predictive of onset of sentinel events (ascites, 
variceal bleed, death, and transplant) in the following 24 months. 

 
2 Study Organization 
2.1 Sponsor 
The study is funded by the NIDDK, which is part of the National Institutes of Health (NIH). 
ChiLDReN is governed by a Steering Committee comprised of the Principal Investigators (PIs) 
from each participating clinical site, the DCC PI, and the NIDDK project scientist. 

At the end of the grant period, specimens will be kept in repositories under contract to NIDDK 
for future use by investigators using a peer review process. 

2.2 DCC 
Arbor Research Collaborative for Health is the DCC for ChiLDReN studies. The DCC provides 
project management, logistical coordination, and statistical leadership for the development, 
implementation, and analysis of ChiLDReN studies. In addition, the DCC will conduct training in 
protocol implementation, data management, monitoring, and quality control. The DCC supports 
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regulatory and technical functions (i.e., ChiLDReNLink). For a list of DCC personnel and their 
roles and contact information, please refer to the Study Directory located on the website 
(ChildrenNetwork.org/Secured/StudyDirectory.aspx). 

2.3 Clinical Sites and PIs 
Participating centers and current site PIs are kept updated on the study directory, located on the 
ChiLDReN website ChildrenNetwork.org. Please refer to this website for up-to-date 
information. 

2.4 NIDDK Data and Safety Monitoring Board 
The Data and Safety Monitoring Board (DSMB) is appointed by the NIDDK and serves in a 
consultative capacity to the NIDDK. 

The Board meets twice a year to provide independent review of data safety and monitoring 
procedures for ChiLDReN Studies. The Board may also convene to review the study protocols, 
if significant safety concerns arise. All protocols are reviewed and approved by the DSMB prior 
to implementation. The Board meets to examine endpoints, participant enrollment, protocol 
compliance, completion of samples and data, toxicity, and safety data from NIDDK-supported 
protocols. Since the ChiLDReN Studies are observational studies with no drug or other medical 
interventions, few adverse events (AEs) related to study-mandated procedures are expected. 
Reference the DSMB Charter and DSMB Membership List (see study website) for additional 
information regarding the DSMB. 

2.5 ChiLDReN Website 
Publicly-accessible information about ChilDReN is available on the ChiLDReN website home 
page. Some portions of the website are password-controlled to limit access to study group 
members (Clinical Centers, DCC, NIDDK, and the DSMB); protect the integrity, security, and 
confidentiality of sensitive project information and the information system; and allow auditing of 
appropriate use. 

The website contains workgroup/subcommittee member lists, meeting agendas, materials, 
minutes, slides and presentations, master documents (including final protocols and consent 
templates), a calendar of events, and the study directory. The secure ChiLDReNLink data entry 
system is linked via the password-protected portion of the website, affording a double 
login/password for access to subject data. 

2.6 Website Uniform Resource Locator (URL) and Access Instructions 
The URL for the ChiLDReN website is ChildrenNetwork.org. Website management resides 
with the DCC. The DCC is responsible for login accounts, study directory updates, postings, and 
maintenance. Upon assigning a username and password, an automatic welcome email will be 
generated, informing the user that access has been granted to the restricted areas of the 
website. Users must change their system-assigned password within 72 hours of the welcome 
email receipt or website access will be denied. 

Usernames and passwords should not be shared. New personnel requiring access to the 
ChiLDReN website should request a unique username and password. For new account 
requests or trouble with usernames and passwords, please contact ChiLDReN- 
Monitors@arborresearch.org. 

https://childrennetwork.org/secured/studyDirectory.aspx
https://childrennetwork.org/
https://childrennetwork.org/
mailto:ChiLDReN-Monitors@arborresearch.org
mailto:ChiLDReN-Monitors@arborresearch.org
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3 IRB Submission and Regulatory Documents 
3.1 Protocol Version Control, Finalization, and Approval Process 
Protocol version control is extremely important to ensure that all participating sites and their 
respective Institutional Review Boards (IRBs) receive identical documents. Before a protocol is 
considered final and assigned a version (e.g., version 1.0), it must go through a formal review 
by the Steering Committee. Once finalized, the protocol document, consent templates, and any 
supplemental materials will be distributed to the sites by the DCC. Sites should submit only 
materials distributed by the DCC to their IRBs. Finalized protocols must NOT be edited, 
changed, or altered. 

All amendments (a written description of a change or changes to or formal clarification of a 
protocol) must undergo a similar approval process. Sites should only submit protocols and 
amendments to IRBs as instructed by the DCC or NIDDK. 

The current Protocol is Version 5.0, Amendment 4: November 3, 2016; (see Appendix B). The 
protocol can also be located on the study website, along with previous versions. 

3.2 Consent Form Finalization and Approval Process 
Protocol-specific consent document templates will be provided to all sites. Site-specific 
language should be inserted into the template. Please refer to Appendix C to view the Consent 
Templates. 

Each site-specific Informed Consent form will be reviewed by the DCC for inclusion of all 
essential elements and compliance with federal regulations. After DCC review, the sites’ 
Informed Consent document drafts will be reviewed by the NIDDK Biosample Repository staff. 
After that review, the NIDDK will return the draft consent to the DCC. The DCC will then return 
the reviewed/edited draft consents to the sites for correction and submission to the IRBs. Please 
note this is the process for initial approval prior to site initiation. For any amendments that 
include revisions to the consent form (additional procedures, increased risk, etc.), the DCC will 
send sites’ IRB-approved consents to the NIDDK for final review. 

File the IRB-approved consent document(s) (memo, consent, and other documents) in the site 
regulatory binder. Scan all approved documents and send electronically to the DCC. 
Throughout the course of the study, the DCC will request these documents when there is an 
amendment to the protocol and at the time of each site’s IRB annual renewal. 

3.3 Certificates of Confidentiality 
Certificates of Confidentiality constitute an important tool to protect the privacy of research study 
participants. Certificates of Confidentiality are issued by the NIH and/or the Food and Drug 
Administration (FDA) to protect identifiable research information from forced disclosure. They 
allow the investigator and others who have access to research records to refuse to disclose 
identifying information on research participants in any civil, criminal, administrative, legislative, 
or other proceeding, whether at the federal, state, or local level. Certificates of Confidentiality 
may be granted for studies collecting information that, if disclosed, could have adverse 
consequences for participants or damage their financial standing, employability, insurability, or 
reputation. By protecting researchers and institutions from being compelled to disclose 
information that would identify research participants, Certificates of Confidentiality help achieve 
the research objectives and promote participation in studies by assuring confidentiality and 
privacy to participants. For more information, please see the NIH’s Certificate of Confidentiality 
Kiosk: grants.nih.gov/grants/policy/coc/. 

http://grants.nih.gov/grants/policy/coc/
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The DCC will obtain and maintain Certificates of Confidentiality for the study. These Certificates 
provide coverage to all clinical sites. Please refer to Appendix D to view the study’s Certificates 
of Confidentiality. 

3.4 Essential Documents for the Conduct of a Clinical Trial 
Essential Documents are those documents that individually and collectively permit evaluation of 
the conduct of a trial and the quality of the data produced. These documents serve to 
demonstrate the compliance of the investigator, sponsor, and the monitor with the standards of 
Good Clinical Practice (GCP) and with all applicable regulatory standards. Sites must send all 
IRB approval notifications to the DCC via email to ChiLDReN-Monitors@arborresearch.org. 

Required regulatory documents are to be kept on-file at the site. The regulatory binder must be 
kept current and available for review during site monitoring visits.  

If the site maintains master files for CVs, lab normals, etc., a note to file should be placed in the 
study-specific regulatory binder to reflect the location of the documents. 

REMEMBER, WHEN THE STUDY IS FINISHED AND READY FOR ARCHIVING, ALL 
DOCUMENTS IN THE MASTER FILES MUST BE COPIED TO BE STUDY-SPECIFIC 
DURING THE CONDUCT OF THE TRIAL. DOCUMENTS WILL BE STORED FOR THE 
LENGTH OF TIME DESIGNATED BY THE SPONSOR. 

4 Informed Consent 
4.1 Informed Consent Document 
For each study, the DCC will provide protocol-specific Informed Consent templates for all study 
sites. Each study site will customize the template and the resulting site-specific draft consent 
will be reviewed by the DCC for inclusion of all essential elements and compliance with federal 
regulations. After DCC review, the sites’ draft Informed Consent documents will be returned to 
the sites for correction and submission to the IRBs. Once approved the site will submit their 
Informed Consent documents to the DCC, the documents will be sent to the NIDDK for review 
and approval. If approved by the NIDDK a letter stating approval and version number will be 
distributed to each site through the DCC.  

The written Informed Consent should be brief and written in plain language so that a participant 
who has not graduated from high school can understand the contents. An investigator or 
investigator delegate, participant (in the case of assent) or parent/guardian (in the case of a 
minor, as defined by the local IRB) and witness (if required by the local IRB) should each sign 
and date the Informed Consent documents. The participant should receive a copy of the signed 
and dated Informed Consent form. The study site must maintain a signed copy of the Informed 
Consent document for each participant in the study. GCP guidelines require that source 
documents should indicate that the Informed Consent form was signed, along with the date of 
signing. 

4.2 Obtaining Informed Consent and Assent 
All potential participants identified by the local PI and/or designee who meet the 
inclusion/exclusion criteria will be given the opportunity to participate. 

Parents/guardians/participants will be given the consent/assent forms to review and opportunity 
to ask questions about the study. 

mailto:ChiLDReN-Monitors@arborresearch.org
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Any additional questions they have will be answered prior to signing the consent/assent. Once 
the consent/assent form is signed, a copy will be provided to the parent/guardian/participant. All 
participants will be consented/assented by the PI and/or designee, who have received 
appropriate training regarding human subject protection and Health Insurance Portability & 
Accountability Act (HIPAA) compliance, as established by the local institutional governing body 
requirements. Local IRB enrollment regulations will be followed in all situations, including for 
example, if the child refuses. 

Assent will be sought from participants, if applicable, based on age and local IRB 
requirements. Consent will be obtained before the participant is given a study ID number. 
Each study site is responsible for having an appropriate consenting procedure in place. 

Telephone Consents may be used if approved by the DCC and local IRB/REB. Sites will 
need to follow guidelines set forth by local IRB/REB for use.  

Failure to give Informed Consent renders the participant ineligible for the study. No 
research procedures will occur before Informed Consent has been obtained. 

4.3 Re-Consent 
If there is a change in any of the study procedures that may affect the participant, the Informed 
Consent document must be revised and again approved by the IRB. Any participants  enrolled 
in the study prior to such changes may be required to sign the amended consent form, 
dependent on your local IRB requirements. 

4.4 HIPAA Compliance 
The HIPAA provides guidelines for investigators pertaining to protection of participant 
confidentiality. Investigators should review information provided in Impact of the HIPAA Privacy 
Rule on NIH Processes Involving the Review, Funding, and Progress Monitoring of Grants, 
Cooperative Agreements, and Research Contracts (http://grants.nih.gov/grants/guide/notice- 
files/NOT-OD-03-025.html). Investigators should contact their appropriate institutional officials to 
learn how the Privacy Rule applies to them, their organizations, and their specific research 
projects. Another helpful source is Protecting Personal Health Information in Research: 
Understanding the HIPAA Privacy Rule, NIH Publication 03-5388, available online at 
privacyruleandresearch.nih.gov. 

At most study sites, a HIPAA form is presented to a potential participant for signature, in 
addition to the Informed Consent form, unless the necessary assurances are incorporated into 
the Informed Consent form. The HIPAA form describes participant and data confidentiality 
associated with the study. 

4.5 Non-English-Speaking Participants 
Many IRBs mandate whether a translated consent document is needed to obtain consent from 
non-English speaking participants or whether a translator can be used to obtain consent. 
Each study site must conform to their local requirements. With respect to completing CRFs, 
each study site should attempt to do their best to avoid errors as a result of translation. 

4.6 Other Issues Related to Translators 
A Human Protection certificate is not needed for the translator because the translator is only 
translating what the health care professional is stating; translators do not provide participant 
care or collect data. 

Translation of any instructions is the responsibility of the study site and should be handled in the 

http://grants.nih.gov/grants/guide/notice-files/NOT-OD-03-025.html)
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-03-025.html)
http://privacyruleandresearch.nih.gov/
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same manner as for non-research participants. 

All expenses and budget issues related to using translators fall to the study site and should be 
discussed with the PI prior to any expenses being incurred. 

NOTE: Translator issues are study site-specific; they are the responsibility of the study site/PI. 

5 Training 
Site staff will receive study training from the DCC prior to implementation of the study. Training 
will include, but not be limited to, review of: 

• Main protocol 
• Informed Consent process 
• MOO 
• Data collection eCRFs 
• Schedule of events 
• Study-specific procedures 
• Collecting, processing, labeling, shipping, and tracking of biosamples 
• Use of ChiLDReNLink 
• Site initiations and monitoring plan 

 
Please notify the DCC (ChiLDReN-Monitors@arborresearch.org) of new study team personnel 
so they can receive the appropriate training and web access. 

5.1 New Study Site Personnel 
• When a study site has new personnel who will be working on the ChiLDReN study, 

please contact the DCC as soon as possible at ChiLDReN- 
Monitors@arborresearch.org. Please see study website for current 
Onboarding/Offboarding/Change of Information form. 

• New study site personnel need to sign the site signature log and have their delegated 
study responsibilities listed. 

 
6 Screening and Recruitment 
6.1 Population 
The study population to be enrolled will consist of male and female children and young adults 
with confirmed diagnosis of BA who are greater than or equal to 6 months of age. All racial and 
ethnic groups will be included. 

6.2 Screening/Recruitment Plan 
Recruitment will be open to any eligible participant. The method of contacting the study 
participant will conform to local IRB guidelines. In general, the parents or guardians of all 
eligible participants at each ChiLDReN center, or the participants themselves if 18 years of age 
or older, will be contacted to introduce the study. Methods to contact participants may include 
sending an IRB approved letter of introduction, followed by a telephone call and, if willing, 
arrangement of an appointment, at which time Informed Consent will be obtained. New patients 
who are at least 6 months of age and are not participating in the ChiLDReN Prospective Study 
of Biliary Atresia Epidemiology (PROBE) will also be approached. The study will be listed on 
clinicaltrials.gov and the ChiLDReN and related websites. Clinical sites may advertise to attract 
self-referrals, subject to local IRB approval. 

mailto:ChiLDReN-Monitors@arborresearch.org
mailto:ChiLDReN-Monitors@arborresearch.org
mailto:ChiLDReN-Monitors@arborresearch.org
mailto:ChiLDReN-Monitors@arborresearch.org
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6.3 Eligibility/Exclusion Criteria 
Inclusion Criteria 

• Participants need to have a confirmed diagnosis of BA determined by chart review, 
including review of pertinent diagnostic biopsy reports, radiologic reports, and / or 
surgical reports (if surgery was performed). Acceptable confirmation would include: any 
medical record document that confirms a Kasai procedure was completed (i.e., surgical 
report), or any diagnostic report, pathologic or radiologic report that has a definitive 
diagnosis of BA documented. This will be acceptable because the sites do not need to 
have all three to confirm a diagnosis of BA. PI confirmation of eligibility is required for 
study entry. If the diagnosis is indeterminate, this would be exclusion criteria for study 
entry. 

• Participants need to be greater than or equal to 6 months of age up to and equal to the 
age of 20 (participants enrolled at 20 years of age will have one visit).  

• Participants can either have their native liver or have a confirmed liver transplantation. 
• Parent, guardian, or participant (if 18 years of age or older) is willing to provide 

Informed Consent. When appropriate, the subject is willing to assent. 
 
Exclusion Criteria 

• Active enrollment in the CHiLDReN study PROBE (NOTE: non-active PROBE 
participants may be enrolled.) 

• Inability to confirm original diagnostic evaluation of BA 
• Inability or unwillingness of family or participant to participate in all scheduled visits. 

 
6.4 Exceptions to the Inclusion/Exclusion Criteria 
Whenever the answer to an inclusion criterion is no, or the answer to an exclusion criterion is 
yes (even if the condition for the exclusion is fulfilled), an exemption will be required. The site 
study coordinator will notify the clinical monitor via email:  ChiLDReN-
Monitors@arborresearch.org and provide as much information as possible. Once the clinical 
monitor has sufficient information an email will be sent to the Exemption Committee for a vote. 
Additional emails may be required to gather information or answer questions from the 
committee. This committee will be composed of three of the site PIs, an NIH representative, 
and a DCC member. The committee will review the request and will decide by majority vote to 
either allow the participant to be enrolled or deny enrollment. 
The Exemption request Form (Form 15) should be completed at the time of consent by the 
requesting site. Upon completion of review by the Exemption Committee the DCC will notify 
the site of the vote. Instructions for completion of the Exemption Form 15 are found in Section 
7.2.2 Miscellaneous Form 15. 
If the participant is allowed to enroll in the study through an exemption, answer the exemption 
question appropriately in Section G of the eligibility section of ChiLDReNLink. 
Following the completion of the Exemption Form 15 the study coordinator must also complete 
a Protocol Deviation Form 40. The investigator will sign and date the Form 40, scan the form 
and submit to the DCC via: ChiLDReN-Monitors@arborresearch.org for review and DCC staff 
signatures. The Protocol Deviation is entered into ChiLDRenLink. The granted exemption and 
protocol deviation are reported to the sites IRB according to the site’s IRB regulations for 
reporting of these types of events. The Exemption Form is filed in the participant’s binder, and 
the Protocol Deviation is filed in the regulatory binder. Response from the IRB in reference to 
the exemption and protocol deviation are filed in the regulatory binder under the appropriate 
section. 

 

mailto:ChiLDReN-Monitors@arborresearch.org
mailto:ChiLDReN-Monitors@arborresearch.org
mailto:ChiLDReN-Monitors@arborresearch.org
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6.5 Screening/Enrollment Logs 
Screening and Enrollment Forms: Two essential documents that record all individuals who 
are screened (Screening Log) and enrolled (Enrollment Log) into a ChiLDReN study. The forms 
can be located in Appendix E and printed off or developed independently by study sites to 
capture this essential information. In either circumstance, they should be kept up-to-date 
throughout the study and made available for review for monitoring purposes. 

7 Study Visit Details 
7.1 Visit Descriptions 
Native Liver: Participants with a native liver will be seen at baseline and will continue to be 
followed at annual visits until 20 years of age (+/- 6 months of age) or until transplanted. . If the 
participant undergoes a liver transplant, an annual visit collection of data and specimens should 
be obtained at the time of transplant.  Once all consented DNA samples are completed, 
participation will end. In the manual and in subsequent analysis, these participants will be 
referred to as being in the pre-transplant cohort. 
Transplant: Participants with a liver transplant before enrollment will be seen at baseline only. 
The baseline visit has an 18 month window to allow sites time to coordinate the collection of 
DNA samples and completion of study data. These participants are referred to in the manual and 
subsequent analysis as being in the post- transplant cohort. The only biosample collected for 
this population and their parents is blood for the DNA repository. This is optional, based on 
consent by parent and/or child. Participants will have a baseline visit with limited data collection 
(Table 3). 

7.2 Data Collection 
After Informed Consent is obtained, the participant will be followed at a ChiLDReN clinical site, 
where a detailed interview and physical examination will be conducted. Laboratory results and 
QOL assessments will be completed, and data will be recorded in the study database 
(ChiLDReNLink). Historical instructions and CRFs are located on the study website for 
reference. 

If biosamples are not collected at the visit, but are able to be collected at a future visit that is 
within the visit window (example annual follow-up visit windows are +/- 6 months). For these 
visits, the biosample collection adhoc visit label (processed blood) should be used. 

7.2.1 Baseline 
Eligibility – Form 1 

• Eligibility: Fulfillment of the inclusion/exclusion criteria is to be reviewed by the PI.The 
coordinator is to enter “yes” and the date of PI review on the eligibility form to signify PI 
confirms eligibility for the study. This data must be collected at recruitment. The data is 
entered in the ChiLDReN data entry system (eCRF). The Eligibility eCRF (Form 1) 
should be reviewed by the PI, confirming eligibility.  

• The parents or guardians may selectively participate in this study. The participant can 
selectively participate in the DNA testing. Document this information on the Eligibility 
eCRF for each parent and child. 

• For pre-transplant patients only – parents who refuse DNA sample collectionfor their 
child: The participant is still eligible if the parents or guardians elect not to have a DNA 
sample collected and stored at the repository.   

• Section D – Use Pending when a parent is not present, but is expected to be present in 
the future. Use NA when there is no biological parent, or when the parent is not present 
and is not likely to be present. Update answer to Yes or No when the parent is available; 
enter date of consent on the Eligiblity eCRF. 
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Demographics – Form 3A 
Demographics: Information on gender, ethnicity, and race will be collected at baseline. Data is 
collected by interview with the parents or guardians. All demographic data is required for any NIH 
study. Participants should be given the opportunity to self-report the ethnic and racial category(s) 
that they identify with. There should always be an option for a participant to deny reporting these 
data, in which case they will report this as “unknown/not reported”. There may be situations 
where self-report of race and ethnicity is not feasible because the participant is incapable of 
providing the information. In these situations, investigators should determine what is the most 
reasonable approach, such as obtaining the information from other sources (e.g., medical 
records, family members, etc.) or whether it is more appropriate to indicate “unknown/not 
reported.” Participants should be offered the choice to select as many racial categories that they 
deem appropriate. When reporting to the NIH, these individuals will be aggregated under the 
“more than one race” category. 

If the interviewee needs ethnicity or race defined, definitions according to NIH guidelines are 
outlined below. 

Definitions 

• ETHNICITY 
Hispanic or Latino: A person of Cuban, Mexican, Puerto Rican, South or 
Central American, or other Spanish culture or origin, regardless of race. The 
term “Spanish origin” can be used in addition to “Hispanic or Latino”. 

 
Not Hispanic or Latino: Does not fall into the Hispanic or Latino category as 
described above. 

 
Unknown/Unreported: This category should be used when a participant 
declines reporting these or is unable to answer this, and the investigator 
deems it appropriate to use this category instead of other means of data 
collection (e.g., medical records, family members, etc.). 

 
• RACIAL CATEGORIES 

American Indian or Alaska Native: A person having origins in any of the original peoples 
of Northand South America(including Central America) and who maintains tribal 
affiliations or community attachment. 

 
Asian: A person having origins in any of the original peoples of the Far East, Southeast 
Asia, or the Indian subcontinent, including, for example, Cambodia, China, India, Japan, 
Korea, Malaysia, Pakistan, the Philippine Islands, Thailand, and Vietnam.  

 
Black or African American: A person having origins in any of the black racial groups of 
Africa.  Terms such as “Haitian” or “Negro” can be used in addition to “Black or African 
American”. 

 
Native Hawaiian or Other Pacific Islander: A person having origins in any of the original 
peoples of Hawaii, Guam, Samoa, or other Pacific Islands. 

 
White : A person having origins in any of the original peoples of Europe, the Middle 
East, or North Africa. 

 
Unknown/Unreported: This category should be used when a participant declines 
reporting these or is unable to answer this, and the investigator deems it appropriate to 
use this category instead of other means of data collection (e.g., medical records, family 
members, etc.) 
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Medical History – Forms 3B, 3C, & Form 24 
Past Medical History 3B: These questions will vary based on whether the participant is in the pre- 
transplant or post-transplant cohort. The liver and targeted medical history information should be 
collected by verbal history and review of available medical records (from birth to present) upon 
enrollment of participants. The information should be reviewed confirming accuracy of the 
medical history listed and meeting ChiLDReN Network definitions. Participant targeted medical 
conditions that are currently active, but controlled with medication, should be reported as 
persistent on this form. 

Past sentinel events are collected for participants enrolled in the pre-transplant cohort only.  
Medical history from birth to present will be collected by verbal history and review of medical 
records upon enrollment. The pertinent information is obtained by query of occurrences of: 
ascites, hepatopulmonary syndrome (HPS), nutritional supplementation, cholangitis, 
esophageal variceal bleed, other gastrointestinal (GI) bleed, sepsis, peritonitis, bone fracture,  

Targeted liver events must meet the definition of sentinel events (for recording of these 
events on this eCRF. 

At each follow-up visit, the clinical research coordinator (CRC) will ask the parents if the child 
has had any medical visits or sentinel events since the last study visit. This includes 
hospitalizations. These definitions are included in Appendix F and should be referred to and 
reviewed frequently when reviewing a participant’s medical history at baseline and at all 
future study visit intervals. 

 
Congenital Anomalies – Form 3C 
Details of associated congenital anomalies will be obtained by chart review and verbal 
recollection from the primary caretaker. As part of the manual of operations, we have 
compiled a complete list of which anomalies to record. 
This data is to be reviewed by the PI prior to data entry. 
 
Follow-Up Medical History – Form 24 
NOTE: Pre-transplant participants only: Follow-up medical history (Form 24) will be obtained at 
each follow-up visit for the pre-transplant participants. The sentinel events should be reviewed, 
and all new events occurring since the last recorded study visit should be recorded. If the 
participant is listed for transplant at a follow-up visit, the clinical site will need to complete a 
Form 25L to document the transplant listing data. Record all surgical/endoscopic procedures 
since the last study visit. If a subject has had an esophageal or other GI bleed, an endoscopy, a 
ligation procedure, and/or sclerotherapy, complete a separate Endoscopy eCRF Form 41. See 
additional instructions located in the Appendix G Endoscopy Form 41. 

Pregnancy History – Form 4A & 4B 
Both pre- cohort participants will complete this form at baseline, if aged 18 years and greater. 
Female participants age 18 and older of child-bearing potential will complete the Female 
Adolescent Questionnaire (Form 4A). All male participants age 18 and older will complete the 
Male Adolescent Questionnaire (Form 4B). Pre-transplant participants will complete this form at 
annual follow-up visits if 18 years or older. 

Maternal and Paternal History – Forms 5 & 6 
Maternal/Paternal (biological mother and father) family history with an emphasis on liver and 
autoimmune diseases and congenital abnormalities: Data is collected by interview with the 
parent(s). Detailed disease history should be obtained for all first-order biological relatives, 
including the infant’s mother, mother’s siblings, infant’s maternal grandparents, and biological 
siblings of the infant. Information on siblings who are related by blood, including half-siblings, 
should be included on this form. If biological mother and/or father are not available, this 
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information may be collected from current guardian, if known. 

Physical Exam – Form 7 & 20 
Pre-Transplant Subjects Only 

• Weight, height, head circumference (only recorded on participants less than 
3 years of age), right triceps skinfold, right subscapular skinfold, and right 
mid arm circumference. It is acceptable to use the left arm for these 
measurements. ChiLDReNLink will have an additional drop-down to include 
left arm, if right arm was not used. Directed abdominal and skin exam 
pertinent to liver disease. At each follow-up visit, a physical exam will be 
performed for the pre-transplant participants. 

• The baseline physical examination can occur at the time that eligibility is 
determined at the ChiLDReN clinical site. Often, this will occur prior to 
Informed Consent, and data from the medical record can be used. The 
checkbox for source data from the Medical Record should be checked. 

• Following are guidelines that should be followed for the Physical Exam 
Assessments: 

 
Head Circumference 

• Head Circumference is only measured on subjects <3 years of age. 
• Measured using a cloth or paper-measuring tape. 
• The participant’s head should be held straight. The measurer's eyes 

should be level with the measuring tape when placed around the 
participant's head. 

• The tape should be halfway over the eyebrows in the front and on the 
most posterior aspect of the head (the occiput) in the back. 

• The measurement is read to the nearest 0.1 cm and recorded. 

Arm Circumference 
• Measured with a cloth or paper-measuring tape. 
• The measurer should locate the midpoint of the upper arm by 

measuring the length of the upper arm. 
• The tape is wrapped around the arm, making sure not to indent the 

skin. The tape should be kept level around the arm in a plane 
perpendicular to the long axis of the arm, to ensure an accurate 
measurement. 

• The measurement is read to the nearest 0.1 cm and recorded. 

 
Skinfold Thickness 
 
Triceps Measurement 

 

• Measured along the midline on the back of the triceps of the right arm. 
• Determine the midpoint located between the top of the acromial process 

(top of the shoulder) to the bottom of the olecranon process of the ulna 
(elbow). Pinch the skin so that the fold is running vertically. 

• Grab the skin with the thumb and forefinger about 0.5 inches from the 
measurement site, following the natural fold of the skin. 

• Lift the skin up from the muscle, apply the calipers, and wait for 4 
seconds before reading the calipers. Fat is compressible, so reading 
the scale before or after the 4-second delay may affect the results. 
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Subscapular Skinfold Measurement 
 
• Measured along the lower angle of the scapula. 
• The pinch is made following the natural fold of the skin, 

approximately on a line running laterally (away from the body) and 
downwards (at about 45 degrees). 

• Lift the skin up from the muscle, apply the calipers, and wait for 4 
seconds before reading the calipers.  Fat is compressible, so 
reading the scale before or after the 4-second delay may affect the 
results. 

 
 

Liver Assessments  
• Enter “not done”, if applicable. 
• Determine the location of the liver by palpation. 
• Measure liver span: 

o If on the right side, measure the liver span in the mid-clavicular line 
on the right side. 

o If on the left side, measure the liver span in the mid-clavicular line 
on the left side. 

o If in the midline, use the larger of the two spans. 
• Measure liver edge: 

o Either below the right costal margin or the left costal margin, based 
on the side that the liver is located. 

o If the liver is in the midline, use the larger of the two measures. 
o If not palpable, enter “Liver edge not palpable”. 

• Assess the liver texture, defined as: 
o Soft – normal, easily pliable liver edge. 
o Firm – rubbery feel to liver edge, but still pliable. 
o Hard – liver edge not pliable, feels like wood or stone. 
o Nodular and hard – hard liver with palpable nodules or bumps. 
o Not palpable 

Spleen Assessments 
• Enter “not done”, if applicable. 
• Determine the location of the spleen by palpation. 
• When the spleen is not palpable, check “not palpable”, and leave the 

other boxes empty. 
• If on the left side, measure its size below the left costal margin. 
• If on the right side, measure its size below the right costal margin. 
• If in the midline, use the larger of the two measurements. 

 

Ascites Assessments 
• The Physical Exam Definition for Ascites is the presence of excess fluid 

in the abdominal cavity. Ascites is diagnosed by the presence of shifting 
dullness, ballottable fluid, bulging flanks, or a fluid wave. 

 
TANNER Score 
If child is 8 years or older, or if precocious puberty is suspected: 

• The study coordinator will print either the GIRLS or BOYS version of the 
form and distribute it to the child for completion. This is a self-assessed 
form, and should be completed by the child. 
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• The study coordinator will enter results from the form into the physical 
exam section for the TANNER Results at a later date. The completed 
TANNER form will be stored in the participant’s study binder as 
source documentation. 

 
Labs – Forms 8 & 23 

• If participant previously had labs done prior to enrollment visit you may enter labs from 
the prior 7 days if clinical labs were not done on day of enrollment visit. 

• Lab entry window of +/- 3 months from date of visit for Annual Follow-up visits. 
 
 

Pre-Transplant Participants Only 
• Routine tests for clinical care will be obtained at baseline and yearly follow-up visits. 

These labs will be included on the eCRF if ordered as part of standard of care. Do not 
order these labs specifically for this study. 

 
• These include: total bilirubin, indirect bilirubin, direct bilirubin, unconjugated 

bilirubin, conjugated bilirubin, AST, ALT, alkaline phosphatase, albumin, total 
protein, GGTP, PT/INR, , triglycerides, sodium, potassium, chloride, 
bicarbonate, creatinine, bun, glucose, CBC, vitamin A, 25-OH vitamin D and 
vitamin E levels. ,  The tests will be performed at specified intervals during 
outpatient follow-up. These tests will be analyzed in a Clinical Laboratory 
Improvement Amendments (CLIA) and/or College of American Pathologists 
(CAP)-approved laboratory since clinical decisions will be made based on the 
results. 

 
• Lab Dates – If all the dates are the same as the visit date there is no need to 

enter any date. Otherwise, enter a date for the first lab (highest on the page) 
performed. Only enter a new date when the date of the lab data changes from 
the one listed above. 

 
• Some labs will provide results in different units other than what is 

documented on the eCRF. If this is the case, please send a message thru 
the “contact us” link in the database and request to have the additional unit 
added. Sites are not expected or encouraged to convert units of 
measurement. 

 
• When a complete panel is not obtained, check the ND box opposite of the name 

of the lab panel. When individual labs are not obtained check the individual box 
opposite the specific lab. 

 
For pre-transplant participants who receive a transplant during the course of the study, the 
following labs will be recorded: total bilirubin, indirect bilirubin, direct bilirubin, 
unconjugated bilirubin, conjugated bilirubin, AST, ALT, alkaline phosphatase, albumin, 
total protein, GGTP, PT/INR, triglycerides, sodium, potassium, chloride, bicarbonate, 
creatinine, BUN, glucose, and CBC. 

• Approximately, 6.5 ml of blood may be removed from the child at each visit to 
evaluate hepatic function, and electrolytes. In addition, 3 ml of blood may be 
removed to test vitamin levels. More blood may be withdrawn to perform 
additional clinically indicated lab tests. 

 
• When the participant is a patient at the ChiLDReN site, the blood for clinical 
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tests will be drawn as part of the annual clinical evaluation of the subject. 
When the subject is a research subject and not a patient, this blood volume 
will be included in the total computation of blood volume for research use. 
However, this blood will not be drawn from research subjects who are post-
transplant. These tests will be performed by the clinical research sites local 
lab. 

 
Priority List for Blood Samples 
When there is insufficient blood for all samples, the priority of blood samples is as follows: 

1. Hepatic function and electrolytes and complete blood count* 
2. Other clinically indicated tests (non-research tests only)* 
3. Blood for DNA  
4. Plasma* 
5. Serum* 

* These tests are not performed for research purposes when the participant is 
post- transplant. 

 
Note: When insufficient blood is collected for both plasma and serum, first collect 
the blood for plasma and collect any remaining blood for serum. 

 
QOL – PedsQL 
Pre-Transplant Subjects Only 
The PedsQL 4.0 (Pediatric QOL Inventory Version 4.0): Age-appropriate QOL 
information will be collected for Pre-transplant subjects. This evaluation will be 
performed at enrollment and at annual follow up visits for participants with their 
native liver. 

 
Autopsy Report – Form 35A 
In the event of death, if an autopsy report is completed record all relevant data on the 
autopsy CRF. 

 
Endoscopy Form – Form 41 
This form is completed for participants in the pre-transplant cohort only, when Follow-up Form 
24 endoscopy related events are checked yes. This eCRF should be printed and the 
investigator should review and sign for source documentation. The form should be data 
entered into ChiLDReNLink. 
 
 



BASIC Study Manual of Operations Version 3.2 
April 3, 2017

21 

 

 

 
 
7.2.2 
 Protocol Exemption Request – Form 15 

• This form is completed by the site after the email request has been submitted to 
ChiLDReN-Monitors@arborresearch.org requesting a protocol exemption.    

• B1. Describe the inclusion/exclusion criteria that are violated or reason for exemption 
being requested. 

• B4-B5. Enter the name email address of the investigator requesting the exemption.  
• C1.  Check appropriate box once notified by DCC regarding decision of the Exemption 

Committee. 
• C2-C3.  Complete with date of decision and name of the person reporting decision to 

site. This could be name of DCC designee or name of chair of Exemption Committee. 
• Z1.  Should be checked yes. 
• If samples from ineligible participants have been collected and sent to the repository, 

they cannot be used and will need to be destroyed. If samples need to be destroyed 
please notify the DCC by using the ChiLDRen-Monitors@arborresearch.org email 
address. Please specify samples to be destroyed (subject identifier, barcode, and 
visit). The DCC will notify the Repository and/or other appropriate lab. Once the DCC is 
notified by the Repository and/or other appropriate lab that samples have been 
destroyed we will send you an email confirmation to file in your study documents.  
Therefore, when an exemption is requested, please do not send samples to the 
repository until after the eligibility decision is made. 

 
Final Status – Form 35 

Pre-Transplant Participants Only Definitions: 
• Lost to follow-up: Participant has missed 3 consecutive (annual) visits without known 

transfer of care 
• Other early termination: Participant has moved out of treatment area, transferred to 

adult care, or transferred to non-ChiLDReN center 
• Completed Study:  Participant has aged out (reached 20.5 years of age) 
• Transplant: Participant has received a liver transplant and completed DNA trio collection. 

 
NOTE:  Post-transplant (those transplanted during the study) participants who reach 20.5 
years of age should be exited regardless of DNA collection status. The reason provided 
should be Completed Study. 
 

FORM IS NOT COMPLETED FOR THE FOLLOWING PARTICIPANTS! 
• Post-transplant participants have only one visit (baseline), which has an 18 month 

window to complete all study procedures, and their study participation ends.  
 
Missing Visits 
If a Final Status happens as a visit date and appears in your “widgets” on the homepage in 
ChiLDReNLink as an overdue visit you will need to mark the visit as a “missed visit”. 

 
Protocol Deviation – Form 40 

A protocol deviation is a departure from the expected conduct of an approved study that is not 
consistent with the current research protocol, consent document, or study addenda that had 
not been anticipated. All protocol deviations must be reported in writing to the DCC 
immediately upon discovery, using a protocol deviation report eCRF form, and must be 
reported to local IRBs/ERCs, if required by your local IRB/ERC. 
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A protocol deviation may be a divergence in a procedure from that indicated in the protocol 
(such as drawing more blood than indicated in the protocol). Specific categories are provided 
on the eCRF. 

Enrolling a participant who does not meet eligibility criteria, but for whom enrollment is authorized 
by the Exemptions Committee, also constitutes as a protocol deviation. The NIDDK and the 
DSMB will track the enrollment of participants who require exemptions to the inclusion/exclusion 
criteria. 

Protocol Deviations 
A  protocol deviation includes a deviation that impacts one of the following: 

• The inclusion and/or exclusion criteria 
• The ability of the sponsor to evaluate the endpoints of the study 
• A consent violation 

 
Protocol deviations also include situations that result in noncompliance with the study protocol, 
or GCP.  

Below is a list of some protocol deviations(major and minor) the DCC will be tracking: 
• Participant enrolled, but does not meet eligibility criteria 
• Non-adherence to study design 
• Loss of samples or data as per protocol schedule of events 
• Failure to obtain Informed Consent prior to initiation of study-related procedures 
• Falsifying research or medical records 
• Performing tests beyond professional scope 
• Working under an expired professional license/certificate 
• Breach of confidentiality 
• Improper or inadequate Informed Consent procedure 

 
Study Coordinators will print out the Protocol Deviation Form 40, and complete the form with all 
available information. Once completed, the deviation form is scanned and sent to the DCC via 
ChiLDReN-Monitors@arborresearch.org. The DCC clinical monitors and clinical study process 
manager will review the deviation and determine whether it’s a major or minor deviation, sign the 
deviation and return to the site for IRB submission. 
 
NOTE:  Further follow-up in reference to the action plan outlined in the protocol deviation may be 
requested from the DCC clinical monitor. 
 
Protocol deviation reports are to be submitted to your IRB per their reporting procedures. The 
response from your IRB to the deviation reports are to be filed in the regulatory binder under 
major correspondence. 
 

7.3 Schedule of Evaluations 
The following two tables describe the evaluations to be performed at each visit: Table 2 for a 
subject with a native liver (pre-transplant cohort) and Table 3 for a subject who had a liver 
transplant prior to study enrollment (post-transplant cohort). A visit may extend over more than 1 
day. When possible, research visits will be scheduled to coincide with clinical visits. 
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Table 2: Evaluations for Participants Enrolled with Native Liver 
Evaluations for participants 
enrolled with native liver Baseline Annual 

follow up At transplant Once 
(any visit) 

Window for visit  ± 6 months   
Informed consent & eligibility X    
Lab Testing 

CBC  X X X  
Hepatic function  X X X  
PT/INR X X X  
Vitamin D: 25-OH vitD X X   
Vitamin A with RBP X X   
Vitamin E  X X   
Directed Physical Exam 
Weight X X X  
Height X X X  
Head circumference X X X  
Vital signs/anthropometry X X X  
Liver size & texture X X   
Spleen size & texture X X   
Skin X X   
Information 
Demographics (gender, race, DOB, 
ethnicity, #) X    

Targeted Liver and medical history 
(SPLIT) (lifetime), PELD/MELD X    

Detail of associated anomalies X    
Medications/herbal remedies X X X  
Targeted liver events  X X  
Quality of life (PedsQL4.0)  X X   
Pregnancy questionnaires  X X   
Specimens from Child 
Serum for repository X X X  
Plasma for repository X X X  
DNA for repository    X 
Liver specimens for repository   X  
Specimens from Parents 
DNA for repository    X 
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TABLE 3:  Evaluations for Participants Recruited with Liver Transplant 
Visit Window: Complete data collection within 18 months Baseline 
Informed consent & eligibility X 
Information 
Demographics (gender, race, DOB, ethnicity) X 
Detail of associated anomalies X 
Target liver and medical /surgical history X 
Family medical history X 
Specimens from Participant 
DNA for repository X 
Specimens from Parents 
DNA for repository X 

 
 
7.4 Participant Follow-up/Status 
7.4.1 Time of Transplant for Participants Enrolled as Pre-Transplant in BASIC 
If Child Has Transplant: When a transplant is performed, samples should be collected for 
the ChiLDReN repository and for the NIDDK repository (Table 2). Labs and medical history 
are collected at time of transplant, using the last data available before transplant. 

7.4.2 Termination or Withdrawal of Participant 
The patient’s parents or guardians may request that the patient be removed from the study at 
any time. In addition, the PI investigator may withdraw a participant from the study if the PI 
determines that it is in the participant’s best interests. 

Note: Upon request of the parents or guardians, samples and data that have been submitted to 
the NIDDK repository or to the DCC may be destroyed unless the samples have already been 
used or the data have been included in reported analyses, or unless the linkage between the 
research identifier and the participant has been destroyed. 

When the study ends at a clinical site or the participant completes the study, the linkage 
between the samples and the participant will be destroyed. Once this linkage has been 
destroyed, it will no longer be possible to withdraw samples and data from the repository and 
the database in response to a patient request. 

7.4.3 Visit Windows 
Clinical Visits 
Visit window for follow-up visits for pre-transplant participants is ± 6 months. 

Transplant Visit 
When a transplant is performed, samples should be collected for the NIDDK repository and 
lab data, and if more than 3 months since the last annual follow-up visit, a medical history 
should be repeated at the time of transplant, using the last data available before transplant. 

Out of Window Visits 
Annual visit windows are ± 6 months from the baseline visit to the next annual follow-up 
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visit. Visit compliance will be monitored by the DCC and reported to the site on a regular 
basis. If a study visit is unable to be scheduled within the timeline for that visit year, the 
study coordinator will mark the visit as missed and complete the next visit within the visit 
window (ChiLDReNLink User Guide, Appendix H). 
 

In Hospital at Time of BASIC Visit 
The clinical site should make all attempts to get as much data as possible from the hospital 
records for that BASIC visit. If this is not possible, the CRC should document the visit as a 
missed visit. At the next scheduled visit, it is the CRC’s responsibility to collect all data 
related at that hospitalization (if the participant has been discharged) and report it in the 
eCRFs. 

8 Specimen Collection 
8.1 Schedule for Specimen Collection from the Child 
NOTE: Blood samples should be drawn at the same time that blood is taken for clinical 
testing or when there is IV access for a clinical procedure. Blood samples must be drawn in 
accordance with local IRB regulations with respect to timing and amounts. 

• Baseline 
• Annual Follow-Up visits through age 20 or until transplanted 
• ***Transplantation 

***When blood for DNA has NOT been drawn prior to transplantation, also draw: 

4 ml of whole blood in one ethylenediamine tetraacetic acid (EDTA) vacutainers provided 
by the Rutgers University Cell & DNA Repository that will be used for DNA extraction. This 
draw should only occur if consent for extraction and storing DNA has been obtained. This 
draw should occur either before or at transplantation or at a clinical visit after 
transplantation at the time of a routine blood draw. If it is drawn after transplantation, it 
should not be done until at least 2 weeks after transplantation. 

***NOTE: When possible, blood samples will be obtained prior to liver transplant, when 
the transplant is 3 months or more after an annual visit. 

8.1.1 Timetable for Collection of Specimens from the Participant (Child) 
 

 
Serum 

 
Plasma 

 DNA 
Whole 
Blood/
or 
Saliva 

 
Tissue Specimens 

PRE-TRANSPLANT PARTICIPANTS AT BASELINE: 
X X  X NA 

PRE-TRANSPLANT PARTICIPANTS AT FOLLOW-UPS: 
X X  Z NA 

PRE-TRANSPLANT PARTICIPANTS AT TRANSPLANT***: 
 

X 
 

X 
 

 
 

Z 
• 5 frozen liver specimens: and 
• 20 unstained paraffin-embedded slides 

from wedge biopsy 

POST-TRANSPLANT PARTICIPANTS: 
NA NA NA X NA 
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X: Specimen collected at this visit. 
Z:  Specimen is collected only once; at baseline or at a time that is convenient for the 
participant.   
4 - If whole blood collection for DNA extraction is not possible or contraindicated, saliva may 
be obtained for DNA extraction purposes. 2 ml of saliva will be obtained in a saliva collection 
kit. 
NA: Specimen not collected at this visit. 
Plasma: 2 ml in ethylenediamine tetraacetic acid (EDTA) vacutainer to be processed into plasma and placed in 6 cryovials 
Serum: 2 ml in Serum Separator Tube (SST) vacutainer to be processed into serum and placed in 6 cryovials 

 
 
When a BA participant has a transplant but has never had a Kasai, instructions for samples 
taken at transplant (i.e., liver tissue, slides, serum, plasma and) should be followed in the same 
manner, regardless of whether or not the participant has had a Kasai. 
 

Post-Transplant Collection 
1. If whole blood is not obtained at the Baseline visit (only visit), try to obtain within the next 

year. 
2. If unable to obtain within the next year, send a saliva kit to the participant, prior to the 

end of the 18 month window. 
3. This entire process can be completed within the 18 month window. 

8.1.2 From Each Parent at Baseline (or When Convenient) 
 

 Process 

10 ml whole blood/saliva In 1 EDTA vacutainer 
DNA only – send to Rutgers within 24 hours 

8.2 Collecting DNA for Rutgers 
8.2.1 Rutgers: Specimen Collection and Processing 
Collection: Collect the blood specimen into the vacutainers provided by Rutgers DNA may 
be collected via whole blood or, in the event that whole blood collection is not possible or 
contraindicated by saliva. 

• Child: 4 ml in one 4 ml EDTA vacutainer or 2 ml of saliva collected in a saliva collection 
kit.when the participant weighs less than 50 ky (110lbs), OR 

• 10 ml of whole blood in one 10 ml EDTA vacutainer or 2 ml of saliva collected in a saliva 
collection kit when the participant weighs over 50 kg (110 lbs). OR 

• Parents: 10 ml in one 10 ml EDTA vacutainer or 2 ml of saliva collected in a saliva 
collection kit. 

• The saliva samples will be sent to a facility (currently Rutgers University) under contract 
with NIDDK. 

 
Processing: After collecting whole blood into the tubes, gently invert the tube six times to 
mix with additives, and keep them at room temperature. Note: If an inadequate volume is 
collected, a redraw of blood sample may be requested. 
 

Collection of Saliva for DNA: With the approval of BASIC Amendment 4, each site will be 
sent 5 saliva kits for collection of saliva to be used for extraction of DNA when whole blood 
collection is not possible or contraindicated. It should be understood that the participant is 
responsible for shipping the kit(s) to Rutgers for processing, whether the kits are mailed to 
the participant’s residence or received at a clinical visit. Sites will be responsible for 
ordering additional saliva kits as needed. Sites may order up to 10 saliva kits per month, if 
more than 10 are needed, prior permission from the DCC is required. 
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Each RUTGERS saliva kit contains the following items: 
1. Saliva collection kit 
2. Saliva collection form 
3. Collection and shipping instructions 
4. Bio-Hazard bag 
5. Bubble Wrap pouch 
6. Air bill for shipping to Rutgers 
7. Shipping Envelope 

 
Complete instructions for prepping the saliva kit, shipping and tracking the saliva kit in 
ChiLDReNLink can be found in Appendix I. 
 

8.2.2 Rutgers: Shipping 
See Appendix J for instructions on completion of Rutgers Collection Form and shipping 
instructions. All samples should be shipped at ambient temperature in an insulated 
container on the day of collection by FedEx. Label all samples with the labels provided 
by the DCC. Refer to the ChiLDReNLink User Guide (Appendix H) for label linking and 
shipping/manifest instructions. 

Rutgers also requires the Participant ID to be written on the label. Please use a 
permanent marker or ink pen to write the Participant ID on all samples being shipped to 
Rutgers. This also applies to the parents’ whole blood collection tubes. Be cautious not to 
write over the barcode section of the label. Example from Rutgers pictured below. 

 

 
Place one copy of your shipping manifest in the outside plastic bag, along with the Rutgers 
Collection Form. Do not ship specimens on Friday unless the laboratory is notified first. 

FedEx: Complete the FedEx air bill. Be sure the shipping label is marked for priority 
overnight delivery. Whole blood must be shipped on the day of collection. Do NOT keep 
the sample overnight. The account number is already on the air bill. Call FedEx (1-800-GO- 
FEDEX [1-800-463-3339]) for sample pick-up. 
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The address of the RUTGERS contact is: 
Attn: CommStaff 
RUCDR-Infinite Biologics 
Nelson Laboratories 
604 Allison Road (Rm C125) 
Piscataway, NJ 08854 
Phone: 848-445-1498 

 
The RUTGERS lab supplies the blood collection tubes and the shipping kits. To request 
supplies. Please contact commstaff@dls.rutgers.edu. 

8.3 Collecting Samples for NIDDK Biorepository  
8.3.1 Collecting Tissue  
From the participant at the time of transplantation (for the pre-transplant participants 
only): Liver tissue that is removed as part of the surgical procedure, but is not needed for 
diagnostic purposes, will be collected for the repository. Hence, when removed as part of 
the clinical procedure and based on availability after samples needed for diagnosis, the 
following may be obtained for the repository: 

Collect: 
• Tissue from the liver 
• Unstained paraffin-embedded slides of the liver 

 
Label each vial and slide with the appropriate label: 

• Liver tissue (5 sections from explant tissue) and 
• 20 unstained paraffin- embedded slides from wedge biopsy 

NOTE: The research specimens must be removed from the native liver while it is fresh (not 
in Normal Saline or Formalin). Specimens should be taken as soon as possible once the 
hepatectomy is completed. The tissue should be sectioned within 10 minutes after being 
removed from the participant. Tissue should be taken from the right lobe, and be at least 1 
cm deep to the capsule. One approach would be to bisect the liver or alternatively take a 
large wedge out of the right lobe. An approximately 2 cm X 2 cm X 2 cm piece of 
parenchyma should be isolated. The piece should be from as representative a section of 
parenchyma as possible. From this block of tissue, 5 sections should be taken and 
placed in 5 cryovials. Try to make the specimens as large as possible that can fit into the 
cryovial; 1 piece will be approximately 15 mm X 5 mm. Once placed in the cryovials, 
specimens should be snap-frozen in liquid nitrogen and transferred to the -70˚C freezer. 
Alternatively, specimens can be put directly into the -70˚C freezer. Note the time in minutes 
from harvesting to snap-freezing on the Surgery eCRF. 

The remainder portion of this specimen (tissue adjacent to specimens placed in cryovials) 
should be placed in formaldehyde for processing by pathology. In addition to what else is 
deemed necessary, the pathologists should specifically interpret this section and cut extra 
slides from this specimen. Twenty unstained slides should be sent to the repository. 

8.3.2 Procedure for Making Slides from the Tissue 
• Paraffin-embedded slides will be prepared by the pathologist. 
• For best results, all laboratories should use commercially-prepared 

coated glass slides. 

mailto:commstaff@dls.rutgers.edu
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• For each specimen, unstained sections of explant liver tissue cut at 4 
microns should be provided; 20 unstained slides should be obtained. 

• Label each slide with the slide labels provided by the DCC. Refer to the 
ChiLDReNLink User Guide for label linking and shipping/manifest instructions. 

• Slides should be stored at room temperature in dry boxes. Slide boxes are provided by 
NIDDK Biorepository. 

• Ship to the NIDDK Biorepository every month using the kit provided for the slides. 
• NIDDK Biorepository does not supply slides to sites.  Sites will supply their own slides. 

 
NOTE: Transplants may be performed at any time during a 24-hour day, making it difficult 
to have a research member available at the time of the procedure. Please discuss with the 
transplant team the possibility of snap-freezing the specimen at time of transplant.  

NOTE: Consent for these samples of the liver may be requested when the child is listed for 
transplant. Consent should already be in Study Consent. 

8.3.3 Procedure for Snap-Freezing Liver Tissue 
Liquid nitrogen is dangerous and needs to be handled appropriately. Do not let it make 
contact with bare skin. Liquid nitrogen evaporates (boils off) quickly, so it is necessary 
to check for sufficient liquid nitrogen in a container before using to freeze a sample. Use 
safety glasses whenever working with liquid nitrogen. 

The goal is to freeze the liver sample immediately and to keep it frozen at -70°C or below. 
Small pieces of tissue can thaw in seconds. Allowing the specimen to thaw or warm can 
degrade it for use in many research studies. 

Because timeliness is critical to proper freezing, it is important to run through all the steps 
in your mind before proceeding with the actual specimen. A “dry run” or two is often 
worthwhile. Before beginning, make sure that you have all the necessary supplies and that 
the tubes are appropriately labeled. 

The surgeon will remove a piece of liver at the time of surgery. A portion will be sent to 
pathology for clinical purposes. 

Primary Procedure: 
NOTE: Samples should be snap-frozen as soon as possible; ideally this should be done in 
the operating suite. 

Before starting, label the 1.5 ml cryovial with the bar code label provided by the DCC. 
(Refer to the ChiLDReNLink User Guide for instructions.) Remove any institutional 
identifiers prior to the following procedure. For the label to adhere to the vial, attach the 
label as much in advance as possible of the vial being used (the previous day would be 
preferable). 

1. Pour liquid nitrogen into a large plastic container. 
2. The liquid nitrogen will boil off rapidly, so check that the amount in the 

container is adequate at the time that you are ready to drop the specimen 
into the liquid nitrogen. 

3. Place each specimen promptly into a labeled 1.5 ml cryovial. This should be 
done in a manner so that, if the specimen were to drop or spill, it would not 
fall onto the floor but could be instantly picked up. For example, working on a 
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tray may be helpful. A pair of forceps may be needed. It is not necessary to 
wrap the specimen in foil or other material. Just slide the tissue into the vial 
and cap the cryovial. 

4. Drop the cryovial directly into the liquid nitrogen. The specimen will freeze 
within seconds. During this time, it is important to confirm that there is liquid 
nitrogen in the container, i.e., that it has not evaporated. 

5. Take the liquid nitrogen containing the cryovials to the -70°C freezer. 
6. Remove the cryovial with forceps and place it immediately in the freezer. 
7. Frozen liver tissue can be sent with batch shipments of serum. 

 
As an alternate strategy, pour liquid nitrogen into a 50cc plastic conical test tube secured 
in a test tube rack (5-10cc). Drop the specimen into the liquid nitrogen in the test tube. 
Transfer the sample into the labeled 1.5 ml cryovials. Quickly cap the cryovial, and drop the 
entire cryovial into a larger container of liquid nitrogen; remove the cryovial and place it into 
-70°C freezer. 

Regardless of how the specimen is snap-frozen, once the cryovial is in liquid nitrogen, it 
should be transported in liquid nitrogen to the -70°C freezer. The specimen should then be 
retrieved from the liquid nitrogen and quickly placed in the -70°C freezer. Do not let the 
specimen thaw or warm. If the specimen should thaw during any stage, please note this in 
the comments section of the surgical eCRF. 

If liquid nitrogen is poured into the vial, do NOT seal the cryovial until the liquid nitrogen 
has evaporated. Otherwise, the vial may explode as the liquid nitrogen thaws. 

8.3.4 Collecting and Processing Plasma (Child Only) 
Blood will be drawn using an EDTA (purple top) tube according to each hospital’s 
venipuncture procedure. 

Collection: Fill the EDTA (purple top) vacutainer. 

• Child: 2 ml of blood in a 4 ml vacutainer 
 
Inversion: After collection of whole blood into the EDTA vacutainer, gently invert the 
vacutainer 8-10 times. 

Centrifugation: Blood samples should be centrifuged immediately for best results. If there 
is a delay, samples should be cooled on wet ice or refrigerated; however, it is best not to 
keep the samples on ice for more than one (1) hour. Centrifuge the EDTA blood sample at 
4°C in a horizontal rotor (swing-out head) for a minimum of 10 minutes at 1,100 RCF 
(Relative Centrifugal Force) or per your institution’s guidelines. The refrigerated centrifuge 
should be turned on at least 30 minutes prior to use to allow it to cool down. 

If blood specimens are collected during “off hours” when Institutional Lab services are 
unavailable, it is acceptable to spin the specimens in a non-refrigerated centrifuge. 

Be sure that there is not any participant-identifying material, except for the supplied labels, 
on the cryovials that will be sent to the repository. 
Aliquots: Aliquot plasma into labeled 1.5 ml or 2 ml cryovials. 

• Child: 1.2 ml should be available to be divided into six (6) x 200 µl aliquots. 
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If there is less volume, fill as many vials as possible with the following volumes. Do NOT divide 
the sample equally into the vials; fill as many vials as possible with the required volume. 

Store filled cryovials in -70°C freezers until monthly batch-shipment..  

8.3.5 Collecting and Processing Serum  
 
Blood will be drawn using an SST vacutainer, according to each hospital’s venipuncture 
procedure. 

Collection: Fill the SST (gold-top) vacutainer. 

• Child: 2 ml of blood in an SST vacutainer 
 
Inversion: After collection of whole blood into the SST tube, gently invert the tube 8-10 times. 
After mixing, store the SST tube upright at room temperature for 30-45 minutes (but not more than 
2 hours) to allow time for the specimen to clot. 

Centrifugation: Centrifuge SST tube/blood sample at 4°C in a horizontal rotor (swing-out head) 
for a minimum of 10 minutes at 1,100 RCF or per your institution’s guidelines. The refrigerated 
centrifuge should be turned on at least 30 minutes prior to use to allow it to cool down. 

Aliquots: Aliquot serum into labeled 1.5 ml or 2 ml cryovials. 

• Child: 1.2 ml should be available to be divided into six (6) x 200 µl aliquots. 
 
If there is less volume, fill as many vials as possible with the following volumes. Do NOT divide 
the sample equally into the vials; fill as many vials as possible with the required volume. 

Store filled cryovials in -70°C freezers until monthly batch-shipment to NIDDK 
Biorepository. 

Refrigerated Centrifuges:  When bio-samples are collected during “off” hours and a 
refrigerated centrifuge cannot be utilized it is acceptable to use a non-refrigerated 
centrifuge for processing the bio-samples. If the use of a refrigerated centrifuge becomes 
an issue, please contact the DCC Clinical Monitors via children-
monitors@arborresearch.org for further instructions. 

 

8.3.6 NIDDK Biorepository: Specimen Supply Kits 
NIDDK Biorepositroy will provide one (1) shipping container at a time for vials. Up to three (3) 
specimen boxes of vials can be shipped within the container. Waybills will be included in the 
shipping kit. 

If additional containers are needed, notify the via email at: niddk.mailbox@precisionformedicine.com 
and also cc’: Eduard.chani@precisionformedicine.com.  

Sites may also contact Eduard Chani PhD at 240-415-6052 (office) or 301-318-8218 (mobile). Email 
correspondence at the above address is preferred. 

 

mailto:children-monitors@arborresearch.org
mailto:children-monitors@arborresearch.org
mailto:niddk.mailbox@precisionformedicine.com
mailto:Eduard.chani@precisionformedicine.com
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8.3.7 NIDDK Biorepository: Specimen Labeling 
The DCC supplies bar-coded labels for each type of sample to be collected and/or aliquotted. Apply 
the label lengthwise to the vial and remove all other participant identifiers from the vials. 

NOTE: The labels adhere better when placed on the vials an extended duration prior to freezing 
(the evening before when possible). This ‘wait time’ enables the temperature of the labels to 
equilibrate to the vial and form a solid bond.  When preparing your cryovials for a visit or 
procedure, it’s best to utilize the “prepped” collection status in ChiLDReNLink. Using the 
“prepped” status makes the labels easier to unlink if the participant doesn’t show for a visit, 
refuses a blood draw, or the procedure is canceled. 

8.3.8.1 NIDDK Biorepository: Specimen Packaging 
Assemble the dry ice shipper for vials and package specimens according to instructions in 
Appendix K. 

8.3.8.2 NIDDK Biorepository: Specimen Shipping 
All frozen samples collected will be batch-shipped to the NIDDK Biorepository every month, or as 
needed. All shipments should be sent on Monday through Wednesday, according to study site 
schedule below: 

• Chicago/Houston/Salt Lake City: 1st Mon.-Wed. of each month 
• Cincinnati/Philadelphia/Indianapolis/Los Angeles: 2nd Mon.-Wed. of each month 
• Denver/Pittsburgh/Toronto/Seattle/Atlanta: 3rd Mon.-Wed. of each month 
• San Francisco: 4th Mon.-Wed of each month 

Refer to the ChiLDReNLink User Guide for shipping instructions. The database will create an 
electronic manifest of samples that have been scanned and linked in the system for the 
Biorespository. Make sure to reconcile the manifest with the samples being shipped. Upon 
completion of this task in the database, an email notification will be sent to the repository email 
address: niddk.mailbox@precisionformedicine.com and Eduard.chani@precisionformedicine.com  
with the following information: 

• Date of shipment (in the subject line) 
• Shipping tracking number 
• Barcode labels of each sample 
• Number of specimens being shipped 

Complete shipping via FedEx using the instructions in Appendix K. The 

address of NIDDK Biorepositoryis: 
  
Precision for Medicine 
8425 Precision Way, Suite M 
Frederick, MD 21701 

The staff at the NIDDK Biorepository will interface with the DCC to acknowledge receipt of the 
shipment and/or record conflicts with the manifests and/or damage during transit. The repository and/or 
the DCC may follow up with sites regarding shipment and/or sample queries. 

 

mailto:niddk.mailbox@precisionformedicine.com
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8.4 Samples from Ineligible Participants at the NIDDK Repositories. 
If samples from ineligible participants have been collected and sent to NIDDK Biorepository or Rutgers, 
they cannot be used and will need to be destroyed. Therefore, when an exception/exemption is 
requested, please do not send samples to the repository until the decision is made about eligibility. 

8.5 Lab Supplies 
Biosample bar-coded labels will be shipped from the DCC to each study site in advance. Prior to each 
participant’s visit, the CRC should review the participants’ biosample repository collection for the 
expected visit. The labels should be linked and ready for use.  

The following supplies are provided by the DCC: 
Supply Use in Study 

1.5ml cryovials  

Serum to NIDDK Biorepository 

Plasma to NIDDK Biorepository 

Biopsy to NIDDK Biorepository 

Bar-coded labels for samples 
 

Blood and saliva to Rutgers 
Serum and plasma toNIDDK Biorepository 
Slide labels and biopsy tissue label to NIDDK Biorepository 

 
Sites are responsible for providing blood collection tubes and slides for tissue collection. 
 
Saliva kits  

• Sites may request up to 10 saliva kits monthly from Rutgers. Any more than 10 kits would 
require approval from the DCC. 

9 Adverse Event/Serious Adverse Event (SAE)/Regulatory Bodies Reporting 
Adverse Event (AE): An AE is any unfavorable, harmful, or pathological change in a research 
participant as indicated by symptoms, psychological or physical signs, and/or clinically 
significant laboratory abnormalities that occur in association with the study procedures. This 
definition includes intercurrent illness, injuries, and exacerbation of pre-existing conditions. 
Stable pre-existing conditions and elective procedures to address such conditions are not AEs. 
A change in a laboratory variable is considered an AE, if it was considered by the PIs to be 
clinically significant (that is, if it institutes a diagnostic evaluation or indicates additional therapy 
is necessary). 

SAE: The term “serious” is based on patient outcomes associated with events that could 
threaten a patient’s life or functioning. 

An SAE is defined as any AE that results in any of the following: 
• Death 
• Life-threatening (Participant was at risk of death as a result of the event; it 

does not refer to hypothetical risk of death if the event had been more 
severe.) 

• Requires inpatient hospitalization or prolongation of an existing 
hospitalization 

• Results in persistent or significant disability/incapacity 
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• Congenital anomaly/birth defect 
• Is medically significant or requires intervention to prevent one or other of 

the outcomes listed above 
 
Expected AE: An Expected AE is any AE, the specificity and severity of which is consistent with 
the current standard of care, or is consistent with the risk information described in the Informed 
Consent document. The list of Expected AEs is compiled by the Steering Committee (SC) and is 
included in the protocol and Informed Consent documents. 

Unexpected AE: An Unexpected AE is defined as any AE, the specificity and severity of which 
is not consistent with the current standard of care; or the specificity and severity of which is not 
consistent with the risk information described in the Informed Consent document or elsewhere in 
the current application. 

Any Expected or Unexpected AE that also qualifies as an SAE, based on the criteria above, 
is considered an SAE by definition. 

Related to Study: The phrase ‘related to study’ implies causality or attribution to the study 
procedures. For purposes of defining as an SAE, if a causal relationship cannot be ruled out, then 
an AE should be considered ‘related to the study procedure(s)’. As noted above, it is very unlikely 
that any AEs will be attributable to this study. 

SAE Reporting 

Only report SAEs related to the protocol mandated procedures: 
• Phlebotomy 
• Survey Response 

For an event to be considered as an SAE, one or all of the following must apply: 
• Death 
• Life-threatening 
• Persistent or significant disability/incapacity 
• Required in-patient hospitalization or prolonged hospitalization 
• Congenital anomaly or birth defect 
• Important medical events requiring medical or surgical intervention to prevent one  of the 

outcomes listed above 
 
The SAE reporting window for each participant begins with the first study procedure and ends 30 
days after last study procedure. 

SAEs must be reported to the DCC within 24 hours of the site’s awareness of the occurrence. 
The site should complete the SAE report form in ChiLDReNLink within this time frame. Once you 
save the form, notification will immediately be sent to the DCC. All SAEs should be recorded 
during the time frame specified by the local IRB authority. 

10 Study Monitoring 
Monitoring is the act of overseeing the progress of a clinical trial, and of ensuring that it is 
conducted, recorded, and reported in accordance with the protocol, Standard Operating 
Procedures (SOPs), GCP, and the applicable regulatory requirement(s). Monitoring will include a 
combination of site visits and remote monitoring. Monitoring helps to catch problems and 
noncompliance before the actions become repetitive. It can identify systemic issues which can be 
corrected before a study is jeopardized. 
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Remote monitoring will occur at the DCC, and site-specific information in the form of reports 
reflecting data completion, integrity, and quality will be produced. These reports will be generated 
at least monthly and will be shared with the sites and NIDDK. 
 
The DCC will produce reports showing: 

• Overall data completion 
• Data entry timeliness 
• Form completeness 
• Database queries comprised of logic checks 
• Outstanding queries 
• Biosample shipping 
• Biosample collection 
• Enrollment with consent status (including entire history of consent) 
• Protocol deviations 
• Visit completion 
• Number (%) of queries resolved 
• Number (%) of queries per study participant 

 
Regulatory Review 

• Other issues identified: 
o Best practices identified 
o Areas for improvement 
o Strategies for improvement 
o Barriers to success at site 
o Regular attendance at study coordinator calls 

 
Site Processes Review 

• Team Communication Plan 
• Training Plan 
• Recruitment Plan 
• Retention Plan 

 
The DCC will request a sample of de-identified source documents from the site to check for 
transcription errors in the database. The DCC staff may conduct site management calls, if needed, 
to ensure data quality compliance and data query resolution. 

10.1 Goals of Monitoring 
Proper monitoring helps ensure adequate protection of the rights of human subjects, the safety of 
subjects involved in a clinical investigation, and the quality and integrity of the data submitted. 
Ongoing monitoring of a clinical research study will be conducted with the intent to: 

• Verify participant consent (for those studies requiring Informed Consent) for study 
participation has been properly obtained and documented, ensuring compliance with 
standards for protection of human participants. 

• Verify research participants entered into the study meet inclusion and exclusion 
criteria. 

• Verify the study is conducted in compliance with the protocol. 
• Verify the accuracy of the data collected. 
• Verify all essential documentation required by GCP guidelines are present, current, and 
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appropriately filed. 

10.2 Monitoring Visits 
The Clinical Monitor will send a confirmation letter detailing what will be reviewed during the 
monitoring visit at least 8 weeks prior to the proposed visit. Study sites will need to compile all 
supporting source documents (medical records, research shadow records, etc.) for participants 
who will be reviewed. If documentation is kept electronically (i.e., labs), provide a paper version at 
time of study site visit, or provide the Clinical Monitor  with access to electronic records. Each 
study site should ensure that the site’s regulatory binder/folder is up-to-date and available for 
review. 
 
10.3 Frequency and Content of Monitoring Visits 
The DCC will schedule a site visit with each site PI and study research staff every year. During the 
Site Monitoring Visit, the site’s performance on the metrics described above will be discussed. The 
coordinator(s) and PI must be available for the conduct of the visit to be successful. The agenda 
for the visit will include such topics as: 

• Essential elements of protocol adherence 
• Regulatory document requirements 
• Completeness or missingness of visits, forms, data, and samples 
• Responses to data queries 
• eCRFs and source documents 

 
Additional monitoring activities, including more frequent on-site monitoring, may be 
scheduled at the request of NIDDK, the DCC, or the site PI. 

As much as possible, data quality will be the responsibility of the study staff person entering the 
data. Data quality begins with the design of the CRFs and procedures and incorporates 
reasonable checks to minimize transcription and omission errors. Importantly, quality assurance 
measures are the internal validity checks for reasonableness and consistency. These checks may 
be built into the initial tables and cross tabulations that should reveal any remaining data quality 
issues. 

Routine monitoring will be scheduled at appropriate intervals. Additional visits can be scheduled 
at the request of NIDDK or the DCC. For each visit, the Clinical Monitor will sign the monitoring 
log provided in the regulatory binder/file. For multi-day visits at a study site, the Clinical Monitor 
will sign the log for each day spent at the study site.  For review of monitoring log please see 
Appendix L. 

For observational studies, there will be review of 25% or 20 subjects, whichever is greater, 
monitoring of Informed Consent documents, and inclusion/exclusion criteria. 

11 Study Completion and Closeout 
Study closeout activities are performed to confirm the PI’s study obligations have been met, and 
post-study obligations are understood. Closeout activities include, but are not limited to: 

• Verification that study procedures have been completed, data collected, and study 
supplies are returned to the responsible party or prepared for destruction 

• Review of completed and de-identified Screening and Enrollment Log 
• Review of PI correspondence and study files against DCC records for 

completeness 
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• Assurance that all data queries have been completed 
• Assurance that correspondence and study files are accessible for external audit 
• Reminder to PIs of ongoing responsibility to maintain study records and to report any 

relevant study information to the sponsor or IRB 
• Meeting with PIs to ensure they are aware of governing body obligations and 

requirements for record retention 
• Assurance that PI will notify IRB of study completion and obtain copy of notification 
• Preparation of a report summarizing study conduct 

 
  



1  

Appendix A: Summary of Changes 

Summary of Changes version 3.2 Corresponding to Protocol Version 5 Amendment 4 
 

Section Change Reason for Change 
Title Page Updated version number and date. Updated versioning due 

to Amendment number 4. 

All sections Word “subject” changed to “participant” where 
applicable throughout MOO 

To correspond with 
updating protocols. 

All sections Removed all references to urine collection when 
speaking of annual collection. 

To correspond with 
amended protocol. 

All sections Removed references to Fisher Biorepository 
and inserted NIDDK Biorepository. 

To reflect update of 
NIDDK designated 
Biorepository. 

Section 2.4 Removed sentence indicating study is monitored 
by two separate DSMB Boards. 

To reflect current 
information. 

Section 3.1 Amended version of protocol to 5 and 
Amendment to November 3, 2016 

To correspond to correct 
version. 

Section 3.2 
Consent Form 
Finalization and Approval 
Process 

Inserted text at end of second paragraph. 
“the DCC will send sites' IRB-approved consents 
to the NIDDK for final review". 

Clarified current process 
of DCC. 

Section 3.4 Essential 
Documents for the 
Conduct of a Clinical Trial 

Removed reference to list of essential 
documents in first paragraph. 
Removed paragraph regarding sites 
submitting annual progress reports to the 
NIH  

To reflect current process 
of DCC. 

Section 4.1 
Informed Consent 
Document 

Inserted text on DCC’s process for informed 
consent review prior to IRB submission and 
eventual submission to the NIDDK for review and 
approval once a site receives IRB approval. 

Update sites on current 
process of the DCC. 

Section 4.2 Obtaining 
Informed Consent and 
Assent 

Removed last sentence in first paragraph 
“Parents/guardians/subjects will be asked to 
summarize in their own words what participation 
in this research study involves and whether they 
are comfortable with the risks benefits of 
participating in the research study.” 

Not a current 
requirement. 
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 Inserted following 4th paragraph 
“Telephone Consents may be used if approved by 
the DCC and local IRB/REB. Sites will need to 
follow guidelines set forth by local IRB/REB for 
use. 

Telephone Consents are 
an option that may be 
utilized. 

Section 6.2 
Screening/Recruitment 
Plan 

Inserted text middle of paragraph “be contacted 
to introduce the study. Methods to contact 
participants may include sending an IRB 
approved”. 

Updated recruitment 
practices 

Section 6.3 
Eligibility/Exclusion 
Criteria Inclusion Criteria 

Edited second bullet now reads: “Participants 
need to be greater than or equal to 6 months of 
age up to and equal to the age of 20 (participants 
enrolled at 20 years of age will have one visit)”. 

To correspond with 
updated inclusion criteria 
in amended protocol. 

Section 6.4 
Exceptions to the 
Inclusion/Exclusion 
Criteria 

Removed text indicating Exceptions would be 
completed within ChiLDReNLink system. 

 
Inserted text in the first paragraph to indicate 
current process of notifying DCC with request for 
exception to criteria. 

 
The second paragraph is new and indicates when 
the Exemption request Form 15 should be 
completed. 

 
The last paragraph indicates the guidelines for 

completing the Protocol Deviation Form 40 as this 
needs to be completed when the Exemption Form 
15 is completed. 

Exception process has 
been updated by the DCC. 

Section 7.1 
Visit Descriptions 

Native Liver paragraph:  removed text and 
inserted text so paragraph now reads: 
Participants with a native liver will be seen at 
baseline and will continue to be followed at 
annual visits until 20 years of age (+/- 6 months of 
age) or until transplanted. New text reads: 
“Once all consented DNA samples are completed 
participation will end”. 

 
Transplant paragraph: New text: “The baseline 
visit has an 18 month window to allow sites time 
to coordinate the collection of DNA samples and 
completion of study data.” 

To correspond with 
protocol amendment 
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Section 7.2 
Data Collection 

Inserted 2nd paragraph “If Biosamples are not 
collected at the visit, but are able to be collected 
at a future visit that is within the visit window 
(example annual follow-up visit windows are =/- 6 
months).  For these visits, the biosample 
collection adhoc visit label (processed blood) 
should be used”. 

Updated sites on the 
current practice of the 
DCC. 

Section 7.2.1 
Baseline, Eligibility – 
Form 1 

Under first bullet Eligibility inserted text after 
criteria “is to be reviewed by the PI entering “yes” 
and date of PI review on the eligibility form 
signifies PI confirms eligibility for the study”. 

 
The third square has been removed referencing 
eligibility criteria and Form 15. 

 
Second Bullet: text inserted after not to “have a 
DNA sample collected and stored at the 
repository. Also removed text “However, the 
subject is not eligible if the parents or guardians 
refuse to have blood collected (plasma and 
serum) for the biorepository. 

Updated sites on the 
current practice of the 
DCC. 

 
 
Material is located in 
earlier locations. 

 
 
Updated language to 
reflect what was actually 
happening with 
biosample collection. 

Medical History – Forms 
3B, 3C, & Form 24 

In first paragraph (Past Medical History 3B) the 
second sentence “liver and targeted medical 
history” was inserted. In the 2nd to last sentence 
“and meeting ChiLDReN Network definitions” was 
inserted. 

Clarified for sites current 
practice of the DCC. 

Sentinel Event 
Definitions 

Material on Ascites, HPS, Nutritional 
Supplementation (NG or TPN), Cholangitis, GI 
Bleeding and Esophageal Variceal Hemorrhage, 
Sepsis, and Bone Fracture was all removed from 
the main protocol and inserted into Appendix. 

Clarified for easier 
reading, also made for 
easier updating to 
Sentinel event definitions. 

Physical Exam – Form 7 
& 20 

Pre-Transplant Subjects Only: Second box the 
baseline exam now has text stating exam “can 
occur” at the time eligibility is determined at the 
site. 

Updated to provide sites 
more flexibility in data 
capture. 

Skinfold Thickness Inserted “Triceps Measurement” for list of 
directions that was already provided. 

 
Inserted Heading of Subscapular Skinfold 
Measurement and then 3 boxed bulleted 
directions for measuring. 

Heading was missing. 
 
 
Directions for measuring 
were missing. 
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Labs – Form 8 & 23 Inserted two boxed bulleted information points. 
 
Under Pre-Transplant Participants Only: Under 
2nd bullet point the following was deleted, 
“cholesterol”, “with differential”, “total serum 
lipids”, “and bile acids (vitamin levels will only be 
recorded at baseline, not on follow-up visits)”. 

 
Last bullet point has been removed. 

Information on labs was 
provided as there was no 
information 

 
Information to 
correspond with protocol 
amendment. 

 
Information no longer 
being used. 

Old Section 7.2.2 
Annual Post-Transplant 
Follow-up Form 52 

Post-transplant Follow-up for Subjects who 
Undergo Transplant while Enrolled in BASIC: This 
whole section has been deleted including Peds QL 
QOL Forms, and Functional Status Assessments. 

To correspond with 
protocol amendment. 

New Section 7.2.2 
Miscellaneous 
Protocol Exemption 
Request 

Form 15: This whole section was amended and 
revised heavily. All text under first bullet deleted 
and new text inserted so first bullet now reads “ 
This form is completed by the site after the email 
request has been submitted to ChiLDReN- 
Monitors@arborresearch.org requesting a 
protocol exemption. 

 
2nd bullet (B1) was revised 

B2 and B3 were deleted 

B4 – B5 was amended to read “Enter the name of 
the investigator requesting the exemption and 
the email address”. This text is original text the 
rest of the text has been deleted. 

 
C1 has been inserted 

 
C2 – C3 has been inserted 

Z1 has been inserted 

B5 – B7 was removed. 
 
The last bullet was amended and text inserted to 
further elaborate on what would need to be done 

The process has changed, 
the updated information 
is necessary for the 
process to be carried out 
properly. 
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 if samples had already been collected and sent to 
the Repository and/or other labs. 

 

Final Status – Form 35 Pre-Transplant Participants Only Definitions: 
Inserted 4 definitions Lost to follow-up, Other 
early termination, Completed Study and 
Transplant. 

 
Inserted Note: Post-transplant (those 
transplanted during the study) participants who 
reach 20.5 years of age should be exited 
regardless of DNA collection status. The reason 
provided should be Completed Study. 

 
Inserted text FORM IS NOT COMPLETED FOR THE 
FOLLOWING PARTICIPANTS!  Text was also 
deleted at end of paragraph. Post-transplant 
participants now reads”have only one visit 
(baseline) which has an 18 month window to 
complete all the study procedures and their study 
participation ends. 

 
Missing Visits header and text was inserted. 

Updated language to 
make more concise and 
clear on how to Final 
Status participants. 

Protocol Deviation – 
Form 40 

Removed first two paragraphs of text and 
inserted two new paragraphs. 

Updated sites on current 
practice of DCC. 

Major Protocol 
Deviations 

Removed the word Major in title and in title 
under heading. 

Updated sites on current 
practice of DCC 

Minor Protocol 
Deviations 

Removed the heading First paragraph has now 
been amended to read “Protocol deviations also 
includes those situations which results in 
noncompliance with the study protocol or GCP. 

 
Three paragraphs of text have been inserted 
below bullets to include directions on completing 
Protocol Deviation Form 40. Also included are 
instructions in the last paragraph regarding 
submitting Deviation Form to your local IRB. 

Updated sites on current 
practice of DCC. 

 
 
 
New language makes 
practice easier to 
understand. 

Section 7.3 
Schedule of Evaluations 

Table 2 and 3 have been deleted and updated 
tables have been inserted. 

To correspond with 
amended protocol. 
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Section 7.4.3 
Visit Windows 

Under Transplant Visit: inserted text in middle of 
sentence after NIDDK repository and “lab data, 
and if more than 3 months since the las annual 
follow up visit”. 

 
Out of Window Visits: removed text in middle of 
paragraph after visit, “unless a subject in the pre 
transplant cohort received a liver transplant. If 
this occurs the visits are then generated from the 
date of transplant (+6 months visit window)” 

 
In Hospital at Time of BASIC visit: In the middle of 
this paragraph the second sentence text after 
missed visit that reads “and complete a deviation 
report explaining the circumstances” has been 
deleted. 

Updated sites on current 
practice of DCC. 

Section 8.1 
Schedule for Specimen 
Collection from the Child 

The 2nd bullet point has been amended to read: 
“Annual Follow Up visits through age 20 or until 
transplanted” 

 
Blood for cell lines has been removed 

Blood amounts drawn have been updated 

To correspond with the 
amended protocol. 

 
 
 
 
Decreased amounts in 
amended protocol. 

Section 8.1.1 
Timetable for Collection 
of Specimens from the 
Participant 

Urine has been removed 

Saliva has been added 

In the footers text has been added: “If whole 
blood collection for DNA extraction is not possible 
or contraindicated saliva may be obtained for 
DNA extraction purposes. 2 ml of saliva will be 
obtained in a saliva collection kit. 

 
Post-Transplant Collection text was added 

1. If whole blood is not obtained at the 
Baseline visit (only visit) try to obtain 
within the next year. 

2. If unable to obtain within the next year, 
send a saliva kit to the participant prior to 
the end of the 18 month window. 

This entire process can be completed within the 
18 month window. 

Urine is no longer being 
collected. 

 
 
 
 
Saliva is added to 
correspond to the 
protocol amendment. 
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Section 8.1.2 
From Each Parent at 
Baseline (or When 
Convenient) 

Amount of blood being taken is amended and 
saliva inserted. 

 
3.   Number of EDTA vacutainers changed 

To correspond with the 
amended protocol. 

Section 8.2 Collecting 
Genetics/DNA for 
Rutgers 

Removed Genetics in title. Title now reads: 
“Collecting DNA for Rutgers” 

More accurate title to 
match amended protocol. 

Section 8.2.1 
Rutgers: Specimen 
Collection and 
Processing 

Amended first sentence and now reads: 
Collection: Collect the blood specimen into the 
vacutainers provided by Rutgers”. 

 
Inserted text: “DNA may be collected via whole 
blood or, in the event that whole blood collection 
is not possible or contraindicated by saliva”. 

 
Information on saliva collection was added for 
child and parents as well as sentence on where 
saliva will be sent. 

 
Under Processing: In the first paragraph the 
following Note was inserted “if an inadequate 
volume is collected a redraw of blood sample may 
be requested”. 

 
Collection of Saliva for DNA text with information 
on how to order saliva kits and what the saliva kits 
contain was added. 

To correspond with the 
amended protocol. 

 
 
 
 
 
 
 
To correspond with the 
amended protocol and 
the addition of saliva kits. 

Section 8.2.2 
Rutgers: Shipping 

In the first paragraph clarified that samples 
should be shipped on the day of collection. 

Updated sites on current 
DCC practice. 

Section Title 8.3 
Title Change 

Removed Fisher Bioservices and inserted NIDDK 
Biorepository Precision for Medicine. 

Reflected change of 
NIDDK Biorepository. 

Section 8.3.2 
Procedure for Making 
Slides from the Tissue 

In the 5th bullet a sentence was added “Slide 
boxes are provided by Precision for Medicine”. 

 
Last bullet sentence added “Precision for 
Medicine does not supply slides to sites. Sites 
supply slides”. 

 
Under Note: Removed last sentence beginning 
with “Please document on the shipping manifest 
form in the comments section the amount of time 
that the specimen remained at room temperature 
prior to freezing and/or sectioning”. 

Updated on instructions 
from Precision for 
Medicine. 
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2nd Note: Added “Consent should already be in 
Study Consent”. 

 

Section Title 8.3.4 
Title Change 

Fisher BioServices removed and Collecting and 
Processing Plasma inserted 

Reflect change of NIDDK 
Biorepository. 

Section 8.3.5 
Title Change 

Fisher BioServices was removed and Collecting 
and Processing Serum inserted 

 
Fisher BioServices Repository removed and 
Precision for Medicine inserted in last sentence. 

 
Paragraph added in regards to Refrigerated 
Centrifuges and biosamples being collected 
during “off” hours and the procedure to follow. 

Reflect change of NIDDK 
Biorepository. 

Section 8.3.6 
Fisher BioServices: Urine 
Collection  and 
Processing (Child Only) 
(Change Title) 

This section was removed. Text on aliquoting of 
urine was removed as well. 

To correspond with 
amended protocol 

Section 8.3.7 
Fisher BioServices: 
Specimen Supply Kits 
(Change Title) 

Title change to remove Fisher BioServices and 
insert Precision for Medicine. 

 
Inserted paragraph stating Precision for Medicine 
will provide a slide shipper for shipping slides. 

 
Removed email address for requesting additional 
supplies from NIDDK Repository and inserted 
niddk.mailbox@precisionformedicine.com 
address to use to request supplies from Precision. 
Inserted phone numbers for study lead Eduard 
Chani at Precision for Medicine. 

Reflect change of NIDDK 
Biorepository 

Section 8.3.8 
Fisher BioServices: 
Specimen Labeling 
(Change Title) 

Title change to remove Fisher BioServices and 
insert Precision for Medicine 

 
First paragraph was amended and now reads: 
“The DCC supplies bar-coded labels for each type 
of sample to be collected and/or aliquotted. 
Apply the label lengthwise to the vial. Remove all 
other participant identifiers from the vials. 

 
Text added to end of NOTE: “When preparing 
your Cryovial for a visit or procedure its best to 
utilize the “prepped” collection status in 
ChiLDReNLink.  Using the “prepped” status makes 

Reflect change of NIDDK 
BioRepository 

 
 
Clarification needed for 
applying barcode labels. 

 
 
 
 
 
Helpful 
information/reminders 
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 the labels easier to unlink if the participant 
doesn’t show for a visit, refuses a blood draw or 
the procedure is canceled”. 

for working directly in 
ChiLDReNLink 

Section 8.3.8.2 
Fisher BioServices: 
Specimen Shipping 
(Title Change) 

Fisher BioServices removed and Precision for 
Medicine inserted. 

 
Fisher BioServices Repository removed and 
Precision for Medicine inserted. In the first 
paragraph changed wording so that shipments 
may be sent Monday through Wednesday. 

 
In list of sites for shipping deleted St. Louis. 

 
The address of Fisher Repository was deleted and 
the address of Precision for Medicine was 
inserted. 

Updated sites on current 
DCC practice 

 
 
 
 
St. Louis does not 
participate in the BASIC 
protocol. 

Section 8.4 
Title Change 

Removed the Repository (Fisher and Rutgers) and 
inserted Precision for Medicine and Rutgers. 

 

Section 8.5 
Lab Supplies 

Text removed at the end of first paragraph QOL 
surveys. 

 
Saliva was inserted and urine was removed in the 
table. 

Information on Saliva kits was inserted. 

Fisher changed to Precision for Medicine 

To correspond with the 
amended protocol. 

#9 AE/Serious Adverse 
Event (SAE)/Regulatory 
Bodies Reporting 

Under SAE Reporting heading: removed 
Height/Weight Measurement as needing to be 
reported as an SAE 

Measurements are for 
clinical care and not 
research related. 

#10   Study Monitoring Added heading Site Processes Review and four 
bullet points. 

Site processes was added 
to monitoring reports in 
2017 

Appendices 
Appendix F 
Sentinel Events 

Ascites – the sentence regarding “may be confirmed 
by a successful abdominal paracentecis was 
removed. 
 
 

Updated to be the current 
practice. 
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 HPS – section was amended. 
 
Cholangitis – The original A. has been removed.  
The former B. is now A. and the text “with positive 
culture (blood or liver)” has been removed.  The 
former C. is now B. 
 
GI hemorrhage – text removed “causing a drop in 
the subject’s hematocrit >5%”  Same text removed 
under Gastric Variceal Hemorrhage. 
 
Text inserted *”Endoscopy must be completed for 
diagnosis unless done within the past 6 weeks for a 
previous bleed. 
 
Spontaneous Bacterial Peritonitis – text inserted 
“Diagnosis of SBP is made requires documentation 
of the presence of one of three criteria. 
 
Removed sentence “Ascitic fluids should be 
inoculated into aerobic and anerobic blood culture 
bottles at the patient’s bedside. 
 
 

 

Appendix I 
Saliva Kit Instructions 

This Appendix is new Updated to reflect Saliva 
Collection with amended 
protection. 

Appendix K 
NIDDK Biorepository 
Shipper Assembly 

This Appendix is new Updated to reflect new 
Biorepository. 
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APPENDIX B: BASIC Protocol Amendment (Version 5.0, Amendment 4) 

Biliary Atresia Study in Infants and Children (BASIC) Protocol BASIC, Version 5.0, Amendment 4: 

 
Appendix B BASIC 

Protocol Amendmen 
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APPENDIX C: Consent Templates 

Sample Consent Template for Older Children and Adults: 

BASIC Post-TXP 
Consent Older Kid & 

Sample Consent Template for Older Children and Adults: 

BASIC Pre-TXP 
Consent Older Kid & 

Sample Consent Template for Infant and Parents: 

BASIC Post-TXP 
Consent Parent  FINA 

Sample Consent Template for Infant and Parents: 

BASIC Pre-TXP 
Consent Parent FINA 
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APPENDIX D: Certificate of Confidentiality 
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APPENDIX E: Site Screening and Enrollment Log 
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Childhood Liver Disease Research Network 

(ChiLDReN) 

BILIARY ATRESEIA STUDY IN INFANTS AND CHILDREN (BASIC) 

SENTINEL EVENTS Definitions 

ASCITES 

Ascites is the presence of excess fluid in the abdominal cavity. Physical assessment should be by 
an experienced physician. Ascites is diagnosed by the presence of shifting dullness, ballottable 
fluid, bulging flanks, or a fluid wave on physical exam.  Diagnosis is typically based on physical 
examination together with an ultrasound.   

 

HEPATOPULMONARY SYNDROME (HPS) 

Diagnosis of HPS requires documentation of both:  

• Deoxygenation: pulse oximetry level of 97% provided a sensitivity of 96% 
and a specificity of 76% for detecting mild hypoxemia (pO2 <70 mm Hg) 
and 

• Intrapulmonary vascular dilation: 2D transthoracic contrast 
echocardiography is the most commonly used technique. Agitated saline, 
which creates microbubbles visible on echocardiography, is used as a contrast 
agent. A positive test for intrapulmonary vasodilation occurs when delayed 
visualization of intravenously- administered microbubbles are observed in the 
left heart (bubbles are seen in the left heart after the third heartbeat, usually 
between the 3rd and 6th heart beat after injection). 
 

NUTRITIONAL SUPPLEMENTATION (NG or TPN) 

A. Nasogastric tube (NG tube) is a tube that is passed through the nose and 
down through the nasopharynx and esophagus into the stomach. 

B. Total Parenteral Nutrition (TPN) is intravenous feeding that provides all 
daily nutritional requirements. 

 

 



CHOLANGITIS 

 
A. Cholangitis  

Fever >38°C in a child with no other obvious source of infection with: 

1. Acholic stools in a child who previously had stool pigmentation 
2. Right upper quadrant pain/tenderness 
3. Elevation of direct bilirubin by 25% and at least >1.0 mg/dl above 

previous level baseline 
4. Positive bacterial culture of blood and liver 

 
B. Possible cholangitis 

Fever >38°C in a child with no other obvious source of infection with at 
least two of the following: 

1. Acholic stools in a child who previously had stool pigmentation 
2. Right upper quadrant pain/tenderness 
3. Elevation of direct bilirubin by 25% and at least >1.0 mg/dl above 

previous level baseline 
4. Rise in 2 or more of aspartate aminotransferase (AST), alanine 

transaminase (ALT), alkaline phosphatase, or gamma-glutamyl 
transpeptidase (GGTP) to 1.5X the upper limit of normal or >25% 
above baseline values if previously elevated 

5. Clinical and biochemical (improvement in CB level and GGT 
levels) improvement (such as defeveresence, decreasing WCC, 
serum CB or GGT levels) in response to treatment with 
antibiotics 

 

GI BLEEDING and ESOPHAGEAL VARICEAL HEMORRHAGE 

GI hemorrhage: 
Hematemesis, hematochezia, or melena, with either: 

A. Esophageal Variceal Hemorrhage: 
GI hemorrhage and documentation of actively bleeding esophageal varices by 
esophagoscopy* OR identification of esophageal varices and no other 
identifiable cause of hemorrhage. 

OR 

B. Gastric Variceal Hemorrhage: 
Hematemesis, hematochezia, or melena, with documentation of actively 
bleeding gastric varices by endoscopy*. 

 

*Endoscopy must be completed for diagnosis unless done within the past 6 
weeks for a previous bleed. 



SEPSIS 

Sepsis is an overwhelming immune response to infection when immune chemicals 
released into the blood to combat the infection trigger widespread inflammation. 
This results in impaired blood flow, which damages the body’s organs by depriving 
them of nutrients and oxygen. 

SPONTANEOUS BACTERIAL PERITONITIS (SBP) 

Diagnosis of SBP is made requires documentation of the presence of one of three 
criteria. 

A. Diagnosis of SBP is made when the polymorphonuclear cell count in ascitic 
fluid is ≥250/mm3, and the ascitic fluid bacterial culture is positive. 

B. The diagnosis of culture negative SBP is defined as any instance of negative ascitic fluid 
culture with an ascitic fluid neutrophil count of ≥250 neutrophils/mm3. 

 
C. Bacterascites is defined as any instance of positive ascitic fluid culture 

with ascitic fluid neutrophil count of <250 neutrophils/mm3. 
 

The interval between intra-abdominal operation and diagnosis of SBP should be at 
least 4 weeks. Secondary bacterial peritonitis, i.e., ascitic fluid infection caused by 
a surgically-treatable intra- abdominal source, should be excluded. 

BONE FRACTURE 

A bone fracture occurs when there is a break in the continuity of the bone.  
Document the site of the bone fracture. 
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APPENDIX G: Endoscopy Form 41 
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Appendix H:  ChiLDReNLink User Guide 

 

Please see the ChiLDReN study website for the ChiLDReNLink User 
Guide.   

(https://childrennetwork.org/)   
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APPENDIX I: Saliva Kit Instructions 
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APPENDIX J: Rutgers Genetic Collection and Shipping 
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APPENDIX K: NIDDK Biorepository Shipper Assembly 
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APPENDIX L: Site Monitoring Log 
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Biliary Atresia Study in Infants and Children 
(BASIC) 


Protocol BASIC, Version 5.0, 
Amendment 4 


Version 5, Amendment 4:  November 3, 2016 
Version 4, Amendment 3: June 1, 2013 
Version 3, Amendment 2: April 15, 2010 
Version 2, Amendment 1:  December 19, 2006 
Concept approved by CHILDREN Steering Committee: April 13, 2005 
Protocol approved by CHILDREN Steering Committee: September 15, 2005 


For a list of sites, sponsor information and principal investigators; please refer to the study 
website:  www.childrennetwork.org  


Appendix B:  Current Protocol
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ChiLDReN (Childhood Liver Disease and education Network) 
 
 


Protocol Signature Sheet Instructions 
 


 
ATTN: STUDY COORDINATOR 
 
 
Print one copy of the protocol signature sheet on page 3.  Original signature of the Principal 
Investigator and date of signature is required.  Return a digital copy to the DCC using the 
ChiLDReN-Monitors@arborresearch.org email address and the original signed copy must be 
maintained in your regulatory files.  



mailto:ChiLDReN-Monitors@arborresearch.org
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ChiLDReN BASIC Amendment 4: 11/03/2016 Version 5.0 
 


PROTOCOL SIGNATURE SHEET 
 
Biliary Atresia Study in Infants and Children - BASIC 


 
Protocol approved by ChiLDReN Steering Committee: January 25, 2017 Date 
of Protocol Amendment 1: 12/19/06 
Date of Protocol Amendment 2: 04/20/2010 
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1.0 Specific Aims 
 
Biliary atresia (BA) is a progressive necroinflammatory process initially involving the 
extrahepatic biliary tree. As the disease progresses, there is loss of patency of the lumen and 
obstruction to bile flow. The result is cholestasis and chronic liver damage. With time, the 
intrahepatic biliary system becomes involved. BA occurs in one in 8,000 to 18,000 live births 
resulting in 250-400 new cases per year in the United States (1). Untreated, the disease leads 
to complete biliary obstruction with cirrhosis, and is uniformly fatal (2, 3). After a 
hepatoportoenterostomy (Kasai procedure), children have a variable disease progression with 
less than 20% surviving beyond the teen years without liver transplantation. Little is known 
about neither the factors that cause BA nor the factors that influence disease progression. A 
variety of genetic, autoimmune and environmental influences have been hypothesized to be 
important. Most studies to date have focused on the neonate and young child with BA, yet 
the older surviving child with BA can provide important information about genetics, as well as, 
natural history. The purpose of this database is to collect the pertinent clinical information, 
genetic material and body fluid samples to enable investigators to address the following 
hypotheses: 
 
Specific Aim 1 
To identify the gene or genes implicated in the etiology of BA. 


 
Hypothesis 1:  A genetic defect is a likely causative factor for BA among children with 
BA and multiple congenital anomalies. 


 
Specific Aim 2   
To identify polymorphisms that may be important in disease susceptibility or progression, 
such as human leukocyte antigen (HLA) polymorphisms. 


i. To perform high resolution HLA-A, B, C, DRB1, DRB3 DRB4, DRB5, DQA1, 
DQB1, DPA1, and DPB1 typing on participants with BA. 


ii. To utilize a novel computer algorithm that permits screening large numbers of 
HLA alleles to detect shared epitopes in patients with BA. 


iii. To assess the role of HLA polymorphism in incidence and severity of BA using 
traditional analysis of allele frequency and a novel shared epitope algorithm. 


 
Hypothesis 2:  Autoimmune factors are likely to contribute to disease progression or 
acquisition and can be identified by correlating HLA among children with BA to healthy 
controls and by comparison of those who develop early complications including, variceal 
bleed, ascites, and growth failure compared to those who do not. 
 


Specific Aim 3  
Characterize the natural history of the older, non-transplanted child with BA. 
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Hypothesis 3a: Sentinel events such as variceal bleeding, ascites and growth failure 
are earlier predictors of death or need for liver transplantation than the pediatric end-
stage liver disease score (PELD).  
Hypothesis 3b: Health-related quality of life will be impaired compared to healthy age-
matched children and relate to severity of illness. 
Hypothesis 3c: Growth failure as measured by anthropometrics and nutritional 
supplementation will be predictive of onset of sentinel events (ascites, variceal bleed, 
death, and transplant) in the following 24 months. 


 
This study will be performed by the Childhood Liver Disease Research Network (ChiLDReN), a 
National Institute of Diabetes & Digestive and Kidney Diseases (NIDDK) funded network. 
Although ChiLDReN has the resources to collect the clinical data and the samples, the specific 
scientific studies described under Specific Aims 1 and 2 may require additional funding from 
other sources. However, these studies cannot be undertaken if the data and samples are not 
collected by ChiLDReN. 
 


2.0 Background and Significance 
 
Extrahepatic BA is a devastating condition of infancy in which there is obliteration or 
discontinuity of the hepatic or common bile ducts at any point from the porta hepatitis to the 
duodenum. When untreated, the condition results in severe liver injury and death in all cases. 
The development of the hepatoportoenterostomy procedure in 1959 by Kasai has permitted 
long-term survival in only 20% of the affected infants. The advent of liver replacement therapy 
has permitted long-term survival in many of the remaining infants, but not without cost and 
morbidity. 
 
The estimated incidence of BA is one in 8,000 to 18,000 live births. Approximately 50 percent of 
all liver transplantations in children in the United States are for infants with BA—constituting 
140-180 liver transplants per year. Despite the devastating nature of this illness and the high 
cost of its treatment, little is known about its pathogenesis or the factors implicated in disease 
progression. It is likely that BA is not a single disease, but rather a phenotype of several 
underlying specific disorders to which the infant liver responds in a stereotypic manner by a 
complex series of processes, including inflammation, bile duct proliferation, apoptosis and 
fibrogenesis. Improvement in outcomes will not occur until we have a better understanding of 
the mechanisms involved in these processes. 
 
2.1 Genetics and Biliary Atresia 
Specific Aim 1   
Identify gene or genes implicated in the etiology of BA (funded D. Perlmutter). 
 
The genetics of BA may be investigated on two levels. The first is to identify a group of 
patients whose etiology is a result of a genetic defect and the second is to examine the 
influence of genetics on disease acquisition. 
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A. Genetics as a causative factor 
 


Several groups have suggested that BA is a heterogeneous condition. Desmet (4) and 
Schweizer (5) have suggested that there are two forms of BA: the embryonic or fetal type, 
found in 15-30% of patients, and the perinatal type, found in the remaining cases. The fetal 
type is characterized by early onset of cholestasis, absence of a jaundice-free period after 
physiological jaundice, absence of bile duct remnants in the hepatoduodenal ligament and 
presence of associated anomalies of laterality. The perinatal type is characterized by later 
onset, presence of a jaundice-free interval, presence of bile duct remnants in the 
hepatoduodenal ligament, and absence of associated congenital anomalies. Silveira and 
colleagues, on the basis of a review of 237 patients from Britain and Brazil (6, 7), have 
suggested that there may be at least four distinct etiopathogenic subgroups of BA. They 
subdivided patients into a prenatal form associated with malformations, a prenatal form 
associated with chromosomal abnormalities, a prenatal form in which there are neither 
malformations nor chromosomal abnormalities and a postnatal form which presumably 
overlaps with the perinatal type described by Desmet and Schweizer (4,5). It is likely that 
specific subgroups of children with BA have a heritable disorder, particularly those children with 
a fetal form or embryonic form of the disease. 
 
The association of specific constellation of congenital anomalies with BA is well described. In 
most of these cases, the anomalies fall into the rubric of anomalies of laterality or situs 
determination, but there are clearly patients with other congenital anomalies that cannot be 
classified as situs anomalies. Interestingly, Silveira et al. examined eight of these patients for 
karyotype abnormalities and found specific gross defects in two of them, but did not follow up 
on the nature of these defects (8). 
 
Several years ago, Yokoyama et al. described a transgenic mouse in which a recessive 
insertional mutation at the inv locus on chromosome 4 resulted in consistent situs inversus in 
the homozygous mutants (9). Anomalies included mirror-image left-right inversions of stomach, 
spleen, and liver. Some had polysplenia, preduodenal portal vein, intestinal malrotation, and 
dextrocardia. Inv mice became progressively jaundiced soon after birth, had cystic changes in 
their kidneys, grew poorly, and rarely lived beyond one week of age. Follow-up studies have 
shown that the inversin gene, a novel gene with tandem ankyrin-like repeat sequences 
expressed in liver, kidney, and other tissues early in embryonic life, is partially deleted in the 
inv mouse (10) (11). Jaundice has not been observed when other genes in the vertebrate 
left-right axis pathway are altered in mouse models of situs inversus, including the inv mouse, 
the FT mouse (12), the HFH-4 knockout mouse (13), the lefty-knockout mouse (14), the 
activin receptor IIB-knockout mouse (15), and the kinesin KIF3B-knockout mouse (16), or in 
human syndromes  associated with situs anomalies including Kartagener’s syndrome (17) or a 
syndrome linked to the gene for the Zic3 transcription factor on the X chromosome (18). 
 
Perlmutter et al. examined the etiology of jaundice in the inv mouse to determine if this mouse 
also had an interruption of the extraheptic biliary tree and whether it represented an animal 
model of BA associated with situs inversus (19). The results show that these mice have 
cholestasis with conjugated hyperbilirubinemia, failure to excrete technetium-labeled  
mebrofenin from the liver into the small intestine, lack of continuity between the extrahepatic 
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biliary tree and the small intestine as demonstrated by Trypan blue cholangiography, and a 
liver histological picture indicative of extrahepatic biliary obstruction with negligible 
inflammation/necrosis within the hepatic parenchyma. Lectin histochemical staining of biliary 
epithelial cells in serial sections suggests the presence of several different anomalies in the 
architecture of the extrahepatic biliary system. These results suggest that the inversin gene 
plays an essential role in the morphogenesis of the hepatobiliary system and raise the 
possibility that alterations in the human orthologue of inversin account for some of the 
cases of BA in which there are also anomalies of situs determination. Indeed, the liver is 
one of the predominant sites of inversin gene expression, beginning very early in embryonic 
development (10, 11). 
 
Many genes have now been implicated in the pathway for specification of the left- right axis.  
The pathway is thought to involve at least two genetically distinct steps: 1) generation of an 
asymmetric axis; and 2) conserved positioning of structures along this axis. Several genes, 
including inversin, HFH-4, the left-right dynein gene, which is mutated in the iv mouse, 
growth/differentiation factor-1, and the Zic3 gene, which is mutated in X-linked situs anomalies, 
appear to act early in the pathway and are, therefore, likely to be involved in the generation of 
the asymmetric axis (9, 10, 13, 18, 20). A number of other genes appear to act later in the 
pathway; transforming growth factor β molecules such as nodal, lefty-1, lefty-2, activin βB; 
molecules involved in transforming growth factor β signaling such as activin receptor 2a and 2b, 
Smad 2; hepatocyte nuclear factor 3β; sonic hedgehog; FGF8; Caronte; cWNT8; patched; and 
PitX2 (21-29). 
 
Recent studies have suggested that situs is determined by the flow of extra- embryonic fluid in 
a critical location, the node, at a critical time in early embryonic development (30-32). The node, 
a cup-shaped cavity in the midline of the embryo, apparently uses anti-clockwise rotation of 
cilia to create directional flow of extraembryonic fluid. This nodal flow concentrates critical 
signaling molecules to one side of the node, in turn activating distinct downstream signaling 
pathways on each side. In the iv mouse, nodal cilia were immotile and nodal flow absent, 
resulting in random situs determination (31)(33). In the inv mouse, nodal cilia were motile 
but could only produce a very weak leftward nodal flow (31)(33). It is still unclear why this 
results in complete situs inversus in all of the homozygous progeny. It is also not known what 
role the inversin gene product plays in nodal flow, kidney and hepatobiliary development. 
Several recent studies have shown that inv complexes with nephrocystin, the protein mutated in 
one form of autosomal recessive polycystic kidney disease, and β-tubulin in the primary cilia of 
renal tubular cells (34). Together with left-right dynein, this complex plays a role in regulating 
the ciliary movement of the node that determines visceral laterality during embryogenesis (33, 
35). Recent studies have also shown that one member of the nephrocystin gene family is 
mutated in a variant of polycystic kidney disease associated with congenital hepatic fibrosis 
(36). A number of other genes have been implicated in situs determination and ciliary function 
including DNAH5, DNAI1, Tg737, KIF3A, KIF3B (37) and RFX3 (38). 
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Positional/candidate gene cloning has been utilized to identify the genetic cause of laterality 
defect in several patients (39). To date, rare mutations in Zic3 (18), activin receptor ACVR2b 
(40), LeftyA (41), Cryptic Cfc1 (42), activin receptor ACVR1 and Smad2 have been found in 
humans with laterality defects, but together account for <10% of patients with heterotaxy. In a 
similar screen, no mutations were found in LeftyB, Nodal or PitX2. Although Schon et al. were 
unable to detect obviously pathological mutations in Inv, Lefty1, Lefty2, ACVR 2b, Nodal, 
Zic3 or Cfc1 in 65 patients with lateralization defect (43), Kosake et al. have identified mutations 
in Inv in 3 patients with congenital heart disease (40,41). Of the 65 patients examined by Schon 
et al. (43), seven had BA. In another study of 144 patients with laterality defects, Bamford et al. 
found heterozygous mutations of the Cfc1 in nine patients including one with BA (42). However, 
it is not clear whether this mutation can cause laterality defects or BA on its own. 
 
A recent study by Ware et al. has shown  pathogenic Zic3  mutations in  two patients with 
BA and situs anomalies (44). The situs anomalies included characteristic congenital heart 
defects. Five other patients with congenital heart disease had Zic3 mutations. Zic3 is a zinc 
finger protein localized to the nucleus and therein is thought to be a transcription factor. The 
mutants described by Ware et al. lack transcriptional activating function in vitro and do not 
localize to the nucleus. In two families, an affected male had hypoplastic left heart syndrome. A 
priori these heart defects would not be considered as a part of the spectrum of anomalies of 
situs determination. An affected female with typical situs anomalies was also detected as a 
sporadic case. This indicates that Zic3 mutations may be a cause of sporadic situs inversus in 
both males and females. This is consistent with the observation that a proportion of Zic3-
deficient carrier female mice have heart defects (45). It was also interesting to find Zic3 
mutations in a patient with a diagnosis of VATER association and in a patient with a 
tentative diagnosis of Alagille syndrome, providing a basis for the idea that Zic3 mutations may 
overlap phenotypically with a number of complex malformation syndromes. Therefore, it is 
possible that mutations in genes which play a role in situs determination can cause 
anomalies of morphogenesis that are not necessarily characteristic of classical situs inversus 
phenotypes. 
 
Although clinical experience and studies with larger numbers of BA patients have clearly 
excluded the possibility that BA could be caused by a simple Mendelian genetic mechanism,  
there are some families in which several siblings are affected with BA (46, 47), including twins.  
These data would suggest that there are genetic determinants of BA or, at least, genetic 
determinants of subtypes of BA. 
 


B. Genetics as a modifying factor 
 


Recent evidence suggests that missense mutations in Jagged1 may increase susceptibility to 
BA. Jagged1 is a ligand in the evolutionarily conserved, developmentally important Notch 
signaling pathway.  Mutations in Jagged1 have been shown to cause the dominant disorder 
Alagille syndrome, which is characterized by intrahepatic bile duct paucity, occurring with 
abnormalities of the heart, skeleton, eye, and characteristic facial features. Kohsaka et al., (48) 
studied 102 Japanese patients with Extrahepatic Biliary Atresia (EHBA), and identified 
missense mutations in 9 of the 102. These missense mutations have never been previously 
identified among the patients with Alagille syndrome, and have not been identified in a control 
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population to date. These studies have led to the hypothesis that missense mutations in JAG1 
may be a predisposing factor to the development of EHBA. It is likely that other genes might be 
implicated as well. We intend to screen our population of BA patients for mutations in JAG1. 
 


C. Genetic susceptibility to Biliary Atresia 
 
Given the rarity of BA as articulated above, genetic approaches have most commonly and 
appropriately focused on children with laterality defects. Nevertheless, there remain broader 
clues to support the hypothesis that there is an underlying genetic susceptibility to BA. For 
instance, ethnicity specific rates of BA, consistent with population specific predisposing alleles, 
and certain HLA genotypes have been associated with BA (see below). 
 
In the last few years, single nucleotide polymorphisms (SNPs) genome-wide association studies 
(GWAS) have identified at least 2,000 common variants associated with complex diseases or 
related traits (http://www.genome.gov/gwasstudies). Copy number variants (CNVs) consist of 
deletions and duplications that occur frequently in the population and these variable regions 
may contain many functional sequences, which may underlie genetic susceptibility to disease. 
The realization that the normal human genome contains regions that vary in copy number from 
individual to individual was an unexpected and exciting finding. Multiple investigators have 
suggested that this form of variation might be responsible for some of the variation in disease 
susceptibility. And hence, CNV in risk alleles may be a susceptibility factor for BA. Indeed, CNV 
has already been associated with susceptibility to complex diseases such as lupus 
glomerulonephritis and age-related macular degeneration. With this discovery of massive 
numbers of genetic markers and the development of better statistical tools, studies of genome-
wide association (GWAS) have been used as an unbiased and powerful approach for identifying 
more elusive genes involved in complex phenotypes. 
 
Although it is recognized that GWAS typically require a very large sample size to reach 
adequate statistical power, highly significant results have been obtained with small sample sizes 
in cases where the magnitude of the genetic risk is high (see Statistical Considerations). The 
combining of participants from both the BASIC study and the ChiLDReN PROBE study 
participant cohort (children with BA enrolled in the first six months of life) provides the 
opportunity to identify susceptibility genes for BA with the largest well-characterized cohort of 
BA participants gathered and available to date. Indeed, in response to RFA:PAR-09-247, 
“Ancillary studies to major ongoing clinical research studies to advance areas of scientific 
interest within the mission of the NIDDK”, a genome-wide association study is currently 
underway  which is testing for association of both CNVs and SNPs to identify genes or genomic 
regions associated with BA disease susceptibility, with follow-up on regions and genes 
identified, via next generation sequencing (NGS), to identify causal variants. Identification of 
genetic susceptibility factors would be highly significant, by pointing to genes and pathways that 
are fundamentally important in biologic pathogenesis of BA, and providing crucial steps and 
accelerating the pace of research towards the development of more rational therapies and 
diagnostics. 
  



http://www.genome.gov/gwasstudies
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2.2 Autoimmunity and Biliary Atresia 
Specific Aim 2  
Identify polymorphisms that may be important in disease progression.  
 
Some forms of BA are thought to be a result of an autoimmune process. A novel study of HLA 
polymorphisms in BA has been developed by Drs. Mack, Sokol and Rosenthal with the 
expertise of Dr. Freed. The following aims have been proposed: 


i. To perform high resolution HLA-A, B, C, DRB1, DRB3 DRB4, DRB5, DQA1, 
DQB1, DPA1, and DPB1 typing on participants with BA. 


ii. To utilize a novel computer algorithm that permits screening large numbers of 
HLA alleles to detect shared epitopes in participants with BA. 


iii. To assess the role of HLA polymorphism in incidence and severity of BA using 
traditional analysis of allele frequency and our novel shared epitope 
algorithm. 


 
Many studies support a role for immune dysfunction in BA. Like a number of autoimmune 
diseases, there appears to be a female predominance in BA and aberrant HLA expression in 
bile duct epithelium. It has been proposed that some insult to the fetus or neonate leads to 
abnormal expression of antigens in bile duct epithelium (1). The abnormal antigen expression 
triggers an autoimmune attack of bile duct epithelium leading to injury and obliteration.  
Support for such a theory comes from T-cell subsets ratios which are more suggestive of an 
immune or metabolic pathogenesis than infectious, for example being more akin to Alpha-1-
antitrypsin deficiency than hepatitis B-related inflammation of the liver (49). 
 
At present, there is evidence supporting a number of aspects of the immune cascade including 
antigen expression and presentation, T-cell activation, Kupffer cell activation, cytokine release 
and apoptosis. A number of HLA associations have been reported. Silveira reported an 
association with HLA-B12 and the haplotypes A9-B5 and A28-B35 (50). In a different ethnic 
group, Kobayashi reported associations with A33, B44, and DR6 (51). Several groups have 
reported aberrant expression of HLA-DR, a class II antigen, in biliary epithelium. As normally 
only major histocompatibility complex (MHC) class I antigens are expressed by bile duct 
epithelium, it is possible that, in some circumstances, biliary epithelium might act as an antigen 
presenting cell (APC) in the immune pathway and thus directly activate T- lymphocytes. The 
activation of T cells requires adhesion to the APC through intercellular adhesion molecules 
(ICAMs). ICAM expression by biliary epithelium in BA has been reported both by Broome (52) 
and Dillon (53). Lastly, Davenport et al. have demonstrated that activated and proliferating 
helper T-cells and natural killer cells are present in the liver and in bile ducts in BA (54). 
Taken together there is evidence for abnormal antigen expression in the livers of children 
with BA, and that T-cell activation and cytotoxicity play some role in causing injury. The 
damage may also be mediated through Kupffer cells. Recent histologic studies have 
demonstrated increased numbers and size of  Kupffer cells in liver tissue of BA patients (55) 
and Davenport et al. have reported a poorer prognosis in children with increased CD68+ cells 
(Kupffer cells) in the biliary remnant (54). Expression of Fas ligand in bile duct epithium in BA 
patients has also been reported and may play a role in apoptotic injury (56). 
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The human MHC (HLA) is a region on chromosome 6 that contains more than 50 genes known 
to be involved in the immune response. The HLA class I genes (HLA-A, HLA-B and HLA-C) are 
single polypeptide chains that associate with β2 -microglobulin on the surface of most nucleated 
cells. HLA class I molecules present endogenous peptides to CD8+ T cells and mediate the 
generation of cytotoxic T cells capable of destroying infected targets. HLA class II molecules 
are heterodimers expressed predominantly on hematopoietic cells (B cells, macrophages, 
dendritic cells) and present exogenous peptides to CD4+ helper T cells. Helper T cells promote 
a variety of inflammatory responses, including allergy, graft rejection, delayed type 
hypersensitivity, and autoimmunity. As the name implies, helper T cells promote the 
functions of CD8+ T cells, B cells, and macrophages and thereby escalate the inflammatory 
reactions. From an anthropologic point of view, these proinflammatory responses are essential 
to host defense against viral, fungal, and parasitic infection. If allowed to proceed 
unchecked, these inflammatory responses would themselves be fatal to the host. However, the 
immune system has evolved a series of checks, including central deletion of autoreactive T 
cells and B cells, the requirement for multiple activation events, and cell cycle regulatory loops 
to halt proliferation of reactive cells. The system works with remarkable efficiency the vast 
majority of time. However, certain individuals exhibit inappropriate immune responses to self 
antigens (autoimmunity), to non-infectious substances (allergy) and environmental insults 
(berylliosis, metal hypersensitivity) with significant morbidity and mortality. 
 
The underlying causes of these inappropriate immune responses are highly complex, involving 
both genetic susceptibility and changes in the environment. For example, the dramatic rise in 
asthma over the past 40 years cannot be accounted for by genetic drift in such a short period of 
time. Similarly, the rise in the incidence of chronic beryllium disease coincided with the use of 
beryllium in the computer and weapons industry. While avoidance of the offending immunogen 
is always the preferred practice, in many instances the immunogen has not been identified or 
cannot be eliminated from the environment for practical or economic reasons. Additionally, 
many instances of autoimmune disease, the initiating immunogen appears be an unavoidable 
self antigen. Thus, identification of the genetic susceptibility serves to identify at risk individuals 
as well as provide insight into the etiology of the disease. 
 
Over the past 40 years, many studies have been conducted to elucidate the relationship 
between HLA and immune-mediated diseases. These diseases can be divided in three 
categories. In the first group, which includes rheumatoid arthritis, celiac disease, and type I 
diabetes, there is a strong correlation between specific HLA alleles and disease susceptibility.  
This group can benefit by HLA epitope analyses and research identifying the antigens that 
bind these epitopes. The second group, including multiple sclerosis and systemic lupus 
erythematosus (SLE), are immune-mediated diseases where the HLA link is poorly defined. In 
these cases, the HLA alleles may cluster with other disease susceptibility genes by linkage 
disequilibrium, or they be linked by shared epitopes on disparate HLA genes. The third group 
includes BA, sarcoidosis and emphysema, in which an HLA association has not been 
identified despite the compelling evidence that these diseases are immune-mediated. 
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It seems apparent that HLA contributes to varying degrees in different immune- mediated 
diseases. In some instances, certain HLA alleles present a clearly defined risk, while in others 
HLA shows only a weak association and may differ with the population studied. However, it is 
becoming increasingly clear that many of the weak HLA disease associations discovered over 
the past 40 years were due to an incomplete understanding of the MHC complex. The two most 
common errors were analysis of the ‘wrong’ locus and the lack of appreciation of ‘shared 
epitopes’ between disparate alleles. This can be illustrated by the advances in our 
understanding of chronic beryllium disease, an inflammatory lung disease in response to a 
simple metal (57). Initial studies suggested a link to HLA-DR that was subsequently 
determined to be incorrect. The actual HLA association is with the closely linked HLA-DP 
(57-59). Furthermore, T cells from patients with chronic beryllium disease respond to beryllium-
treated antigen presenting cells expressing HLA-DPB1*0201, *0402, *0601, *0901, *1001 and 
*1701 alleles (60). These seemingly unrelated alleles all contain acidic amino acids in 
positions 55, 56 and 69, which correspond to two separate ‘pockets’ (encoded by hypervariable 
regions) that anchor peptides within the HLA groove. Acidic amino acids are believed to 
promote binding of the beryllium cation and thereby alter peptide binding. In contrast, alleles 
that confer resistance to berylliosis, such as HLA-DPB1*0301 and *0401, have neutral or basic 
amino acids in these positions. Thus, studies of HLA and disease susceptibility must include 
analyzing DNA sequences within the relevant alleles in order to define shared epitopes in 
peptide-binding pockets, rather than analyses limited to allele frequencies. 
 
The University of Colorado Denver Health Sciences Center (UCDHSC) has a long history of 
research in immune-mediated diseases and is at the forefront of applying these techniques. 
 
2.3 Natural History and Biliary Atresia 
Specific Aim 3  
Define the natural history of the older, non-transplanted child with BA.  
 
Understanding the natural history of a disease is a prerequisite to interpreting disease severity, 
identifying patterns of illness, identifying early predictors of outcome and understanding the 
advantages or trade-offs of therapeutic interventions. As such, defining the natural history of BA 
is a focus of the mission of the ChiLDReN Network (www.ChildrenNetwork.org). ChiLDReN 
study PROBE, a prospective database of cholestatic infants, enrolls all children diagnosed with 
BA prior to six months of age. PROBE will provide information that defines the natural history of 
BA in the early years. However, approximately 50% of those enrolled will undergo 
transplantation by two years and it is expected that only 20% will remain transplant free by 20 
years of age. Because of the rate of attrition and the length of time it will take to obtain 
information regarding participants 5, 10, and 20 years from time of diagnosis, BASIC was 
structured to study the natural history of the older BA participant. ChiLDReN study BASIC will 
provide detailed information to define the natural history of preschool, school-aged, and 
young adults with BA who have not undergone liver transplantation.   
 
  







 BASIC Version 5.0 Amendment 4: November 3,2016 
 


14 


By recruiting older participants with BA and following each until the age of 20 or until 
transplanted, we will be able to combine multiple overlapping periods to enable us to model 
the natural history of the disease. Longitudinal modeling of chronic disease progression is not 
practical when each participant must be followed from the onset of disease to the final 
endpoint (death or transplantation). As a result, modelers of disease progression define a 
series of disease states that represent progression or onset of complications and then identify 
reports in the literature where one or more of the states are studied. Often this may be the 
control group in a clinical trial. By combining estimates of different parameters, each estimate 
potentially from a different study, the modelers are able to build a comprehensive model to 
estimate disease progression. For example, in diabetes the natural history consists of 
progression from normal glucose to impaired glucose tolerance, to overt diabetes, to death, as 
well as progression in its primary complications, such as retinopathy, neuropathy, and 
nephropathy. Modelers in this area combine estimates from many studies to construct their 
models (61-63). Similarly, in BA there is progression over time leading to complications, such 
as ascites and cholangitis, or to endpoints, such as transplant or death. By collecting data from 
prospective cohorts that start at various ages, it will be possible to estimate conditional 
probabilities of disease progression or onset of complications given the age at entry into the 
cohort. Combining these estimates longitudinally in time will allow a comprehensive model of 
progression of BA from infancy (PROBE) to age 20. 
 
Most of the natural history of BA in toddler, school aged, and young adult patients has been 
ascertained from several large cross-sectional and mostly retrospective studies (64-73). These 
studies have provided information about quality of life, complications and survival. The most 
recent of these reports, by Lykavieris et al. presented the data of 271 patients operated on 
between 1968 and 1983 (74). Like previous studies, approximately 23% survived over 20 years 
without liver transplantation. Furthermore, the study reported seven women who gave birth to 
nine children and three men fathered six children. Complications were reported for the 63 
survivors, but the critical information of how these symptoms progress (or not) is lacking. 
Pruritis, late cholangitis and gastrointestinal bleeding were all relatively common. Yet no 
information was provided relating onset of complications to subsequent clinical deterioration. 
Another recent study examined quality of life in BA participants from England and Japan. 
Conflicting information was found regarding the impact of the disease on quality of life; those in 
Japan reported impaired quality of life and those in England fell in the normal range (70). What 
was lacking from both studies was the ability to ascertain how disease progression and 
complications alter the functional status of patients affected by this disease. 
 
Progressive liver disease due to BA can affect a variety of physiologic parameters all of which 
may be useful in defining the natural history. These parameters and the data that can be 
collected include: 


• Growth and Nutrition: Height, Weight and Anthropometrics 
• Quality of Life: PedsQL4.0 
• Hepatic Synthetic Function: Bilirubin, international normalized ratio (INR), albumin  
• Hepatic Inflammation: alanine aminotransferase (ALT), GGTP 
• Markers of fibrosis: hyaluronic acid, collagen markers 
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• Portal hypertension: liver texture, spleen size, ascites, variceal bleeding, 
encephalopathy, presence of portopulmonary hypertension or hepatopulmonary 
syndrome, platelet count 


• PELD and MELD variables: Bilirubin, INR, albumin, creatinine, sodium 
 
Prospective collection of these limited data at specific time points and correlation with defined 
clinical complications will provide the needed information to define the natural history of this 
disease. 
 
Once this information has been obtained, it will provide the foundation for developing a disease 
staging system for BA and assessing studies involving therapeutic interventions. In the adult 
patient, the Child-Pugh classification has been useful to understand stages of cirrhotic liver 
disease and quality of life studies have been useful in understanding the trade-offs of 
chemotherapy in oncology and hepatitis C. No analogous staging system like Child-Pugh 
has been validated for older children with BA. For organ allocation, the PELD score is used, 
but to most clinicians in the field it has many shortcomings. PELD score was developed from 
the SPLIT database by analyzing factors that predicted those children most at risk for death 
or transfer to the intensive care unit (ICU) (as a surrogate marker for death) while awaiting liver 
transplantation. PELD is currently applied to all pediatric liver transplant candidates ≤12 years 
of age, while MELD is applied to children >12 years of age. Many of the medical 
complications that significantly impair a child’s health are not factored into the organ allocation 
scores of PELD and MELD, such as signs and symptoms of portal hypertension (ascites, 
variceal bleeding and hypersplensim) and quality of life. In addition, PELD and MELD were 
designed to predict a high risk of death to assist with equitable allocation of organs for liver 
transplantation. They were not designed to assess the potentially more subtle stages of earlier 
disease progression. 
 
A few studies have attempted to develop a disease-specific staging system in BA. A report 
in the European Journal of Pediatrics in 2003 by a group of Japanese physicians applied a 
retrospective analysis of 133 patients (75). With their system bilirubin, ALT, prothrombin time 
(PT), and signs and symptoms of portal hypertension were summed together to arrive at a final 
score that would predict transplant vs. non transplant. They reported a significant sensitivity and 
specificity of their scoring system. However, the study was limited by retrospective analysis and 
its limited application to only the infant. Another staging system was developed by the physician 
at King’s College, United Kingdom and was presented at the American Association for the 
Study of Liver Diseases (AASLD) meetings in 2002. In this system three stratified groupings 
from mild to severe liver disease were defined using components of the PELD score. The 
study was also retrospective and never expanded nor validated in a larger prospective setting. 
(Personal communication with Drs. Hadzic, Mieli-Vergani and Bansal, King’s College, UK) 
 
BASIC will provide us with an adequate sample size to capture the spectrum of the disease 
process and explore development of a disease staging system. 
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3.0 Materials and Methods 
 
Overview: Little is known about factors that cause BA or the factors that influence disease 
progression. A variety of genetic, autoimmune and environmental influences have been 
hypothesized to be important. Most studies to date have focused on the neonate and young 
child with BA, yet the older child with BA can provide important information about genetics, as 
well as, natural history. This project proposes to develop a database that contains appropriate 
clinical information, genetic material, and body fluid samples obtained from children and young 
adults with BA to address hypotheses aimed to identify genetic and clinical influences on 
etiology and outcome. 
 
3.1 Inclusion Criteria 
Participants need to have a confirmed diagnosis of BA determined by chart review including 
review of pertinent diagnostic biopsy reports, or radiologic reports and /or surgical reports (if 
surgery was performed). Participants need to be >6 months of age up to and equal to the age of 
20 (participants enrolled at 20 years of age will have one visit). Participants either have their 
native liver or have a confirmed liver transplantation. Parent, guardian, or participant (if 18 years 
of age or older) is willing to provide informed consent and, when appropriate, the participant is 
willing to assent. 
 
3.2 Exclusion Criteria 


• Currently participating in the ChiLDReN study PROBE. 
• Inability to confirm original diagnostic evaluation of BA. 
• Inability or unwillingness of family or participant to participate in all scheduled visits. 


 
3.3 Recruitment 
Recruitment will be open to any eligible patient. The method of contacting the study participants 
will conform to local IRB guidelines, but in general, the parents or guardians of all eligible 
patients at each ChiLDReN center, or the patients themselves if 18 years of age or older, will be 
approached to participate. New patients who are not participating in ChiLDReN study PROBE 
may be approached for study participation, but will not be eligible for enrollment until 6 months 
of age. The study will be listed on www.ClinicalTrials.gov, and the ChiLDReN website 
www.ChildrenNetwork.org. Clinical sites may advertise to attract self-referrals, subject to local 
IRB approval. 
 
3.4 Visits 


i. Participants with a native liver will be seen at baseline and will continue to be 
followed at annual visits until 20 years of age (+/-6 months of age) or until 
transplanted. If the participant undergoes a liver transplant, a collection of data 
and specimens should be obtained at the time of transplant. 


ii. Participants that undergo a liver transplant while enrol led in the study (Native 
Liver Cohort) will no longer be seen at annual follow-up visits for data 
collection. Participants will remain active in the study until DNA collection is 
complete.    


iii. Participants with a liver transplant before enrollment will complete a baseline visit 
only. 



http://www.clinicaltrials.gov/

http://www.childrennetwork.org/





 BASIC Version 5.0 Amendment 4: November 3,2016 
 


17 


3.5 Measurements 
The following two tables describe the evaluations to be performed at each visit: Table 3.5.1 
Evaluations for participants enrolled with native liver and Table 3.5.2 Evaluations for participants 
recruited with a liver transplant. A visit may extend over more than one day. When possible, 
research visits will be scheduled to coincide with clinical visits. 
 


Table 3.5.1 Evaluations for Participants Enrolled with Native Liver 
Evaluations for participants 
enrolled with native liver Baseline Annual 


follow up At transplant Once 
(any visit) 


Window for visit  ± 6 months   
Informed consent & eligibility X    
Lab Testing 


CBC  X X X  
Hepatic function  X X X  
PT/INR X X X  
Vitamin D: 25-OH vitD X X   
Vitamin A with RBP X X   
Vitamin E  X X   
Directed Physical Exam 
Weight X X X  
Height X X X  
Head circumference X X X  
Vital signs/anthropometry X X X  
Liver size & texture X X   
Spleen size & texture X X   
Skin X X   
Information 
Demographics (gender, race, DOB, 
ethnicity, #) X    


Targeted Liver and medical history 
(SPLIT) (lifetime), PELD/MELD X    


Detail of associated anomalies X    
Medications/herbal remedies X X X  
Targeted liver events  X X  
Quality of life (PedsQL4.0)  X X   
Pregnancy questionnaires  X X   
Specimens from Child 
Serum for repository X X X  
Plasma for repository X X X  
DNA for repository    X 
Liver specimens for repository   X  
Specimens from Parents 
DNA for repository    X 
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TABLE 3.5.2  Evaluations for participants recruited with liver transplant 
Visit Window: Complete data collection within 18 months Baseline 
Informed consent & eligibility X 
Information 
Demographics (gender, race, DOB, ethnicity) X 
Detail of associated anomalies X 
Target liver and medical /surgical history X 
Family medical history X 
Specimens from Participant 
DNA for repository X 
Specimens from Parents 
DNA for repository X 


 
Details of measures 
 
After informed consent is obtained, participants will be seen at a ChiLDReN clinical site; a 
detailed interview will be conducted; laboratory results, physical exam information and quality of 
life assessments will be recorded in the research file. The data that will be obtained are 
described in the Tables 3.5.1 and 3.5.2 above which are self-explanatory except for the 
following: 
 
Congenital Anomalies: Details of associated congenital anomalies will be obtained by chart 
review and verbal recollection from the primary caretaker. As part of the manual of operations 
we have compiled a complete list of which anomalies to detail. Our data collection forms have a 
checklist with all the anomalies of interest. 
 
Brief Targeted Liver, Medical, and Surgical History: Targeted events will be queried by verbal 
history and review of medical records upon enrollment for all participants and at follow-up visits 
for participants living with their native liver. The information is obtained by query of cholangitis, 
sepsis, variceal bleeding, gastrointestinal bleeding, fractures, surgeries, and development of 
ascites. Female participants ≥18 years of child-bearing potential will be asked about their history 
of pregnancies and deliveries. Male participants ≥18 years will be asked about any children they 
may have fathered. 
 
Laboratory tests: Routine tests for clinical care will be obtained at baseline and the yearly follow-
up; these include: CBC, ALT, AST, GGT, total protein, albumin, alkaline phosphatase, retinol 
binding protein, PT/INR, creatinine, sodium, total bilirubin, direct bilirubin, vitamin A, 25-OH 
vitamin D and vitamin E, bile acids. The tests will be performed at specified intervals during 
outpatient follow-up. These tests will be analyzed in a CLIA and/or CAP-approved laboratory 
since clinical decisions will be made based on the results. 
 
The PedsQL™ 4.0 (Pediatric Quality of Life Inventory™ Version 4.0): This evaluation will be 
performed at enrollment and at annual follow-up visits for participants with their native liver. The 
23-item PedsQL™ 4.0 Generic Core Scales encompass: 1) Physical Functioning (8 items), 2) 
Emotional Functioning (5 items), 3) Social Functioning (5 items), and 4) School Functioning (5 
items), and were developed through focus groups, cognitive interviews, pre-testing, and field 
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testing measurement development protocols. The PedsQL™ 4.0 Generic Core Scales are 
comprised of parallel child self-report and parent proxy-report formats. Child self-report includes 
ages 5-7, 8-12, and 13-18 years. Parent proxy-report includes ages 2-4 (toddler), 5-7 (young 
child), 8-12 (child), and 13-18 (adolescent), and assesses parent’s perceptions of their child’s 
health-related quality of life. The PedsQL™ 4.0 was selected for the State of California’s SCHIP 
evaluation because of the State’s preference for the PedsQL™ brevity (only 23 questions are 
asked), the time required to complete the survey (less than five minutes), and the range of ages 
the survey supports (ages 2 and up). It has now been validated on over 20,031 families with 
children. It is also validated across several languages. The PedsQL 4.0™ Adult Report will be 
performed at enrollment and at the annual follow-up visits for those participants who are > 18 
years of age. 
 
3.6 Specimens to be collected 
 
3.6.1  Serum, plasma and/or saliva  
These samples will be obtained at baseline and at annual follow-up visits. When possible, they 
will also be obtained prior to liver transplant when the transplant is three months or more after 
an annual visit. The samples will be sent to a repository under contract with NIDDK. 
 
4 ml of whole blood will be drawn in two tubes: 


1. 2 ml of whole blood to extract plasma: (~6 aliquots of 0.2 ml each) 
2. 2 ml of whole blood to extract serum: (~6 aliquots of 0.2 ml each) 


  
3.6.2   DNA 
The following samples will be drawn once at a visit that is convenient. They may be drawn at a 
visit after the participant has a liver transplant. The samples will be sent to a facility (currently at 
Rutgers University) under contract with NIDDK. DNA may be collected via whole blood or, in 
the event that whole blood collection is not possible or contraindicated, by saliva. 
 
From the biological mother and father: 


1. 10ml of whole blood in one 10 ml NaEDTA vial to be sent to an NIDDK contract 
facility at Rutgers University for DNA extraction.  OR   


2. 2ml of saliva collected in a saliva collection kit. 
 
From the participant, either: 


1. 4 ml of whole blood in one 4 ml EDTA vial when the participant weighs less than 50 
kg (110 lbs), OR  


2. 10 ml of whole blood in one 10 ml NaEDTA vial for DNA extraction when the 
participant weighs 50 kg (110 lbs) or greater. OR  


3.  2ml of saliva collected in a saliva collection kit. 
 
NOTE: If an inadequate volume is collected, a redraw of blood sample may be requested. 
 
3.6.3  Blood volume 
Approximately, 6.5 ml of blood may be removed from the child at each visit to evaluate hepatic 
function, electrolytes, vitamin levels and blood count. In addition, 3 ml of blood may be removed 
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to test vitamin levels. More blood may be withdrawn to perform additional clinically indicated 
laboratory tests. 
When the participant is a patient at the ChiLDReN site, the blood for clinical tests will be drawn 
as part of the annual clinical evaluation of the participant. When the participant is a research 
participant and not a patient, this blood volume will be included in the total computation of blood 
volume for research use. However, this blood will not be drawn from research participants who 
are post-transplant. 
 
3.6.4 Priority of Blood Sampling 
When there is insufficient blood for all samples, the priority of blood samples are: 


1) hepatic function, electrolytes and blood count* 
2) other clinically indicated tests (non-research tests only) 
3) vitamin levels 
4) blood for DNA  
5) plasma 
6) serum 


 
NOTE: Blood that is drawn specifically for research purposes will be obtained according to each 
study site’s institutional guidelines. 


 
• When the participant weighs less than 50 kg: 8ml of blood will be drawn for the 


repositories. 
• When the participant weighs 50 kg or more: 14ml of blood will be drawn for the 


repositories. 
 
In addition, 9.5 ml will be drawn for hepatic function, electrolytes, blood count, and vitamin 
levels. 
 
3.6.5   Liver tissue 
The following samples will be obtained at the time of transplant, when possible, and sent to the 
repository under contract with NIDDK. 
 
From the participant at the time of transplantation: 


1. tissue from the native liver. 
2. unstained paraffin-embedded slides of the native liver. 


 
NOTE: Consent for these samples of the liver may be requested when the child is listed for 
transplant. 
 
3.6.6  Specimen Repositories 
A central repository has been established by the NIDDK, a division of the National Institutes of 
Health, for long-term storage for blood, tissue specimens and a second repository has been 
established at Rutgers University for DNA extraction. Otherwise, samples will be shipped via 
licensed overnight carrier once every month to the NIDDK central repository. 
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All specimens are labeled with a de-identified study ID. A computer log will record all incoming 
samples at the central repository, the storage location, and the date, and the type of sample. 
Receipt of samples will be acknowledged to the originating center. 
 
3.6.7   Specimen Use 
The ChiLDReN Steering Committee has developed a policy for the approval of ancillary studies 
– studies that will require the use of samples in the repository. ChiLDReN investigators may 
propose such studies; non-ChiLDReN investigators may propose such studies only if they have 
a ChiLDReN investigator as a co-investigator. To be approved, these studies must relate to the 
specific aims of ChiLDReN, namely to study the pathogenesis and natural history of BA and 
neonatal hepatitis or to evaluate patterns of cellular gene and protein expression in tissue 
specimens and plasma by viral, genomic, and proteomic techniques. Examples of studies that 
have been proposed by ChiLDReN investigators (but as yet none are approved) are: screening 
for genetic mechanisms for pathogenesis and modifiers of BA; identifying novel antigens and T 
and B cell responses in BA; the association of HLA type and BA; and the identification of 
laterality genes associated with the “embryonic” form of BA. 
 
These research studies are not related to clinical care; tests performed on anonymized samples 
will not be reported to the parents/guardians nor included in the medical record. 
 
The goal of the NIDDK repositories is to make samples available for investigations that have not 
been specified. Until the funding for ChiLDReN terminates in June 2019, and during any 
possible extension(s), all decisions about the use of the samples will be made by the ChiLDReN 
Steering Committee. After funding for ChiLDReN terminates, NIDDK will set up a peer review 
mechanism to determine the use of the remaining samples. All participant identifiers would have 
been removed from samples in the repositories (i.e., samples are de-identified).The study 
database will be transmitted to the NIDDK repository with all participant identifiers removed; 
e.g., dates will be converted to ages. 
 
3.7 Costs and Payments to Participants 
 
In addition to the collection of routinely obtained clinical data and the results of routine 
laboratory investigations, this research includes taking an extra blood sample (8-14mls 
depending on the visit and participant's weight), and samples of blood from parents. There will 
be no costs to the participant or their insurance for any research-related data collection, 
including the developmental assessments, and special laboratory investigation. The expenses 
for the storage and handling of the extra research blood and liver samples are covered by the 
research. 
 
For each scheduled follow-up visit the parents or guardians will receive a small stipend in the 
form of– cash, gift certificate, or check – to be determined by the clinical site and consistent 
with each clinical site’s regulatory authority to reimburse them for parking, meals, or other 
expenses that they may have related to the visit. 
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3.8. Number of Participants 
 
A total of 781 post-transplant and 598 pre- transplant participants have been enrolled as of May 
31, 2016. The ethnicity and racial categories of the participants are outlined in Table 3.8.1. 
 


Table 3.8.1. Ethnicity and racial categories of the participants enrolled by May 31, 2016 


 


Post Transplant Pre Transplant Total 


N PctN N PctN N PctN 


Total 781 100.0% 598 100.0% 1379 100% 


Gender 
489 62.6% 347 58.0% 836 60.6% 


Female 


Male 289 37.0% 245 41.0% 534 38.7%% 


Unknown 3 0.4% 6 1.0% 9 0.7% 


Ethnicity 
162 20.7% 89 14.9% 251 18.2% 


Hispanic 


Non-Hispanic 614 78.6% 498 83.3% 1112 80.6% 


Unknown 5 0.6% 11 1.8% 16 1.2% 


Race 
478 61.2% 376 62.9% 854 61.9% 


White 


Black 118 15.1% 83 13.9% 201 14.6% 


Asian 60 7.7% 57 9.5% 117 8.5% 


Other 45 5.8% 28 4.7% 73 5.3% 


Multiracial 57 7.3% 40 6.7% 97 7.0% 


Unknown 23 2.9% 14 2.3% 37 2.7% 
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4.0 Statistical considerations 
 
The expected number of participants (both pre- and post-transplant) for this study was originally 
expected to be 250. The table below provides the newly updated estimated number of 1,709 
participants to be enrolled by the end of this funding period (June, 2019). 
 


Table 4.0.1. Expected Enrollment Table 


 Post-transplant Pre-transplant Total 


 N N N 


Total 934 775 1709 


Gender 
585 446 1031 


Female 


Male 343 311 654 


Unknown 6 18 24 


Ethnicity 
201 131 332 


Hispanic 


Non-Hispanic 725 621 1346 


Unknown 8 23 31 


Race 
577 508 1085 


White 


Black 133 92 225 


Asian 78 72 150 


Other 45 28 73 


Multiracial 66 43 109 


Unknown 35 32 67 


 
Specific Aim 1   
Sequence analysis for the 19 candidate genes has been done on over 95 normal alleles for 
some of the genes and for 298 normal alleles for most genes by Dr. John Belmont at the 
Baylor College of Medicine in Houston, TX. That should be sufficient to provide a basis for 
distinguishing potential mutations from normal polymorphic variants. There are no data on a 
comparable population to form a basis for predicting the percentage of these participants that 
are likely to have a mutation of one of the 19 genes that are going to be sequenced. We have 
proposed a pilot study of 40 participants on the basis of the preliminary results of the 
Belmont lab showing pathogenic sequence variants in 61 of 238 amplicons from participants 
with situs defects of the heart. This means that a pilot study of 40 participants would identify 
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pathogenic sequence variants in at least 10 of the participants. The only data for chromosomal 
abnormalities is from Silveira et al. (8). Two of eight participants examined had chromosomal 
abnormalities. 
 
We predict that approximately 15% of enrolled BA participants will have anomalies associated 
with classical situs inversus as well as anomalies that are not associated with classical situs 
inversus. The latter include anomalies that were found in the study of Silveira et al. that most 
extensively characterized anomalies in the single largest collection of BA patients in the 
literature (8). The rationale for including these anomalies comes from the study of Ware et al. 
(44) that found mutations in the Zic3 gene in patients with congenital heart defects 
characteristic of classical situs inversus as well as in patients with congenital heart defects not 
associated with classical situs inversus. 
 
Ancillary Study Sample Size Calculation: A reason to increase the number of total 
participants in this study (in this amendment) relates to the stated goal of BASIC to 
provide sufficient numbers of participants, human specimens and DNA to allow for Ancillary 
Studies (that are not detailed in this protocol) that will have the statistical power to perform 
genetic analyses and biomarker discovery investigations. For example, a GWAS Ancillary 
Study has been approved and funded to discover genetic susceptibility factors to BA by 
identifying genetic variants that are associated with the disease, by carrying out an 
association study to both SNPs and CNSv with follow-up by detailed sequencing of the regions 
identified (Principal Investigator: Nancy Spinner, PhD, Children’s Hospital of Philadelphia). 
ChiLDReN Network will combine the group of PROBE participants who have BA and BASIC 
participants (all of whom have BA) to provide samples and data for this Ancillary Study. As the 
number of samples of non-white is small, and to minimize the risk of confounding due to 
population stratification, this initial analysis will focus on a discovery cohort of samples from 
self-reported white participants. 
 
Based on various publications, it appears that for homogeneous populations (in terms of 
race/ethnicity) 800 cases and a comparable number of controls would be needed to detect a 
genome wide association on the order of a relative risk of 2.0 with respectable power (80-
90%), and that far larger studies (on the order of 2,000-3,000 cases and a similar number of 
controls) would be needed for a smaller relative risk of 1.3-1.5 (76). 
 
Based on most recent enrollment report (reviewed June 2016), BASIC and PROBE together will 
still have well under 2000 available samples at the end of this funding cycle. As of May 31, 
2016, BASIC study had enrolled 1379 participants, which includes approximately 712 white 
children with BA with available DNA specimens. Together with PROBE, ChiLDReN has 
enrolled approximately 911 white children with BA with available DNA specimens, among 
which 80% (approximately 729) have isolated BA. Under the current enrollment trend, by the 
end of this funding period, we expect to enroll an additional 330 children in BASIC and 
100 BA children in PROBE, which will yield approximately an additional 158 (according to the 
current trend, 61.9% and 57.3% participants are white, respectively, and 80% and 58% in 
BASIC and PROBE have DNA samples, respectively) white children with isolated BA and DNA 
specimens. Given the above calculation, at the end of this funding period, the number of 
available cases for a genome wide association study on white children with BA will be 
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729+158=887 approximately. We propose to continue enrollment into BASIC, in hopes of 
increasing the number of available participants and DNA samples to be combined with the 
PROBE BA population in order to have as large a population as possible for these genetic 
studies and to have adequate power for smaller relative risks, ideally in the 1.3-1.4 range. 
 
Specific Aim 2  
The unique aspect of the autoimmune data collection is the use of δ values to quantitate HLA 
data, thereby permitting the use of more powerful statistical tools. This method depends on 
selecting a ‘disease epitope’ against which to score all other epitopes, since an HLA allele has 
a numerical value only in comparison to other alleles. However, the project also involves a 
parallel analysis of HLA alleles in the traditional manner, and one final outcome of this project 
will be to compare the two methods. Dr. Freed and associates will look for the susceptible 
epitopes or HLA alleles within a group of patients who have the most severe form of the 
disease which is based on clinical criteria established for each of the diseases. We assume 
that this population is likely to have the most disease-prone epitopes, as well as the highest 
probability of being homozygous for susceptible HLA alleles and epitopes. We search all 
combinations of epitopes within the HLA-A, B, C, DRB1, DRB3, DRB4, DRB5, DQA1, 
DQB1, DPA1, and DPB1 loci. We then rank all possible epitopes and HLA alleles based on 
x2 values, using several possible control populations to provide the expected frequencies. 
 
The control frequencies will be determined by multiple sources the largest of which is the 6,600 
cord blood units that have been typed at ClinImmune Labs since 1997. The cord blood units 
have low resolution HLA-A and B and high resolution HLA-DRB1. Because these were collected 
in the state of Colorado the percentages of African Americans and Asians are low, nevertheless 
they represent sizable numbers (n = 264 and 132, respectively) with which to determine allele or 
epitope frequency. The cord bank provides sufficient HLA- DRB1 alleles and epitopes to serve 
as a control for any study, but these individuals have not been high resolution typed for HLA-A, 
B, C, DQA1, DQB1, DPA1 or DPB1. Hence, a concurrent rheumatoid arthritis project will be 
developed as a control. The validity of this group as a control will be determined by comparing 
allele frequencies of HLA-A, B and DRB1 with the 6,600 cord blood units. Subsets of both of 
these control populations will be used to control from race and ethnicity. 
 
The second phase of the analysis is to use those epitopes with the highest χ2 values to produce 
δ scores for all other participants with BA. Due to the fact that we have selected epitopes based 
on their prevalence within the disease population, the mean ± standard deviation for this 
Epitope 1 will, by definition, be very low (mean <10). Epitope 2, corresponding to the other HLA 
allele, could also be low in the patient population due to homozygosity for disease epitopes. 
However, Epitopes 1 and 2 in the control populations should be normally distributed. If the δ 
score is also low in the control population, it would indicate that the epitope is very common and 
the differences are not statistically significant. Thus, Dr. Freed’s computer algorithm looks first 
for epitopes that are very common in the disease population, and then subsequently looks for 
those that have significantly lower δ scores than the control populations. 
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Due to the retrospective nature of epitope searching, there exists an increased possibility that 
we will identify shared epitopes with increased frequency and lower δ scores, but that are 
unrelated to the immune-mediated disease (Type I statistical error). From a statistical 
standpoint, this is a problem inherent in all retrospective analyses. However, as with most 
medical studies, the retrospective analysis must be performed to identify disease associations, 
and statistical validation follows with a second independent study. To minimize the chances of 
a Type I error, we set the significance value for differences in δ   scores at p<0.01. However, BA 
may have many epitopes with significant differences in δ values between participants and 
controls, which can then be ranked from highest to lowest. Power calculations were used to 
determine the sample size required to find a statistically significant difference between 
frequency of an HLA antigen in the control group and each of the immune-mediated 
diseases, using a two-sided test with a power of 0.8 and a significance level of 0.01. SLE is 
the immune-mediated disease with the weak defined HLA association. If we use it as a model 
for BA, where the HLA association is unknown, we can estimate that we will need 131 
participants to test our hypothesis. 
 
The enrollment is mainly driven by the large sample size needed for the genetic studies in Aim 
1. BA participants enrolled in both BASIC and PROBE and data collected on them will be used 
as a convenient sample for testing the hypothesis in Aim 2. 
 
Specific Aim 3   
We anticipate to have enrolled 775 pre-transplant participants by the end of the funding 
period (June, 2019). We assume with this expected number of participants, data from at least 
100 participants will be available for disease modeling at each age, the standard error of an 
estimate of annual rate of transition (e.g., to liver transplant or of onset of cholangitis) will be 
no larger than 5%; the standard error will be 3% when the transition rate is 10% and 2% when 
the transition rate is 4%. This will enable us to model the conditional probability of liver 
transplant and other complications at each age. 
 
In addition, according to the currently observed event rate, we expect 14% (approximately 74 
participants) among the anticipated 527 pre-transplant participants will have died or had liver 
transplant by the end of the grant period. This allows us slightly more than 80% power to 
detect the relative risk of 1.887 as statistically significant (alpha=0.05, two-sided), for a factor 
that was present in approximately 50% of the population. 
 
Finally, change over time in serum total bilirubin or other biochemical marker will be modeled 
longitudinally using a random effects model. These models will include data from all participants 
(~642) and will have 90% power to identify correlations as low as 0.15 using a two-sided test of 
significance. 
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SAMPLE CONSENT TEMPLATE FOR Older Children and 
Adults 


THIS CONSENT HAS BEEN SUBMITTED TO THE UNIVERSITY OF MICHIGAN IRB FOR INFORMATION
(ACKNOWLEDMENT) ONLY. EACH CLINICAL SITE MUST ADAPT IT TO FULFILL THE LOCAL IRB 


REQUIREMENTS 


Post-transplant older children and adults 


You may be eligible to take part in a research study. This form gives you important 
information about the study. It describes the purpose of the study, and the risks and possible 
benefits of participating in the study. 


Please take time to review this information carefully. After you have finished, you should talk 
to the researchers and ask them any questions that you may have about the study. You may 
also wish to talk to others (for example, your friends, family, or other doctors) about your 
participation in this study. If you decide to take part in the study, you will be asked to sign this 
form. Before you sign this form, be sure that you understand what the study is about, 
including the risks and possible benefits. 


1.1 Study title: 
Biliary Atresia Study in Infants Children and adults (BASIC) 


A protocol of the Childhood Liver Disease Research Network (ChiLDReN) 


1.2 Company or agency sponsoring the study: Sponsor: 
National Institutes of Health (NIH) - NIDDK 
Data Coordinating Center: 
University of Michigan and Arbor Research Collaborative for Health 


1.3 Names, degrees, and affiliations of the researchers conducting 
the study: SITE SPECIFIC 


INFORMATION ABOUT THIS FORM 


1. GENERAL INFORMATION ABOUT THIS STUDY AND THE RESEARCHERS


Appendix C: Informed Consent Templates
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2.1 Study purpose: 
Biliary Atresia in children can cause serious illness. The main purpose of this study is to 
collect information on children with Biliary Atresia so that researchers will be able to learn 
more about the natural history of Biliary Atresia and its causes. An additional aim to this 
study is to develop a repository (long-term storage) of samples of blood from older children 
with Biliary Atresia to be used in research about liver disease 


 


 
 
Taking part in this study is completely voluntary. You do not have to participate if you don't want 
to. You may also leave the study at any time. If you leave the study before it is finished, there will 
be no penalty to you, and you will not lose any benefits to which you are otherwise entitled. 
 


3.1 Who can take part in this study? 
Children who are diagnosed with Biliary Atresia and 6 months of age or older, through age 20. 
 
3.2 How many people (participants) are expected to take part in this study? 
1,709 participants are expected to participate, XXX at YOUR SITE and the remainder at other 
sites around the United States and Canada.  
 


 
 


4.1 What exactly will happen to me in this study? What kinds of research 
procedures will I receive if we agree to take part in this study? 


We will ask you for information about you, your family’s medical history of diseases and 
permission to review your entire medical record. Samples of blood and/or saliva will be 
collected for research purposes from you, when possible, at the same time that samples 
are being taken as part of routine clinical testing. 


 
We will ask you to provide blood samples which, along with the study data, will be sent to 
the NIDDK Central Repository, a research resource supported by the National Institutes of 
Health. The Repository collects, stores, and distributes biological samples and associated 
data from people with many kinds of disorders, from unaffected family members and from 
other healthy people. The purpose of the collection is to make samples available for use in 
research for the study of children’s liver diseases, after the current study is completed. 
Sending samples to the Repository may give scientists valuable research material that can 
help them to develop new diagnostic tests, new treatments, and new ways to prevent 
diseases. 


 


2. PURPOSE OF THIS STUDY 


3. INFORMATION ABOUT STUDY PARTICIPANTS (PARTICIPANTS) 


4. INFORMATION ABOUT STUDY PROCEDURES 
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All of the clinical information will be kept in a secure locked file in the investigator’s office and 
the data, without any personal identification, will become part of a national research 
database that combines data from all the clinical sites.  
 
Information Gathered: 
You will only have one visit. We will review your medical records for information related to 
your liver problems. We will ask about: 


 Any congenital anomalies (problems present at birth) that you had, 
 Details of your past medical history. 
 Diseases that members of your family have had. 


 
The information and answers that you provide will be recorded on research forms 
(forms without personal identifiers). 


 
Genetics: 
Since it is possible that genetic factors may be involved in the development of Biliary Atresia 
in children, this study asks permission to obtain blood from you. This blood will be processed 
to obtain genetic material (DNA). If an inadequate volume is collected, a redraw of blood 
sample may be requested. In the event that we are unable to obtain blood for DNA, we will 
attempt to collect saliva for genetic material. 
 
The DNA will be kept indefinitely in a specialized laboratory under contract with the NIH. In 
this way, the genetic (DNA) material will be available to future researchers who continue to 
study the possible causes and long-term effects of Biliary Atresia. The DNA samples will be 
labeled with a number that cannot be linked to you. 


 
The genes contained in the stored DNA samples may have important scientific value that will 
increase our understanding of what causes Biliary Atresia in children. Therefore, we believe that 
it is an extremely valuable part of the study. Future analysis of the DNA samples obtained during 
the course of this study may allow us to understand why some children develop Biliary Atresia. 


 
Providing DNA as part of this research study does not prevent you and your doctor from 
performing genetic testing for clinical use. The stored DNA from you, and genetic results from 
research studies will not be available to you. This is because these genetic studies are 
currently only used as research tests and have not been developed for routine clinical use. At 
the end of this form you will be asked to sign whether you consent to provide DNA. 
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Blood for genetics will be drawn. The volume of blood will be based on your weight. 
• If you weigh under 50 kg (110 pounds) then 4.0 cc (less than 1 teaspoon) will be 


drawn. 
• If you weigh 50 kg (110 pounds) or more, then 10 cc (2 teaspoons) will be drawn. 
• If whole blood collection is not possible or contraindicated, approximately 2 cc (less 


than 1 teaspoon) of saliva will be collected into a Saliva Collection Kit. 
 
The removal of this amount of blood will not affect your health. 
 
We are asking permission to store your blood to look for causes of Biliary Atresia. There 
is no limit to the time when they may be used. 


 
4.2 How much of my time will be needed to take part in this study?  
You will complete one study visit. 
 
The personal interview at the beginning of the study may last up to 1 hour; it will be scheduled 
at your convenience. 
 
4.3 When will my participation in the study be over? 
Your participation will end when you have completed your One Visit or YOUR SITE is no longer 
participating in the ChiLDReN network.  


 


 
5.1 What risks will I face by taking part in the study? What will the researchers do to 


protect me against these risks? 
When possible, the blood draw for this study will occur at the same time as that for routine 
clinical care. It may cause some discomfort, bruising or infection at the site of the draw. The 
extra teaspoons of blood taken for research will not affect your condition. 


 
There is the possibility of a breach of confidentiality and your participation could become 
known outside the research study. Personal identifiers (other than date of birth and gender) 
will be removed from all documents before they are placed in the research record. 


 
The investigator is willing to discuss any questions you might have about these risks and 
discomforts. 


 
  


5. INFORMATION ABOUT RISKS AND BENEFITS 
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5.2 What happens if I get hurt, become sick, or have other problems as a result of 
this research? 


The researchers have taken steps to minimize the known or expected risks. However, you 
may still experience problems or side effects, even when the researchers are careful to 
avoid them. If you believe that you have been harmed, notify the researchers listed in 
Section 10 of this form. The (Institution Name Here) will provide first aid or emergency 
care. The cost of this first aid or emergency care may be billed to your insurance company; if 
it is not covered by your insurance, this cost may be your responsibility.  
 
Additional medical care may be provided if the (Institution Name Here) determines that it is 
responsible to provide such treatment. If you sign this form, you do not give up your right to 
seek additional compensation if you are harmed as a result of being in this study. 


 
Please note: It is important that you tell the researchers about any injuries, side 
effects, or other problems that you experience during this study. You should also tell 
your regular doctors. 


 
5.3 If I take part in this study, can I also participate in other studies? 
You may participate in other studies while taking part in this one. However, please let the 
researchers know if you plan to join another study. 


 
5.4 How could I benefit if I take part in this study? How could others benefit? 
You are unlikely to receive any personal benefit from being in this study. However, 
knowledge gained from the clinical information and specimens collected may affect the 
diagnosis and treatment of future patients with liver disease. The development of a blood 
bank of specimens from children with liver problems will be an invaluable tool for current and 
future investigations into understanding Biliary Atresia and other liver diseases in infants. It is 
possible that this research may be shared with commercial collaborators outside of the 
ChiLDReN network. You, the ChiLDReN researchers and the sponsor, the NIH and its 
agents will not benefit financially from such ventures. However, your participation in this 
study may benefit future infants with liver problems. 
 
You will not receive any direct benefit for participating but your sample may benefit the 
future health of the community at large or infants with liver problems. Because other 
researchers will not have access to your identity, neither you nor your physician will get the 
eventual results of studies that might be performed using your sample. It is possible that 
data resulting from use of your sample may eventually be used in a research publication. In 
that event, your name or other identifying information will not be included as this information 
will not be available to the researchers. It is important for you to understand that there is a 
small chance that some research may yield results that may indirectly have a negative 
impact on insurability, employability, and/or family relationships of some individuals or 
groups of people. Sometimes, research results in findings or inventions that have value if 
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they are made or sold. These findings or inventions may be patented or licensed, which 
could give a company the sole right to make and sell products or offer testing based on the 
discovery. Some of the profits from this may be paid back to the researchers and the 
organizations doing this study, but you will not receive any financial benefits. 


 
5.5 Will the researchers tell me if they learn of new information that could change my 


willingness to stay in this study? 
Yes, the researchers will tell you if they learn of important new information that may change 
your willingness to stay in this study. If new information is provided to you after you have 
joined the study, it is possible that you may be asked to sign a new consent form that 
includes the new information. 


 


 
6.1 If I decide not to take part in this study, what other options do I have? 
Participation in this study and donation of samples to the Repository are completely voluntary 
and your alternative is not to participate. You will receive the same treatment whether or not 
you take part in this study and there will be no penalty or loss of benefits to which you are 
entitled. 


 
Ask the researchers or your doctors about other options that you may have. 
 


 
 


7.1 If I want to stop participating in the study, what should I do? 
You are free to leave the study at any time. If you leave the study before it is finished, there 
will be no penalty to you. If you choose to tell the researchers why you are leaving the study, 
your reasons for leaving may be kept as part of the study record. If you decide to leave the 
study before it is finished, please notify one of the persons listed the “Contact Information” 
section of this consent. 


 
7.2 Could there be any harm to me if I decide to leave the study before it is finished? 
No, there is no risk of harm to you if you decide to leave the study early. 


 
7.3 Could the researchers take me out of the study even if I want to continue to 


participate? 
Yes. There are many reasons why the researchers may need to end your participation in the 
study. Some examples are: 


 The researcher believes that it is not in your best interest to stay in the study. 
 You are unable to follow instructions from the researchers. 
 The study is suspended or canceled. 


 


7. ENDING THE STUDY 


6. OTHER OPTIONS 
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8.1 Who will pay for the costs of the study? Will I or my insurance company be billed for 


any costs of the study? If so, which costs? What happens if my insurance does not 
cover these costs? 


You or your health insurance company will be responsible for costs related to the diagnosis, 
treatment and follow-up of your liver condition. All of these are part of the standard clinical 
care that you will receive: clinic visits, blood tests, operations, biopsies, medicines, vitamins, 
immunizations and special feeding formulas. 
 
It is important to understand that some insurance companies may not cover all of the above 
listed costs. If your insurance company does not cover these treatments or procedures, you 
will be required to pay for them. 


 
There will be no cost to you or your insurance for any research related activities. The 
researchers will pay for preparation, handling, and storage of the extra blood. 


 
Ask the researchers if you have any questions about bills, fees, or other costs related to this 
study. 


 
8.2 Will I be paid or given anything for taking part in this study? 
Yes, you will receive reimbursement of $15-20 (the amount and the method of payment – 
cash, check, gift certificate may be center-dependent) for the costs for parking and meals 
for your participation in each of the follow up visits of this research study. 


 
8.3 Who could profit or financially benefit from the study results? 
The researchers and the National Institutes of Health (NIH) are unlikely to profit or benefit 
financially from the study results. 


 


 
Protected Health Information (PHI) is any health information through which you can be 
identified. Protected Health Information is protected by federal law under the Health 
Insurance Portability and Accountability Act of 1996 (HIPAA). A decision to participate in this 
research means that you agree to let the research team use and share your PHI for the study 
explained above. Study PHI will be kept in your research record and only the research team 
will have access to this information. 


 
  


8. FINANCIAL INFORMATION 


9. CONFIDENTIALITY OF PARTICIPANT RECORDS AND AUTHORIZATION TO RELEASE 
YOUR PROTECTED HEALTH INFORMATION 
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Signing this form gives the researchers your permission to obtain, use, and share information 
about you for this study, and is required in order for you to take part in the study. Information 
about you may be obtained from any hospital, doctor, and other health care provider involved 
in your care. 


 
Information about you may include information about health and medical care before, during, 
and after the study, even if that information wasn't collected as part of this research study. 
For example: 


• Hospital/doctor's office records, including test results (X-rays, blood tests, urine tests, 
etc.) 


• All records relating to your liver problem, the treatment received, and your 
response to the treatment 


• Billing information 
 


9.1 How will the researchers protect my privacy? 
To help us protect your privacy, we have obtained a Certificate of Confidentiality from the 
National Institutes of Health. With this Certificate, the researchers cannot be forced to disclose 
information that may identify you, even by a court subpoena, in any federal, state, or local civil, 
criminal, administrative, legislative, or other proceedings. The researchers will use the 
Certificate to resist any demands for information that would identify you, except as explained 
below. 
 
The Certificate cannot be used to resist a demand for information from personnel of the United 
States Government that is used for auditing or evaluation of federally funded projects or for 
information that must be disclosed in order to meet the requirements of the federal Food and 
Drug Administration (FDA). 
 
You should understand that a Certificate of Confidentiality does not prevent you or a member 
of your family from voluntarily releasing information about yourself or your involvement in this 
research. If an insurer, employer, or other person obtains your written consent to receive 
research information, then the researchers may not use the Certificate to withhold that 
information. 
 
Even with the Certificate of Confidentiality, the investigators continue to have ethical and legal 
obligations to report suspected child abuse or neglect and to prevent you from carrying out any 
threats to do serious harm to yourself or others. If keeping information private would 
immediately put you or someone else in danger, the investigators would release information to 
protect you or another person. 
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INCLUDE IF YOU ARE REQUIRED TO REPORT SUSPECTED CHILD ABUSE OR 
NEGLECT 
The Certificate of Confidentiality will not be used to prevent disclosure to state or local 
authorities of child abuse and neglect. If you tell us or we learn something that makes us 
believe that your child or others have been or may be physically harmed, we may be required 
to report that information to the appropriate agencies.  
 
Department of Health and Human Services (DHHS) personnel may request identifying 
information for purposes of performing audits, carrying out investigations of DHHS grant 
recipients, or evaluating DHHS funded research projects. 
 
Once you are enrolled into this research study you are assigned a unique Research ID 
Number. All information and samples (blood and DNA) will be labeled with this de-identified 
number. Only your ChiLDReN physician will keep a list which matches your name with this 
Research ID number. Information sent to the Data Coordinating Center and specimens sent to 
the repository will contain the de-identified number. This way only the research team at this 
clinical site will be able to identify you. 
 
The Repository will take measures to protect your privacy, although no guarantee of 
confidentiality can be absolute. Before the researchers in this study send samples to the 
Repository, each sample will be given a code number. Your name and all personal identifying 
information such as address, social security number, and date of birth, will be removed. 
Therefore, the Repository will not be able to give out your name, or other information that 
identifies you to the scientists who receive the samples. However, the Repository and 
scientists will have some data about you, such as age, sex, diagnosis, race, and outcomes of 
the initial study. 
 
If disclosure of your genetic information does happen, a federal law, called the Genetic 
Information Nondiscrimination Act (GINA) makes it illegal for health insurance companies 
group health plans and most employers to discriminate against you based on your genetic 
information. This law generally will protect you in the following ways. 


1. Health insurance companies and group health plans may not request your genetic 
information that we get from this research. 


2. Health insurance companies and group health plans may not use your genetic 
information when making decisions regarding your eligibility or premiums. 


3. Employers with 15 or more employees may not use your genetic information that we 
get from this research when making a decision to hire, promote, or fire you or when 
settling the terms of your employment. 


 
However, you should be aware that this law does not protect you against genetic 
discrimination by companies that sell life insurance, disability insurance, or long-term care 
insurance.  
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The only identifiable information in the research file is your date of birth and gender. This 
information is necessary to perform statistical analysis on the data, such as to calculate 
growth rates and age at onset of the illness. This information in the research file is no longer 
protected by HIPAA. 


 
You will not be identified in any reports or publications which arise from this study. We will take 
every precaution to protect your confidentiality. 
 
9.2 What information about me could be seen by the researchers or by other people? 


Why? Who might see it? 
There are many reasons why information about you may be used or seen by the 
researchers or others during this study. Examples include: 


• The researchers at your clinical site may need the information to make sure that you 
can take part in the study. 


• The researchers at your clinical site may need the information to check your test 
results or look for side effects. 


• A monitor from the Data Coordinating Center may review your medical records and 
informed consents to check that the data that you provide is being recorded 
correctly and to monitor the progress and safety of the study. 


• University and government officials may need the information to make sure that the 
study is done properly. 


• Representatives from the United States Food and Drug Administration (FDA) 
or the Institutional Review Board at this institution may review your medical 
records. 


• Organizations that are funding the study may need the information to make sure 
that the study is done properly. 


• Your date of birth and gender must be shared with the Data Coordinating Center and 
the Data Safety and Monitoring Board which oversees the safety of the study. This 
protected health information (PHI) will be used for statistical analysis of medical data. 


• Safety monitors or committees may need the information to make sure that the study 
is safe. 


• Insurance companies or other organizations may need the information in order to 
pay your medical bills or other routine medical costs not related to your 
participation in the study. 


• You may participate in the Study of Pediatric Liver Transplantation. If you decide to 
participate in that study, we may exchange information with that study. 


• All data and samples are stored in a central database or in a repository under 
contract with NIH. The data and the samples do not contain any personal 
identification. 
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The results of this study may be published in an article, but will not include any information 
that would let others know who you are 
 
A description of this clinical trial is available on http://www.clinicaltrials.gov/, as required by U.S. 
Law. This Web site will not include information that can identify you. At most, the Web site will 
include a summary of the results. You can search this Web site at any time. 
 
9.3 What happens to information about me after the study is over or if I cancel my 


permission? When does my permission expire? 
 
Your participation is voluntary; you may choose not to participate in this research study or 
withdraw at any time. Your choice will not affect the commitment of health care providers to 
care for you and there will be no penalty or loss of benefits to which you are otherwise entitled. 
If you decide to end participation in the study, please contact the investigator. 
 
Samples of blood will be sent to the Repository. These samples will not have any personal 
identifiers when sent to these facilities. If you agree to have your sample(s) stored in the 
Repository, you can change your mind up until the end of the ChiLDReN study. When 
researchers receive written instructions from you they will destroy your sample(s) and all 
information that identifies you. However, once data and samples have been used, the 
information can no longer be removed from the database. 
 
Samples and data that you provide may be used at any time in the future for research into liver 
disease. Both samples and data will be stripped of all personal identifiers. These samples and 
data may be used by researchers approved by the NIH who may not be part of the current 
study. 


 
It is not possible to undo or disallow research that has already been performed. Specimens 
and data that have been stripped of personal identifiers cannot be retrieved. 
 
After the study is completed or after you decide to withdraw from the study, information 
about you may be used or disclosed as follows: 


 To preserve the integrity of the other information collected during the study. 
 As part of a data set used for research, educational and other lawful activities that 


does not include your name, social security number, or other identifying 
information. 


 To University faculty, staff and agents responsible for oversight of the research. 
 As required by applicable federal or state law. For example, if you withdraw from the 


study at any time, a record of your withdrawal and the reasons you gave for 
withdrawing will be kept as part of the study record. In addition, government officials 
who are responsible for oversight and review of clinical trials may require certain 
disclosures. 



http://www.clinicaltrials.gov/
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It is important to understand that once your medical records have been disclosed as described 
above, they may no longer be protected directly by federal privacy regulations issued under the 
HIPAA. However, as long as the information is held in any part of the institution, it is protected 
by the institution’s privacy policies. For more information about these policies, please ask your 
doctor for a copy of the Site’s Notice of Privacy Practices. 


 
9.4 When does my permission expire? 
Your permission expires at the end of the study, unless you cancel it sooner. 
 


 
 


10.1 Who can I contact about this study? 
Please contact the researchers listed to: 


• Obtain more information about the study 
• Ask a question about the study procedures or treatments 
• Talk about study-related costs to you or your health plan 
• Report an illness, injury, or other problem (you may also need to tell your regular doctors) 
• Leave the study before it is finished 
• Express a concern about the study 


 
You may also express a concern about a study by contacting the Institutional Review Board 
listed. 


 
If you are concerned about a possible violation of your privacy, contact the Institution’s Privacy 
Officer at   


 
When you call or write about a concern, please provide as much information as possible, 
including the name of the researcher, the IRB number (at the top of this form), and details 
about the problem. This will help Institutional officials to look into your concern. When reporting 
a concern, you do not have to give your name unless you want to. 
 


 
 
11.1 What documents will be given to me? 
Your signature in the next section means that you have received copies of all of the 
following documents: 


 
This "Consent to be Part of a Research Study" document. (Note: In addition to the 
copy you receive, copies of this document will be stored in a separate confidential 
research file and may be entered into your regular Institution’s medical record.) 


  


10. CONTACT INFORMATION 


11. RECORD OF INFORMATION PROVIDED 
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Participant’s Name:      
 First Middle Initial Last Date of birth 


 
I consent to participate in this study.  Yes □ Initials _____    No □ Initials _____     
 
I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
  
 Yes □ Initials _____   No □ Initials _____     
 
 


  
Participant’s Signature   Date 
 
 


Mother’s Consent for her Participation in the Study: 
 


I consent to participate in this study.  Yes □ Initials _____    No □ Initials _____     
 
I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
  
 Yes □ Initials _____   No □ Initials _____     


 
 
Signature:   Date:   


 
Name:   


 
  


12. SIGNATURES 


I understand the information printed on this form. I have discussed this study, its risks and potential 
benefits, and my other choices with  . My questions so far 
have been answered. I understand that if I have more questions or concerns about the study or my/my 
child’s participation as a research participant, I may contact one of the people listed in Section 10 
(above). I understand that I will receive a copy of this form at the time I sign it and later upon request 
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Father’s Consent for his Participation in the Study: 
 
I consent to participate in this study.  Yes □ Initials _____    No □ Initials _____     
 
I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
  
 Yes □ Initials _____   No □ Initials _____     


 
Signature:   Date:   
 
Name:   


 
 


 


Principal Investigator (or Designee): 


I have given this research participant (or his/her legally authorized representative, if applicable) information 
about this study that I believe is accurate and complete. The participant has indicated that he or she understands 
the nature of the study and the risks and benefits of participating. 


Name: Title:   


Signature: Date of Signature:   





		1.3 Names, degrees, and affiliations of the researchers conducting the study: SITE SPECIFIC

		2.1 Study purpose:

		3.1 Who can take part in this study?

		Information Gathered:

		Genetics:

		4.2 How much of my time will be needed to take part in this study?

		5.2 What happens if I get hurt, become sick, or have other problems as a result of this research?

		5.3 If I take part in this study, can I also participate in other studies?

		5.5 Will the researchers tell me if they learn of new information that could change my willingness to stay in this study?

		7.2 Could there be any harm to me if I decide to leave the study before it is finished?

		8.1 Who will pay for the costs of the study? Will I or my insurance company be billed for any costs of the study? If so, which costs? What happens if my insurance does not cover these costs?

		8.2 Will I be paid or given anything for taking part in this study?

		8.3 Who could profit or financially benefit from the study results?

		9.1 How will the researchers protect my privacy?

		9.2 What information about me could be seen by the researchers or by other people? Why? Who might see it?

		9.3 What happens to information about me after the study is over or if I cancel my permission? When does my permission expire?

		9.4 When does my permission expire?

		10.1 Who can I contact about this study?

		Participant’s Name:

		Mother’s Consent for her Participation in the Study:
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SAMPLE CONSENT TEMPLATE FOR INFANT AND PARENTS 
THIS CONSENT HAS BEEN SUBMITTED TO THE UNIVERSITY OF MICHIGAN IRB FOR INFORMATION 


(ACKNOWLEDMENT) ONLY. EACH CLINICAL SITE MUST ADAPT IT TO FULFILL THE LOCAL IRB 
REQUIREMENTS 


 
Post-transplant infants and children 


 


 
You and your child may be eligible to take part in a research study. This form gives you 
important information about the study. It describes the purpose of the study, and the risks and 
possible benefits of participating in the study. 
 
Please take time to review this information carefully. After you have finished, you should talk to 
the researchers and ask them any questions that you may have about the study. You may also 
wish to talk to others (for example, your friends, family, or other doctors) about your and your 
child’s participation in this study. If you decide to take part in the study, you will be asked to sign 
this form. Before you sign this form, be sure that you understand what the study is about, 
including the risks and possible benefits. 


 
1.1 Study title: 


Biliary Atresia Study in Infants Children and adults (BASIC) 
 


A protocol of the Childhood Liver Disease Research Network (ChiLDReN) 
 


1.2 Company or agency sponsoring the study: Sponsor: 
National Institutes of Health (NIH) - NIDDK 
Data Coordinating Center: 
University of Michigan and Arbor Research Collaborative for Health 


 
1.3 Names, degrees, and affiliations of the researchers conducting the study: 


SITE SPECIFIC 
  


INFORMATION ABOUT THIS FORM 


1. GENERAL INFORMATION ABOUT THIS STUDY AND THE RESEARCHERS 
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2.1 Study purpose: 
Biliary Atresia in children can cause serious illness. The main purpose of this study is to collect 
information on children with Biliary Atresia so that researchers will be able to learn more about 
the natural history of Biliary Atresia and its causes. An additional aim to this study is to develop 
a repository (long-term storage) of samples of blood from older children with Biliary Atresia to 
be used in research about liver disease. 


 


 
 


Taking part in this study is completely voluntary. You and your child do not have to participate 
if you don't want to. You and your child may also leave the study at any time. If you and your 
child leave the study before it is finished, there will be no penalty to you or your child, and you 
and your child will not lose any benefits to which either of you are otherwise entitled. 


 
3.1 Who can take part in this study? 
Children who are diagnosed with Biliary Atresia and 6 months of age or older, through age 20. 
 
3.2 How many people (participants) are expected to take part in this study? 
1,709 participants are expected to participate, XXX at YOUR SITE and the remainder at other 
sites around the United States and Canada. 
 


 
 


4.1 What exactly will happen to me/my child in this study? What kinds of research 
procedures will I/my child receive if we agree to take part in this study? 


We will ask you for information about your child and permission to review your child’s entire 
medical record. Samples of blood and/or saliva will be collected for research purposes from 
your child, when possible, at the same time that samples are being taken as part of routine 
clinical testing. 
 
We will ask you, the child’s parent(s), for information about yourself and your family’s medical 
history of diseases. We will also ask you to provide a blood sample. 
 
We will ask your child to provide blood samples, which, along with the study data, will be sent 
to the NIDDK Central Repository, a research resource supported by the National Institutes of 
Health. The Repository collects, stores, and distributes biological samples and associated data 
from people with many kinds of disorders, from unaffected family members, and from other 
healthy people. The purpose of the collection is to make samples available for use in research 
for the study of children’s liver diseases, after the current study is completed. Sending samples  


  


2. PURPOSE OF THIS STUDY 


3. INFORMATION ABOUT STUDY PARTICIPANTS (PARTICIPANTS) 


4. INFORMATION ABOUT STUDY PROCEDURES 
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to the Repository may give scientists valuable research material that can help them to develop 
new diagnostic tests, new treatments, and new ways to prevent diseases. 
 
All of the clinical information will be kept in a secure locked file in the investigator’s office and 
the data, without any personal identification, will become part of a national research database 
that combines data from all the clinical sites.  


 
Information Gathered: 
Your child will only have one visit. We will review your child’s medical records for information 
related to your child’s liver problems. We will ask about: 


 Any congenital anomalies (problems present at birth) that your child had, 
 Details of your child's past medical history. 
 Diseases that members of your family have had. 


 
The information and answers that you provide will be recorded on research forms (forms 
without personal identifiers). 


 
Genetics: 
Since it is possible that genetic factors may be involved in the development of Biliary Atresia in 
children, this study asks permission to obtain blood from you, the biological parent(s) only, and 
your child. This blood will be processed to obtain genetic material. We will collect blood for 
genetic material (DNA) on both you and your child. If an inadequate volume is collected, a 
redraw of blood sample may be requested. In the event that we are unable to obtain blood for 
DNA, we will attempt to collect saliva for genetic material. 
 
The DNA will be kept indefinitely in a specialized laboratory under contract with the NIH. In this 
way, the genetic (DNA) material will be available to future researchers who continue to study 
the possible causes and long-term effects of Biliary Atresia. The DNA samples will be labeled 
with a number that cannot be linked to you or your child. 
 
The genes contained in the stored DNA samples may have important scientific value that will 
increase our understanding of what causes Biliary Atresia in children. Therefore, we believe that 
it is an extremely valuable part of the study. Future analysis of the DNA samples obtained during 
the course of this study may allow us to understand why some children develop Biliary Atresia. 


 
Providing DNA as part of this research study does not prevent you and your doctor from 
performing genetic testing for clinical use. The stored DNA from you, the parent(s), and your 
child and genetic results from research studies will not be available to you, the parent(s), or your 
child. This is because these genetic studies are currently only used as research tests and have 
not been developed for routine clinical use. At the end of this form you will be asked to sign 
whether you consent to provide DNA for your child and yourself. 
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From your child 
Blood for genetics will be drawn. The volume of blood will be based on your child's weight. 


• If your child weighs under 50 kg (110 pounds) then 4.0 cc (less than 1 teaspoon) will 
be drawn. 


• If your child weighs 50 kg (110 pounds) or more, then 10 cc (2 teaspoons) will be 
drawn. 


• If whole blood collection is not possible or contraindicated, approximately 2 cc (less 
than 1 teaspoon) of saliva will be collected into a Saliva Collection Kit. 


 
The removal of this amount of blood will not affect your child’s health. 


 
Parents 
We are asking you, the parents, to provide approximately 2 teaspoons (10 cc) of blood at a time 
that is convenient for you. If whole blood collection is not possible or contraindicated, 
approximately 2 cc (less than 1 teaspoon) of saliva will be collected into a Saliva Collection Kit. 


 
We are asking permission to store your and your child’s blood to look for causes of Biliary 
Atresia. There is no limit to the time when they may be used. 


 
4.2 How much of my time will be needed to take part in this study?  
Your child will have only one study visit. 
 
The personal interview at the beginning of the study may last up to 1 hour; it will be scheduled at 
your convenience. 
 
4.3 When will my participation in the study be over? 
Your child’s participation in this study will end when s/he completes their one visit or YOUR SITE 
is no longer participating in the ChiLDReN network. 


 


 
5.1 What risks will I/my child face by taking part in the study? What will the researchers 


do to protect me against these risks? 
When possible, the blood draw for this study will occur at the same time as that for routine clinical 
care. It may cause some discomfort, bruising or infection at the site of the draw. The extra 
teaspoons of blood taken for research will not affect your child's condition. 
 
The blood draw from you, the parent(s), may cause some discomfort, bruising or infection at the 
site of the draw. The amount of blood drawn, approximately two tablespoons (total for both 
parents), will not affect your health. 


 
  


5. INFORMATION ABOUT RISKS AND BENEFITS 
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There is the possibility of a breach of confidentiality and the parents’ and the child’s participation 
could become known outside the research study. Personal identifiers (other than date of birth 
and gender) will be removed from all documents before they are placed in the research record. 
 
The investigator is willing to discuss any questions you might have about these risks and 
discomforts. 


 
5.2 What happens if my child or I get hurt, become sick, or have other problems as a 


result of this research? 
The researchers have taken steps to minimize the known or expected risks. However, you or 
your child may still experience problems or side effects, even when the researchers are careful 
to avoid them. If you believe that you or your child have been harmed, notify the researchers 
listed in Section 10 of this form. The (Institution Name Here) will provide first aid or emergency 
care. The cost of this first aid or emergency care may be billed to your insurance company; if it 
is not covered by your insurance, this cost may be your responsibility. Additional medical care 
may be provided if the (Institution Name Here) determines that it is responsible to provide 
such treatment. If you sign this form, you do not give up your right to seek additional 
compensation if you or your child are harmed as a result of being in this study. 
 
Please note: It is important that you tell the researchers about any injuries, side effects, or other 
problems that you experience during this study. You should also tell your regular doctors. 
 
5.3 If I/my child take part in this study, can I/my child also participate in other studies? 
You and your child may participate in other studies while taking part in this one. However, 
please let the researchers know if you plan to join another study. 


 
5.4 How could I/my child benefit if I/my child take part in this study? How could others 


benefit?  
You and your child are unlikely to receive any personal benefit from being in this study. 
However, knowledge gained from the clinical information and specimens collected may affect 
the diagnosis and treatment of future patients with liver disease. The development of a blood 
bank of specimens from children with liver problems will be an invaluable tool for current and 
future investigations into understanding Biliary Atresia and other liver diseases in infants. It is 
possible that this research may be shared with commercial collaborators outside of the 
ChiLDReN network. You and your child, the ChiLDReN researchers and the sponsor, the NIH 
and its agents will not benefit financially from such ventures. However, you and your child’s 
participation in this study may benefit future infants with liver problems. 
 
You and your child will not receive any direct benefit for participating but your sample may 
benefit the future health of the community at large or infants with liver problems. Because other 
researchers will not have access to your identity, neither you nor your physician will get the 
eventual results of studies that might be performed using your sample. It is possible that data 
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 resulting from use of your sample may eventually be used in a research publication. In that 
event, your name or other identifying information will not be included, as this information will 
not be available to the researchers. It is important for you to understand that there is a small 
chance that some research may yield results that may indirectly have a negative impact on 
insurability, employability, and/or family relationships of some individuals or groups of people. 
Sometimes, research results in findings or inventions that have value if they are made or sold. 
These findings or inventions may be patented or licensed which could give a company the sole 
right to make and sell products or offer testing based on the discovery. Some of the profits 
from this may be paid back to the researchers and the organizations doing this study, but you 
will not receive any financial benefits. 


 
5.5 Will the researchers tell me if they learn of new information that could change my 


willingness to stay in this study? 
Yes, the researchers will tell you if they learn of important new information that may change 
your willingness to stay in this study. If new information is provided to you after you have joined 
the study, it is possible that you may be asked to sign a new consent form that includes the 
new information. 


 


 
6.1 If I decide not to take part in this study, what other options do I have? 
Participation in this study and donation of samples to the Repository are completely voluntary 
and your alternative is not to participate. Your child will receive the same treatment whether or 
not your child takes part in this study, and there will be no penalty or loss of benefits to which 
you and your child are entitled. 


 
Ask the researchers or your child’s doctors about other options that you may have. 
 


 
 


7.1 If I want to stop participating in the study, what should I do? 
You and your child are free to leave the study at any time. If you leave the study before it is 
finished, there will be no penalty to you. If you choose to tell the researchers why you are 
leaving the study, your reasons for leaving may be kept as part of the study record. If you 
decide to leave the study before it is finished, please notify one of the persons listed the 
“Contact Information” section of this consent. 


 
7.2 Could there be any harm to me/my child if I decide to leave the study before it is 


finished? 
No, there is no risk of harm to you or your child if you decide to leave the study early. 


 
  


7. ENDING THE STUDY 


6. OTHER OPTIONS 
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7.3 Could the researchers take my child out of the study even if I want to continue to 
participate? 


Yes. There are many reasons why the researchers may need to end your participation in the 
study. Some examples are: 


 The researcher believes that it is not in your child’s best interest to stay in the study. 
 You are unable to follow instructions from the researchers. 
 The study is suspended or canceled. 
 


 
 


8.1 Who will pay for the costs of the study? Will I or my insurance company be billed 
for any costs of the study? If so, which costs? What happens if my insurance does 
not cover these costs? 


You or your health insurance company will be responsible for costs related to the diagnosis, 
treatment and follow-up of your child’s liver condition. All of these are part of the standard 
clinical care that your child will receive: clinic visits, blood tests, operations, biopsies, medicines, 
vitamins, immunizations and special feeding formulas. 


 
It is important to understand that some insurance companies may not cover all of the above 
listed costs. If your insurance company does not cover these treatments or procedures, you will 
be required to pay for them. 


 
There will be no cost to you or your insurance for any research related activities. The 
researchers will pay for preparation, handling, and storage of the extra blood. 


 
Ask the researchers if you have any questions about bills, fees, or other costs related to this 
study. 


 
8.2 Will I be paid or given anything for taking part in this study? 
Yes, you will receive reimbursement of $15-20 (the amount and the method of payment – cash, 
check, gift certificate may be center-dependent) for the costs for parking and meals for your 
participation in each of the follow up visits of this research study. 


 
8.3 Who could profit or financially benefit from the study results? 
The researchers and the National Institutes of Health (NIH) are unlikely to profit or benefit 
financially from the study results. 


  


8. FINANCIAL INFORMATION 
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Protected Health Information (PHI) is any health information through which you and your child 
can be identified. Protected Health Information is protected by federal law under the Health 
Insurance Portability and Accountability Act of 1996 (HIPAA). A decision to participate in this 
research means that you agree to let the research team use and share your and your child’s 
PHI for the study explained above. Study PHI will be kept in your research record and only the 
research team will have access to this information. 


 
Signing this form gives the researchers your permission to obtain, use, and share information 
about you and/or your child for this study, and is required in order for you to take part in the 
study. Information about your child may be obtained from any hospital, doctor, and other health 
care provider involved in your child’s care. 


 
Information about your child may include information about health and medical care before, 
during, and after the study, even if that information wasn't collected as part of this research 
study. For example: 


• Hospital/doctor's office records, including test results (X-rays, blood tests, urine tests, 
etc.) 


• All records relating to your child’s liver problem, the treatment received, and your 
child’s response to the treatment 


• Billing information 
 


9.1 How will the researchers protect my privacy? 
To help us protect your and your child’s privacy, we have obtained a Certificate of 
Confidentiality from the National Institutes of Health. With this Certificate, the researchers 
cannot be forced to disclose information that may identify you or your child, even by a court 
subpoena, in any federal, state, or local civil, criminal, administrative, legislative, or other 
proceedings. The researchers will use the Certificate to resist any demands for information that 
would identify you or your child, except as explained below. 
 
The Certificate cannot be used to resist a demand for information from personnel of the United 
States Government that is used for auditing or evaluation of federally funded projects or for 
information that must be disclosed in order to meet the requirements of the federal Food and 
Drug Administration (FDA). 
 
You should understand that a Certificate of Confidentiality does not prevent you or a member 
of your family from voluntarily releasing information about yourself, your child, or either of your 
involvement in this research. If an insurer, employer, or other person obtains your written 
consent to receive research information, then the researchers may not use the Certificate to 
withhold that information. 


9. CONFIDENTIALITY OF PARTICIPANT RECORDS AND AUTHORIZATION TO RELEASE 
YOUR PROTECTED HEALTH INFORMATION 
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Even with the Certificate of Confidentiality, the investigators continue to have ethical and legal 
obligations to report suspected child abuse or neglect and to prevent you from carrying out any 
threats to do serious harm to yourself or others. If keeping information private would 
immediately put you or someone else in danger, the investigators would release information to 
protect you or another person. 
 
INCLUDE IF YOU ARE REQUIRED TO REPORT SUSPECTED CHILD ABUSE OR 
NEGLECT 
The Certificate of Confidentiality will not be used to prevent disclosure to state or local 
authorities of child abuse and neglect. If you tell us or we learn something that makes us 
believe that your child or others have been or may be physically harmed, we may be required 
to report that information to the appropriate agencies.  
 
Department of Health and Human Services (DHHS) personnel may request identifying 
information for purposes of performing audits, carrying out investigations of DHHS grant 
recipients, or evaluating DHHS funded research projects. 
 
Once your child is enrolled into this research study he/she is assigned a unique Research ID 
Number. All information and samples (blood and DNA) will be labeled with this de-identified 
number. Only your ChiLDReN physician will keep a list which matches your child’s name with 
this Research ID number. Information sent to the Data Coordinating Center and specimens 
sent to the repository will contain the de-identified number. This way only the research team at 
this clinical site will be able to identify you and your child. 
 
The Repository will take measures to protect your and your child’s privacy, although no 
guarantee of confidentiality can be absolute. Before the researchers in this study send 
samples to the Repository, each sample will be given a code number. Your name or your 
child’s name and all personal identifying information such as address, social security number, 
and date of birth, will be removed. Therefore, the Repository will not be able to give out your or 
your child’s name, or other information that identifies you or your child to the scientists who 
receive the samples. However, the Repository and scientists will have some data about your 
child, such as age, sex, diagnosis, race, and outcomes of the initial study. 
 
If disclosure of your or your child’s genetic information does happen, a federal law, called the 
Genetic Information Nondiscrimination Act (GINA) makes it illegal for health insurance 
companies group health plans and most employers to discriminate against you based on your 
genetic information. This law generally will protect you in the following ways: 


1. Health insurance companies and group health plans may not request your or your 
child’s genetic information that we get from this research. 


2. Health insurance companies and group health plans may not use your or your child’s 
genetic information when making decisions regarding your eligibility or premiums. 
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3. Employers with 15 or more employees may not use your or your child’s genetic 
information that we get from this research when making a decision to hire, promote, or 
fire you or when settling the terms of your employment. 


 
However, you should be aware that this law does not protect you or your child against genetic 
discrimination by companies that sell life insurance, disability insurance, or long-term care 
insurance.  
 
The only identifiable information in the research file is your child’s date of birth and gender. 
This information is necessary to perform statistical analysis on the data, such as to calculate 
growth rates and age at onset of the illness. This information in the research file is no longer 
protected by HIPAA. 
 
You nor your child will not be identified in any reports or publications which arise from this 
study. We will take every precaution to protect both of your confidentiality. 


 
9.2 What information about me/my child could be seen by the researchers or by other 


people? Why? Who might see it? 
There are many reasons why information about you and your child may be used or seen by the 
researchers or others during this study. Examples include: 


• The researchers at your clinical site may need the information to make sure that your 
child can take part in the study. 


• The researchers at your clinical site may need the information to check your child’s test 
results or look for side effects. 


• A monitor from the Data Coordinating Center may review your child’s medical records 
and informed consents to check that the data that you and your child provide are being 
recorded correctly and to monitor the progress and safety of the study. 


• University and government officials may need the information to make sure that the 
study is done properly. 


• Representatives from the United States Food and Drug Administration (FDA) or the 
Institutional Review Board at this institution may review your child’s medical records. 


• Organizations that are funding the study may need the information to make sure that the 
study is done properly. 


• Your child’s date of birth and gender must be shared with the Data Coordinating Center 
and the Data Safety and Monitoring Board, which oversees the safety of the study. This 
protected health information (PHI) will be used for statistical analysis of medical data. 


• Safety monitors or committees may need the information to make sure that the study is 
safe. 


• Insurance companies or other organizations may need the information in order to pay 
your child’s medical bills or other routine medical costs not related to your child’s 
participation in the study. 
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• Your child may participate in the Study of Pediatric Liver Transplantation. If you decide 
to participate in that study, we may exchange information with that study. 


• All data and samples are stored in a central database or in a repository under contract 
with NIH. The data and the samples do not contain any personal identification. 


 
The results of this study may be published in an article, but will not include any information that 
would let others know who you or your child are. 
 
A description of this clinical trial is available on http://www.clinicaltrials.gov/, as required by 
U.S. Law. This Web site will not include information that can identify you or your child. At most, 
the Web site will include a summary of the results. You can search this Web site at any time. 


 
9.3  What happens to information about me and my child after the study is over or if I 


cancel my permission?  
Your and your child’s participations are voluntary; you may choose not to participate in this 
research study or withdraw at any time. You and your child’s choices will not affect the 
commitment of your child’s health care providers to care for your child and there will be no 
penalty or loss of benefits to which your child is otherwise entitled. If you decide to end 
participation in the study, please contact the investigator. 
 
Samples of blood will be sent to the Repository. These samples will not have any personal 
identifiers when sent to these facilities. If you agree to have your and your child’s sample(s) 
stored in the Repository, you can change your mind up until the end of the ChiLDReN Study. 
When study researchers receive written instructions from you, they will destroy your and your 
child’s sample(s) and all information that identifies you and your child. However, once data and 
samples have been used, the information can no longer be removed from the database. 
 
Samples and data that you and your child provide may be used at any time in the future for 
research into liver disease. Both samples and data will be stripped of all personal identifiers. These 
samples and data may be used by researchers approved by the NIH who may not be part of the 
current study. 
 
It is not possible to undo or disallow research that has already been performed. Specimens and 
data that have been stripped of personal identifiers cannot be retrieved. 
 
After the study is completed or after you decide to withdraw from the study, information about 
you and your child may be used or disclosed as follows: 


 To preserve the integrity of the other information collected during the study. 
 As part of a data set used for research, educational and other lawful activities that does 


not include your name, social security number, or other identifying information. 
 To University faculty, staff and agents responsible for oversight of the research. 


  



http://www.clinicaltrials.gov/
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 As required by applicable federal or state law. For example, if you and your child 
withdraw from the study at any time, a record of your and your child’s withdrawal and the 
reasons you gave for withdrawing will be kept as part of the study record. In addition, 
government officials who are responsible for oversight and review of clinical trials may 
require certain disclosures. 
 


It is important to understand that once your and your child’s medical records have been 
disclosed as described above, they may no longer be protected directly by federal privacy 
regulations issued under HIPAA. However, as long as the information is held in any part of the 
institution, it is protected by the institution’s privacy policies. For more information about these 
policies, please ask your doctor for a copy of the Site’s Notice of Privacy Practices. 
 
9.4 When does my permission expire? 
Your permission expires at the end of the study, unless you cancel it sooner. 


 


 
 


10.1 Who can I contact about this study? 
Please contact the researchers listed to: 


• Obtain more information about the study 
• Ask a question about the study procedures or treatments 
• Talk about study-related costs to you or your health plan 
• Report an illness, injury, or other problem (you may also need to tell your regular 


doctors) 
• Leave the study before it is finished 
• Express a concern about the study 


 
You may also express a concern about a study by contacting the Institutional Review Board 
listed. 


 
If you are concerned about a possible violation of your privacy, contact the Institution’s Privacy 
Officer at ______________. 
 
When you call or write about a concern, please provide as much information as possible, 
including the name of the researcher, the IRB number (at the top of this form), and details about 
the problem. This will help Institutional officials to look into your concern. When reporting a 
concern, you do not have to give your name unless you want to. 


  


10. CONTACT INFORMATION 
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11.1 What documents will be given to me? 
Your signature in the next section means that you have received copies of all of the following 
documents: 


This "Consent to be Part of a Research Study" document. (Note: In addition to the copy 
you receive, copies of this document will be stored in a separate confidential research 
file and may be entered into your regular Institution’s medical record.) 
 


 
 


 
Child’s Name:     


First Middle Initial Last Date of birth 
 


Parent’s Consent for Child’s Participation: 
 


I consent that my child participates in this study. Yes □ Initials _____ No □ Initials _____ 
 
I consent to the use of my child’s blood or saliva for DNA extraction, storage, and use in DNA studies.  
                  Yes □ Initials _____ No □ Initials _____ 
 


  
Parent/Guardian Signature Date 
 
Name:   
Relationship to child: □ Mother □ Father □ Guardian 
 
 


  


11. RECORD OF INFORMATION PROVIDED 


12. SIGNATURES 


I understand the information printed on this form. I have discussed this study, its risks and potential 
benefits, and my/my child’s other choices with  . My questions so far 
have been answered. I understand that if I have more questions or concerns about the study or my/my 
child’s participation as a research participant, I may contact one of the people listed in Section 10 
(above). I understand that I will receive a copy of this form at the time I sign it and later upon request 
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Mother’s Consent for her Participation in the Study: 
 
I consent to participate in this study. Yes □ Initials   No □ Initials   
 


   I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
 Yes □ Initials   No □ Initials   
 
Signature:   Date:   
 
Name:   
 
Father’s Consent for his Participation in the Study: 
 
I consent to participate in this study. Yes □ Initials   No □ Initials   
 
I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
 Yes □ Initials   No □ Initials    
 
Signature:   Date:   
 
Name:   


 
 
 
 
 


NOTE TO SITE: In research involving minors, any individual under the age of 18, the IRB 
must determine that investigators are using adequate provisions to solicit assent, when the 
children are capable of providing it. For that reason, for all studies involving children seven 
years of age and older, we encourage investigators to document the child's willingness to 
participate in research with a signed assent form. 
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ASSENT OF CHILD 
 


Assent means a child's affirmative agreement to participate in a research project. 
 


 (name of child) has agreed to participate in this research 
 


 (title of project). 
 
 
 
 


Signature of Participant. NOTE: Signature of Parent or 
Guardian must be substituted if waiver of assent is required 


 Date 


 
 


WAIVER OF ASSENT 
 


The assent of  (name of child) was 
waived because of 


 
   Age 
 
   Maturity 
 
   Psychological state of the child 


 
 
 
 


Signature of Parent or Guardian  Date 
 
 


Principal Investigator (or Designee): 


I have given this research participant (or his/her legally authorized representative, if applicable) information 
about this study that I believe is accurate and complete. The participant has indicated that he or she understands 
the nature of the study and the risks and benefits of participating. 


Name:  Title:    


Signature:  Date of Signature:   





		1.3 Names, degrees, and affiliations of the researchers conducting the study:

		SITE SPECIFIC

		2.1 Study purpose:

		3.1 Who can take part in this study?

		Information Gathered:

		Genetics:

		Parents

		5.2 What happens if my child or I get hurt, become sick, or have other problems as a result of this research?

		5.3 If I/my child take part in this study, can I/my child also participate in other studies?

		5.4 How could I/my child benefit if I/my child take part in this study? How could others benefit?

		5.5 Will the researchers tell me if they learn of new information that could change my willingness to stay in this study?

		7.2 Could there be any harm to me/my child if I decide to leave the study before it is finished?

		8.1 Who will pay for the costs of the study? Will I or my insurance company be billed for any costs of the study? If so, which costs? What happens if my insurance does not cover these costs?

		8.2 Will I be paid or given anything for taking part in this study?

		8.3 Who could profit or financially benefit from the study results?

		9.1 How will the researchers protect my privacy?

		9.2 What information about me/my child could be seen by the researchers or by other people? Why? Who might see it?

		9.3  What happens to information about me and my child after the study is over or if I cancel my permission?

		9.4 When does my permission expire?

		10.1 Who can I contact about this study?

		Child’s Name:

		Parent’s Consent for Child’s Participation:

		Mother’s Consent for her Participation in the Study:

		ASSENT OF CHILD

		WAIVER OF ASSENT






ChiLDReN BASIC Consent Template 
Protocol V5.0, Amendment 4 
Nov. 3, 2016 
 
 


1 
 


SAMPLE CONSENT TEMPLATE FOR Older Children and Adults 
THIS CONSENT HAS BEEN SUBMITTED TO THE UNIVERSITY OF MICHIGAN IRB FOR INFORMATION 


(ACKNOWLEDMENT) ONLY. EACH CLINICAL SITE MUST ADAPT IT TO FULFILL THE LOCAL IRB 
REQUIREMENTS 


 


Pre-transplant older children and adults 
 


 
 
You may be eligible to take part in a research study. This form gives you important information 
about the study. It describes the purpose of the study, and the risks and possible benefits of 
participating in the study. 
 
Please take time to review this information carefully. After you have finished, you should talk to 
the researchers and ask them any questions that you may have about the study. You may also 
wish to talk to others (for example, your friends, family, or other doctors) about your 
participation in this study. If you decide to take part in the study, you will be asked to sign this 
form. Before you sign this form, be sure that you understand what the study is about, including 
the risks and possible benefits. 
 


 
 
1.1 Study title: 
 Biliary Atresia Study in Infants, Children and adults (BASIC) 
 
 A protocol of the Childhood Liver Disease Research Network (ChiLDReN) 
 
1.2 Company or agency sponsoring the study: Sponsor: 


National Institutes of Health (NIH) - NIDDK 
 Data Coordinating Center: 


University of Michigan and Arbor Research Collaborative for Health 
 
1.3 Names, degrees, and affiliations of the researchers conducting the study: 
 SITE SPECIFIC 


  


INFORMATION ABOUT THIS FORM 


1. GENERAL INFORMATION ABOUT THIS STUDY AND THE RESEARCHERS 
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2.1 Study purpose: 
Biliary Atresia in children can cause serious illness. The main purpose of this study is to collect 
information on children with Biliary Atresia so that researchers will be able to learn more about 
the natural history of Biliary Atresia and its causes. An additional aim to this study is to develop 
a repository (long-term storage) of samples of blood from older children with Biliary Atresia to 
be used in research about liver disease. 
 


 
 
Taking part in this study is completely voluntary. You do not have to participate if you don't 
want to. You may also leave the study at any time. If you leave the study before it is finished, 
there will be no penalty to you, and you will not lose any benefits to which you are otherwise 
entitled. 
 
3.1 Who can take part in this study? 
Children who are diagnosed with Biliary Atresia and 6 months of age or older, through age 20. 
 
3.2 How many people (participants) are expected to take part in this study? 
1,709 participants are expected to participate, XXX at YOUR SITE and the remainder at other 
sites around the United States and Canada.  
 


 
 


4.1 What exactly will happen to me in this study? What kinds of research procedures 
will I receive if we agree to take part in this study? 


We will ask you for information about you, your family’s medical history of diseases, and 
permission to review your entire medical record. Samples of blood and/or saliva will be 
collected for research purposes from you, when possible at the same time that samples are 
being taken as part of routine clinical testing. 
 
We will ask you to provide blood samples which, along with the study data, will be sent to the 
NIDDK Central Repository, a research resource supported by the National Institutes of Health. 
The Repository collects, stores, and distributes biological samples and associated data from 
people with many kinds of disorders, from unaffected family members, and from other healthy 
people. The purpose of the collection is to make samples available for use in research for the 
study of children’s liver diseases, after the current study is completed. Sending samples to the 
Repository may give scientists valuable research material that can help them to develop new 
diagnostic tests, new treatments, and new ways to prevent diseases. 
 


2. PURPOSE OF THIS STUDY 


3. INFORMATION ABOUT STUDY PARTICIPANTS (PARTICIPANTS) 


4. INFORMATION ABOUT STUDY PROCEDURES 
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All of the clinical information will be kept in a secure locked file in the investigator’s office and 
the data, without any personal identification, will become part of a national research database 
that combines data from all the clinical sites.  
 
Information Gathered: 
You will be followed annually (once a year visits), until the age of 20 or until you have received 
a liver transplant. During the first visit we will review your medical records for information related 
to your liver problems. We will ask about: 


 Any congenital anomalies (problems present at birth) that you have 
 Details of your past medical history. 
 Current medications you are receiving. 
 Diseases that members of your family have had. 
 How your health has affected your quality of life. During this quality of life interview, we 


will ask questions about your physical, emotional, social wellbeing. 
 A history of any pregnancies, if your age is greater than 18 years of age  


 
A physical examination and laboratory tests will be performed as part of normal standard of 
care. 
 
At each follow up visit, we will ask you about any medical problems that you have had since 
the last visit and medications that you are receiving. At each visit a physical examination and 
laboratory test will be performed as part of normal standard of care. We will also ask questions 
about how your health has affected your quality of life, functional abilities and about any 
pregnancies since your last visit. 
 
The information and answers that you provide will be recorded on research forms (forms 
without personal identifiers). 
 
Genetics: 
Since it is possible that genetic factors may be involved in the development of Biliary Atresia in 
children, this study asks permission to obtain blood from you. This blood will be processed to 
obtain genetic material (DNA). If an inadequate volume is collected, a redraw of blood sample 
may be requested. In the event that we are unable to obtain blood for DNA, we will attempt to 
collect saliva for genetic material. 
 
The DNA will be kept indefinitely in a specialized laboratory under contract with the NIH. In this 
way, the genetic (DNA) material will be available to future researchers who continue to study 
the possible causes and long-term effects of Biliary Atresia. The DNA samples will be labeled 
with a number that cannot be linked to you. 


 
The genes contained in the stored DNA samples may have important scientific value that will 
increase our understanding of what causes Biliary Atresia in children. Therefore, we believe that 
it is an extremely valuable part of the study. Future analysis of the DNA samples obtained during 
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the course of this study may allow us to understand why some children develop Biliary Atresia. 
Providing DNA as part of this research study does not prevent you and your doctor from 
performing genetic testing for clinical use. The stored DNA from you and genetic results from 
research studies will not be available to you. This is because these genetic studies are 
currently only used as research tests and have not been developed for routine clinical use. At 
the end of this form you will be asked to sign whether you consent to provide DNA. 
 
The normal standard of care of children with Biliary Atresia includes routinely scheduled 
collection of blood to monitor your health. We will perform these tests even if you are not a 
patient at this site or if this is not the time of your routine visit. Two teaspoons (10cc) of blood 
will be collected for these tests which include liver function tests, vitamin levels and complete 
blood count. 
 
A sample of your blood (a little less than one teaspoon) will be collected each year for the 
purpose of this research and sent to the repository for future research. 
 
Blood for genetics will only be drawn only once even if you come for more visits. The volume of 
blood for genetics will be based on your weight. 


• If you weigh under 50 kg (110 pounds) then 4.0 cc (less than 1 teaspoon) will be 
drawn. 


• If you weigh 50 kg (110 pounds) or more, then 10 cc (2 teaspoons) will be drawn.  
• If whole blood collection is not possible or contraindicated, approximately 2 cc (less 


than 1 teaspoon) of saliva will be collected into a Saliva Collection Kit. 
 
The removal of this amount of blood will not affect your health. 
 
If you should have a liver transplant, we will ask to take samples from your liver and send 
those samples to the repository to be used in research on liver diseases.  We will also collect a 
sample of your blood (little less than one teaspoon) to be sent to the repository for future 
research. 
 
We are asking permission to store your blood, to look for causes of Biliary Atresia. There is no 
limit to the time when they may be used. 


 
4.2 How much of my time will be needed to take part in this study?  
You will have a yearly visit until you reach the age of 20 or until you have received a liver 
transplant. 
 
Information needed for research purposes will be collected, when possible, during your 
routinely scheduled visits to the clinic. The personal interview at the beginning of the study 
may last up to 1 hour; it will be scheduled at your convenience. Participation in this study may 
increase the time spent at each follow up clinical visit by 30-60 minutes. All visits will be 
scheduled at your convenience. 
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4.3 When will my participation in the study be over? 
Your participation will end when you have reached the age of 20 years, received a liver 
transplant, or YOUR SITE is no longer participating in the ChiLDReN network.  


 


 
 
5.1 What risks will I face by taking part in the study? What will the researchers do to 


protect me against these risks? 
When possible, the blood draw for this study will occur at the same time as that for routine clinical 
care. It may cause some discomfort, bruising or infection at the site of the draw. The extra 
teaspoons of blood taken for research will not affect your condition. 
 
If any of the interview questions make you uncomfortable you may choose not to answer them. 
 
There is the possibility of a breach of confidentiality and your participation could become known 
outside the research study. Personal identifiers (other than date of birth and gender) will be 
removed from all documents before they are placed in the research record. 
 
The investigator is willing to discuss any questions you might have about these risks and 
discomforts. 
 
5.2 What happens if I get hurt, become sick, or have other problems as a result of this 


research? 
The researchers have taken steps to minimize the known or expected risks. However, you may 
still experience problems or side effects, even when the researchers are careful to avoid them. 
If you believe that you have been harmed, notify the researchers listed in Section 10 of this 
form. The (Institution Name Here) will provide first aid or emergency care. The cost of this 
first aid or emergency care may be billed to your insurance company; if it is not covered by 
your insurance, this cost may be your responsibility.  
 
Additional medical care may be provided if the (Institution Name Here) determines that it is 
responsible to provide such treatment. If you sign this form, you do not give up your right to 
seek additional compensation if you are harmed as a result of being in this study. 
 
Please note: It is important that you tell the researchers about any injuries, side effects, or 
other problems that you experience during this study. You should also tell your regular doctors. 
 
5.3 If I take part in this study, can I also participate in other studies? 
You may participate in other studies while taking part in this one. However, please let the 
researchers know if you plan to join another study. 


  


5. INFORMATION ABOUT RISKS AND BENEFITS 
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5.4 How could I benefit if I take part in this study? How could others benefit? 
You are unlikely to receive any personal benefit from being in this study. However, knowledge 
gained from the clinical information and specimens collected may affect the diagnosis and 
treatment of future patients with liver disease. The development of a blood bank of specimens 
from children with liver problems will be an invaluable tool for current and future investigations 
into understanding Biliary Atresia and other liver diseases in infants. It is possible that this 
research may be shared with commercial collaborators outside of the ChiLDReN network. You, 
the ChiLDReN researchers and the sponsor, the NIH and its agents will not benefit financially 
from such ventures. However, your participation in this study may benefit future infants with 
liver problems. 
 
You will not receive any direct benefit for participating, but your sample may benefit the future 
health of the community at large or infants with liver problems. Because other researchers will 
not have access to your identity, neither you nor your physician will get the eventual results of 
studies that might be performed using your sample. It is possible that data resulting from use of 
your sample may eventually be used in a research publication. In that event, your name or 
other identifying information will not be included, as this information will not be available to the 
researchers. It is important for you to understand that there is a small chance that some 
research may yield results that may indirectly have a negative impact on insurability, 
employability, and/or family relationships of some individuals or groups of people. Sometimes, 
research results in findings or inventions that have value if they are made or sold. These 
findings or inventions may be patented or licensed, which could give a company the sole right 
to make and sell products or offer testing based on the discovery. Some of the profits from this 
may be paid back to the researchers and the organizations doing this study, but you will not 
receive any financial benefits. 
 
5.5 Will the researchers tell me if they learn of new information that could change my 


willingness to stay in this study? 
Yes, the researchers will tell you if they learn of important new information that may change 
your willingness to stay in this study. If new information is provided to you after you have joined 
the study, it is possible that you may be asked to sign a new consent form that includes the 
new information. 
 


 
 
6.1 If I decide not to take part in this study, what other options do I have? 
Participation in this study and donation of samples to the Repository are completely voluntary 
and your alternative is not to participate. You will receive the same treatment whether or not 
you take part in this study, and there will be no penalty or loss of benefits to which you are 
entitled. 
 
Ask the researchers or your doctors about other options that you may have. 


6. OTHER OPTIONS 
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7.1 If I want to stop participating in the study, what should I do? 
You are free to leave the study at any time. If you leave the study before it is finished, there will 
be no penalty to you. If you choose to tell the researchers why you are leaving the study, your 
reasons for leaving may be kept as part of the study record. If you decide to leave the study 
before it is finished, please notify one of the persons listed the “Contact Information” section of 
this consent. 
 
7.2 Could there be any harm to me if I decide to leave the study before it is finished? 
No, there is no risk of harm to you if you decide to leave the study early. 
 
7.3 Could the researchers take me out of the study even if I want to continue to 


participate? 
Yes. There are many reasons why the researchers may need to end your participation in the 
study. Some examples are: 


 The researcher believes that it is not in your best interest to stay in the study. 
 You are unable to follow instructions from the researchers. 
 The study is suspended or canceled. 


 


 
 


8.1 Who will pay for the costs of the study? Will I or my insurance company be billed for 
any costs of the study? If so, which costs? What happens if my insurance does not 
cover these costs? 


You or your health insurance company will be responsible for costs related to the diagnosis, 
treatment and follow-up of your liver condition. All of these are part of the standard clinical care 
that you will receive: clinic visits, blood tests, operations, biopsies, medicines, vitamins, 
immunizations and special feeding formulas. 
 
It is important to understand that some insurance companies may not cover all of the above 
listed costs. If your insurance company does not cover these treatments or procedures, you 
will be required to pay for them. 
 
There will be no cost to you or your insurance for any research related activities. The 
researchers will pay for preparation, handling, and storage of the extra blood. 
 
Ask the researchers if you have any questions about bills, fees, or other costs related to this 
study. 
 


  


7. ENDING THE STUDY 


8. FINANCIAL INFORMATION 
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8.2 Will I be paid or given anything for taking part in this study? 
Yes, you will receive reimbursement of $15-20 (the amount and the method of payment – 
cash, check, gift certificate may be center-dependent) for the costs for parking and meals for 
your participation in each of the follow up visits of this research study. 
 
8.3 Who could profit or financially benefit from the study results? 
The researchers and the National Institutes of Health (NIH) are unlikely to profit or benefit 
financially from the study results. 
 


 
 
Protected Health Information (PHI) is any health information through which you can be 
identified. Protected Health Information is protected by federal law under the Health Insurance 
Portability and Accountability Act of 1996 (HIPAA). A decision to participate in this research 
means that you agree to let the research team use and share your PHI for the study explained 
above. Study PHI will be kept in your research record and only the research team will have 
access to this information. 
 
Signing this form gives the researchers your permission to obtain, use, and share information 
about you for this study, and is required in order for you to take part in the study. Information 
about you may be obtained from any hospital, doctor, and other health care provider involved 
in your care. 
 
Information about you may include information about health and medical care before, during, 
and after the study, even if that information wasn't collected as part of this research study. For 
example: 


• Hospital/doctor's office records, including test results (X-rays, blood tests, urine tests, 
etc.) 


• All records relating to your liver problem, the treatment received, and your response to 
the treatment 


• Billing information 
 


9.1 How will the researchers protect my privacy? 
To help us protect your privacy, we have obtained a Certificate of Confidentiality from the 
National Institutes of Health. With this Certificate, the researchers cannot be forced to disclose 
information that may identify you, even by a court subpoena, in any federal, state, or local civil, 
criminal, administrative, legislative, or other proceedings. The researchers will use the 
Certificate to resist any demands for information that would identify you, except as explained 
below. 
 


  


9. CONFIDENTIALITY OF PARTICIPANT RECORDS AND AUTHORIZATION TO RELEASE 
YOUR PROTECTED HEALTH INFORMATION 
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The Certificate cannot be used to resist a demand for information from personnel of the United 
States Government that is used for auditing or evaluation of federally funded projects or for 
information that must be disclosed in order to meet the requirements of the federal Food and 
Drug Administration (FDA). 
 
You should understand that a Certificate of Confidentiality does not prevent you or a member of 
your family from voluntarily releasing information about yourself or your involvement in this 
research. If an insurer, employer, or other person obtains your written consent to receive 
research information, then the researchers may not use the Certificate to withhold that 
information. 
 
Even with the Certificate of Confidentiality, the investigators continue to have ethical and legal 
obligations to report suspected child abuse or neglect and to prevent you from carrying out any 
threats to do serious harm to yourself or others. If keeping information private would immediately 
put you or someone else in danger, the investigators would release information to protect you or 
another person. 
 
INCLUDE IF YOU ARE REQUIRED TO REPORT SUSPECTED CHILD ABUSE OR 
NEGLECT 
The Certificate of Confidentiality will not be used to prevent disclosure to state or local authorities 
of child abuse and neglect. If you tell us or we learn something that makes us believe that your 
child or others have been or may be physically harmed, we may be required to report that 
information to the appropriate agencies.  
 
Department of Health and Human Services (DHHS) personnel may request identifying 
information for purposes of performing audits, carrying out investigations of DHHS grant 
recipients, or evaluating DHHS funded research projects. 
 
Once you are enrolled into this research study you are assigned a unique Research ID Number. 
All information and samples (blood and DNA) will be labeled with this de-identified number. Only 
your ChiLDReN physician will keep a list which matches your name with this Research ID 
number. Information sent to the Data Coordinating Center and specimens sent to the repository 
will contain the de-identified number. This way only the research team at this clinical site will be 
able to identify you. 
 
The Repository will take measures to protect your privacy, although no guarantee of 
confidentiality can be absolute. Before the researchers in this study send samples to the 
Repository, each sample will be given a code number. Your name and all personal identifying 
information such as address, social security number, and date of birth, will be removed. 
Therefore, the Repository will not be able to give out your name, or other information that 
identifies you to the scientists who receive the samples. However, the Repository and scientists 
will have some data about you, such as age, sex, diagnosis, race, and outcomes of the initial 
study. 
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If disclosure of your genetic information does happen, a federal law, called the Genetic 
Information Nondiscrimination Act (GINA), makes it illegal for health insurance companies, 
group health plans, and most employers to discriminate against you based on your genetic 
information. This law generally will protect you in the following ways: 


1. Health insurance companies and group health plans may not request your genetic 
information that we get from this research. 


2. Health insurance companies and group health plans may not use your genetic 
information when making decisions regarding your eligibility or premiums. 


3. Employers with 15 or more employees may not use your genetic information that we 
get from this research when making a decision to hire, promote, or fire you or when 
settling the terms of your employment. 


However, you should be aware that this law does not protect you against genetic discrimination by 
companies that sell life insurance, disability insurance, or long-term care insurance. 
 
The only identifiable information in the research file is your date of birth and gender. This 
information is necessary to perform statistical analysis on the data, such as to calculate growth 
rates and age at onset of the illness. This information in the research file is no longer protected 
by HIPAA. 
 
You will not be identified in any reports or publications which arise from this study. We will take 
every precaution to protect your confidentiality. 


 
9.2 What information about me could be seen by the researchers or by other 


people? Why? Who might see it? 
There are many reasons why information about you may be used or seen by the 
researchers or others during this study. Examples include: 


• The researchers at your clinical site may need the information to make sure that you 
can take part in the study. 


• The researchers at your clinical site may need the information to check your test 
results or look for side effects. 


• A monitor from the Data Coordinating Center may review your medical records and 
informed consents to check that the data that you provide is being recorded correctly 
and to monitor the progress and safety of the study. 


• University and government officials may need the information to make sure that the 
study is done properly. 


• Representatives from the United States Food and Drug Administration (FDA) 
or the Institutional Review Board at this institution may review your medical 
records. 


• Organizations that are funding the study may need the information to make sure 
that the study is done properly. 
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• Your date of birth and gender must be shared with the Data Coordinating Center 
and the Data Safety and Monitoring Board which oversees the safety of the study. 
This protected health information (PHI) will be used for statistical analysis of 
medical data. 


• Safety monitors or committees may need the information to make sure that the study is 
safe. 


• Insurance companies or other organizations may need the information in order to 
pay your medical bills or other routine medical costs not related to your participation 
in the study. 


• If you undergo a liver transplant, you may be asked to participate in the Study of 
Pediatric Liver Transplantation. If you decide to participate in that study, we may 
exchange information with that study. 


• All data and samples are stored in a central database or in a repository under contract 
with NIH. The data and the samples do not contain any personal identification. 


 
The results of this study may be published in an article, but will not include any information that 
would let others know who you are. 
 
A description of this clinical trial is available on http://www.clinicaltrials.gov/, as required by U.S. 
Law. This Web site will not include information that can identify you. At most, the Web site will 
include a summary of the results. You can search this Web site at any time. 
 
9.3 What happens to information about me after the study is over or if I cancel my 


permission? When does my permission expire? 
Your participation is voluntary; you may choose not to participate in this research study or 
withdraw at any time. Your choice will not affect the commitment of your health care providers 
to care for you and there will be no penalty or loss of benefits to which you are otherwise 
entitled. If you decide to end participation in the study, please contact the investigator. 


 
Samples of blood will be sent to the Repository. These samples will not have any personal 
identifiers when sent to these facilities. If you agree to have your sample(s) stored in the 
Repository, you can change your mind up until the end of the ChiLDReN study. When 
researchers receive written instructions from you, they will destroy your sample(s) and all 
information that identifies you. However, once data and samples have been used, the 
information can no longer be removed from the database. 
 
Samples and data that you provide may be used at any time in the future for research into liver 
disease. Both samples and data will be stripped of all personal identifiers. These samples and 
data may be used by researchers approved by the NIH who may not be part of the current study. 
 
It is not possible to undo or disallow research that has already been performed. Specimens and 
data that have been stripped of personal identifiers cannot be retrieved. 



http://www.clinicaltrials.gov/
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After the study is completed or after you decide to withdraw from the study, information about 
you may be used or disclosed as follows: 


 To preserve the integrity of the other information collected during the study. 
 As part of a data set used for research, educational and other lawful activities that 


does not include your name, social security number, or other identifying 
information. 


 To University faculty, staff and agents responsible for oversight of the research. 
 As required by applicable federal or state law. For example, if you withdraw from the 


study at any time, a record of your withdrawal and the reasons you gave for 
withdrawing will be kept as part of the study record. In addition, government officials 
who are responsible for oversight and review of clinical trials may require certain 
disclosures. 


 
It is important to understand that once your medical records have been disclosed as described 
above, they may no longer be protected directly by federal privacy regulations issued under the 
HIPAA. However, as long as the information is held in any part of the institution, it is protected 
by the institution’s privacy policies. For more information about these policies, please ask your 
doctor for a copy of the Site’s Notice of Privacy Practices. 


 
9.4 When does my permission expire? 
Your permission expires at the end of the study, unless you cancel it sooner. 
 


 
 
10.1 Who can I contact about this study? 
Please contact the researchers listed to: 


• Obtain more information about the study 
• Ask a question about the study procedures or treatments 
• Talk about study-related costs to you or your health plan 
• Report an illness, injury, or other problem (you may also need to tell your regular 


doctors) 
• Leave the study before it is finished 
• Express a concern about the study 


 
You may also express a concern about a study by contacting the Institutional Review Board 
listed. 
 
If you are concerned about a possible violation of your privacy, contact the Institution’s Privacy 
Officer at  ___________. 
 
When you call or write about a concern, please provide as much information as possible, 
including the name of the researcher, the IRB number (at the top of this form), and details 


10. CONTACT INFORMATION 
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about the problem. This will help Institutional officials to look into your concern. When 
reporting a concern, you do not have to give your name unless you want to. 
 


 
 
11.1 What documents will be given to me? 
Your signature in the next section means that you have received copies of all of the 
following documents: 


This "Consent to be Part of a Research Study" document. (Note: In addition to the copy 
you receive, copies of this document will be stored in a separate confidential research 
file and may be entered into your regular Institution’s medical record.) 
 


 
 


 
 
 


Participant’s Name:      
 First Middle Initial Last Date of birth 


 
I consent to participate in this study.    Yes □ Initials __________   No □ Initials __________ 


 
   I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies.  


 Yes □ Initials __________   No □ Initials __________ 
 


 
  


Participant’s Signature Date 
  


11. RECORD OF INFORMATION PROVIDED 


12. SIGNATURES 


I understand the information printed on this form. I have discussed this study, its risks and potential 
benefits, and my other choices with  . My questions so far have 
been answered. I understand that if I have more questions or concerns about the study or my 
participation as a research participant, I may contact one of the people listed in Section 10 (above). I 
understand that I will receive a copy of this form at the time I sign it and later upon request 
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Mother’s Consent for her Participation in the Study: 
 


I consent to participate in this study. Yes □ Initials   No □ Initials   
 
   I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
 Yes □ Initials   No □ Initials   
 
Signature:   Date:   


 
Name:   


 
 
Father’s Consent for his Participation in the Study: 
 
I consent to participate in this study. Yes □ Initials   No □ Initials   


 
   I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
 Yes □ Initials   No □ Initials    
 


Signature:   Date:   
 
Name:   
 


 


Principal Investigator (or Designee): 


I have given this research participant (or his/her legally authorized representative, if applicable) information 
about this study that I believe is accurate and complete. The participant has indicated that he or she 
understands the nature of the study and the risks and benefits of participating. 


Name: Title:   


Signature: Date of Signature:   





		1.3 Names, degrees, and affiliations of the researchers conducting the study:

		3.1 Who can take part in this study?

		Information Gathered:

		Genetics:

		4.2 How much of my time will be needed to take part in this study?

		You will have a yearly visit until you reach the age of 20 or until you have received a liver transplant.

		4.3 When will my participation in the study be over?

		5.2 What happens if I get hurt, become sick, or have other problems as a result of this research?

		5.3 If I take part in this study, can I also participate in other studies?

		5.5 Will the researchers tell me if they learn of new information that could change my willingness to stay in this study?

		7.2 Could there be any harm to me if I decide to leave the study before it is finished?

		8.2 Will I be paid or given anything for taking part in this study?

		8.3 Who could profit or financially benefit from the study results?

		9.1 How will the researchers protect my privacy?

		9.2 What information about me could be seen by the researchers or by other people? Why? Who might see it?

		9.3 What happens to information about me after the study is over or if I cancel my permission? When does my permission expire?

		9.4 When does my permission expire?

		Participant’s Name:

		Mother’s Consent for her Participation in the Study:
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SAMPLE CONSENT TEMPLATE FOR INFANT AND PARENTS 
THIS CONSENT HAS BEEN SUBMITTED TO THE UNIVERSITY OF MICHIGAN IRB FOR INFORMATION 


(ACKNOWLEDMENT) ONLY. EACH CLINICAL SITE MUST ADAPT IT TO FULFILL THE LOCAL IRB 
REQUIREMENTS 


 


Pre-transplant infants and children 
 


 
 
You and your child may be eligible to take part in a research study. This form gives you 
important information about the study. It describes the purpose of the study, and the risks and 
possible benefits of participating in the study. 
 
Please take time to review this information carefully. After you have finished, you should talk to 
the researchers and ask them any questions that you may have about the study. You may also 
wish to talk to others (for example, your friends, family, or other doctors) about your and your 
child’s participation in this study. If you decide to take part in the study, you will be asked to sign 
this form. Before you sign this form, be sure that you understand what the study is about, 
including the risks and possible benefits. 
 


 
 
1.1 Study title: 
 Biliary Atresia Study in Infants Children and adults (BASIC) 
 
 A protocol of the Childhood Liver Disease Research Network (ChiLDReN) 
 
1.2 Company or agency sponsoring the study: Sponsor: 


National Institutes of Health (NIH) - NIDDK 
 Data Coordinating Center: 


University of Michigan and Arbor Research Collaborative for Health 
 
1.3 Names, degrees, and affiliations of the researchers conducting the study: 
 SITE SPECIFIC 


  


INFORMATION ABOUT THIS FORM 


1. GENERAL INFORMATION ABOUT THIS STUDY AND THE RESEARCHERS 
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2.1 Study purpose: 
Biliary Atresia in children can cause serious illness. The main purpose of this study is to collect 
information on children with Biliary Atresia so that researchers will be able to learn more about 
the natural history of Biliary Atresia and its causes. An additional aim to this study is to develop 
a repository (long-term storage) of samples of blood from older children with Biliary Atresia to 
be used in research about liver disease. 
 


  
 
Taking part in this study is completely voluntary. You and your child do not have to participate 
if you don't want to. You and your child may also leave the study at any time. If you and your 
child leave the study before it is finished, there will be no penalty to you or your child, and you 
and your child will not lose any benefits to which either of you are otherwise entitled. 
 
3.1 Who can take part in this study? 
Children who are diagnosed with Biliary Atresia and 6 months of age or older, through age 20. 
 
3.2 How many people (participants) are expected to take part in this study? 
1,709 participants are expected to participate, XXX at YOUR SITE, and the remainder at other 
sites around the United States and Canada 
 


 
 


4.1 What exactly will happen to me/my child in this study? What kinds of research 
procedures will I/my child receive if we agree to take part in this study? 


We will ask you for information about your child and permission to review your child’s entire 
medical record. Samples of blood and/or saliva will be collected for research purposes from 
your child, when possible, at the same time that samples are being taken as part of routine 
clinical testing. 
 
We will ask you, the child’s parent(s), for information about yourself and your family’s medical 
history of diseases. We will also ask you to provide a blood sample. 
 
We will ask your child to provide blood samples, which, along with the study data, will be sent 
to the NIDDK Central Repository, a research resource supported by the National Institutes of 
Health. The Repository collects, stores, and distributes biological samples and associated data 
from people with many kinds of disorders, from unaffected family members, and from other 
healthy people. The purpose of the collection is to make samples available for use in research 
for the study of children’s liver diseases, after the current study is completed. Sending samples 
to the Repository may give scientists valuable research material that can help them to develop 
new diagnostic tests, new treatments, and new ways to prevent diseases. 


2. PURPOSE OF THIS STUDY 


3. INFORMATION ABOUT STUDY PARTICIPANTS (PARTICIPANTS) 


4. INFORMATION ABOUT STUDY PROCEDURES 
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All of the clinical information will be kept in a secure locked file in the investigator’s office and 
the data, without any personal identification, will become part of a national research database 
that combines data from all the clinical sites.  
 
Information Gathered: 
Your child will be followed annually (once a year visits), until the age of 20 or until you have 
received a liver transplant. During the first visit, we will review your child’s medical records for 
information related to your child’s liver problems. We will ask you about: 


 Any congenital anomalies (problems present at birth) that your child has 
 Details of your child's past medical history. 
 Current medications your child is receiving. 
 Diseases that members of your family have had. 
 How your child’s health has affected your child's quality of life. During this quality 


of life interview, we will ask questions about your child's physical, emotional, social 
wellbeing. 


 A history of any pregnancies, if the study participant is greater than 18 years of age  
 
A physical examination and laboratory tests will be performed as part of normal standard of care. 
 
At each follow up visit, we will ask you about any medical problems that your child has had 
since the last visit and medications that your child is receiving. At each visit a physical 
examination and laboratory test will be performed as part of normal standard of care. We will 
also ask questions about how your child’s health has affected your child's quality of life, 
functional abilities and about any pregnancies since the participant’s last visit. 
 
The information and answers that you provide will be recorded on research forms (forms 
without personal identifiers). 
 
Genetics: 
Since it is possible that genetic factors may be involved in the development of Biliary Atresia in 
children, this study asks permission to obtain blood from you, the biological parent(s) only, and 
your child. This blood will be processed to obtain genetic material. We will collect blood for 
genetic material (DNA) on both you and your child. If an inadequate volume is collected, a 
redraw of blood sample may be requested. In the event that we are unable to obtain blood for 
DNA, we will attempt to collect saliva for genetic material. 
 
The DNA will be kept indefinitely in a specialized laboratory under contract with the NIH. In this 
way, the genetic (DNA) material will be available to future researchers who continue to study 
the possible causes and long-term effects of Biliary Atresia. The DNA samples will be labeled 
with a number that cannot be linked to you or your child. 
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The genes contained in the stored DNA samples may have important scientific value that will 
increase our understanding of what causes Biliary Atresia in children. Therefore, we believe that 
it is an extremely valuable part of the study. Future analysis of the DNA samples obtained during 
the course of this study may allow us to understand why some children develop Biliary Atresia. 
 
Providing DNA as part of this research study does not prevent you and your doctor from 
performing genetic testing for clinical use. The stored DNA from you, the parent(s), and your 
child and genetic results from research studies will not be available to you, the parent(s), or your 
child. This is because these genetic studies are currently only used as research tests and have 
not been developed for routine clinical use. At the end of this form you will be asked to sign 
whether you consent to provide DNA for your child and yourself. 
 
From your child 
The normal standard of care of children with Biliary Atresia includes routinely scheduled 
collection of blood to monitor your child’s health. We will perform these tests even if your child is 
not a patient at this site or if this is not the time of your child's routine visit. Two teaspoons 
(10cc) of blood will be collected for these tests which include liver function tests, vitamin levels, 
and complete blood count. 
 
A sample of your child’s blood (little less than one teaspoon) will be collected each year 
for the purpose of this research and sent to the repository for future research. 
 
Blood for genetics will only be drawn only once even if your child comes for more visits. The 
volume of blood for genetics will be based on your child's weight. 


• If your child weighs under 50 kg (110 pounds) then 4.0 cc (less than 1 teaspoon) will 
be drawn. 


• If your child weighs 50 kg (110 pounds) or more, then 10 cc (2 teaspoons) will be 
drawn.  


• If whole blood collection is not possible or contraindicated, approximately 2 cc (less 
than 1 teaspoon) of saliva will be collected into a Saliva Collection Kit. 


 
The removal of this amount of blood will not affect your child’s health. 
 
If your child should have a liver transplant, we will ask to take samples from your child’s liver 
and send those samples to the repository to be used in research on liver diseases.  We will also 
collect blood from your child (little less than one teaspoon) to send to the repository for future 
studies. 
 
Parents 
We are asking you, the parents, to provide approximately 2 teaspoons (10 cc) of blood at a time 
that is convenient for you. If whole blood collection is not possible or contraindicated, 
approximately 2 cc (less than 1 teaspoon) of saliva will be collected into a Saliva Collection Kit. 
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We are asking permission to store your and your child’s blood, to look for causes of Biliary 
Atresia. There is no limit to the time when they may be used. 
 
4.2 How much of my time will be needed to take part in this study?  
Your child will have a yearly visit until s/he reaches the age of 20 or until s/he receives a liver 
transplant. 
 
Information needed for research purposes will be collected, when possible, during your child’s 
routinely scheduled visits to the clinic. The personal interview at the beginning of the study may 
last up to 1 hour; it will be scheduled at your convenience. Participation in this study may 
increase the time spent at each follow up clinical visit by 30-60 minutes. All visits will be 
scheduled at your convenience. 
 
4.3 When will my participation in the study be over? 
Your child’s participation in this study will end when s/he reaches the age of 20, or until s/he 
receives a liver transplant, or YOUR SITE is no longer participating in the ChiLDReN network. 


 


 
 
5.1 What risks will I/my child face by taking part in the study? What will the 


researchers do to protect me against these risks? 
When possible, the blood draw for this study will occur at the same time as that for routine clinical 
care. It may cause some discomfort, bruising or infection at the site of the draw. The extra 
teaspoons of blood taken for research will not affect your child's condition. 
 
The blood draw from you, the parent(s), may cause some discomfort, bruising or infection at 
the site of the draw. The amount of blood drawn, approximately two tablespoons (total for both 
parents), will not affect your health. 
 
If any of the interview questions make you uncomfortable you may choose not to answer them. 
 
There is the possibility of a breach of confidentiality and the parents’ and the child’s participation 
could become known outside the research study. Personal identifiers (other than date of birth 
and gender) will be removed from all documents before they are placed in the research record. 
 
The investigator is willing to discuss any questions you might have about these risks and 
discomforts. 


 
5.2 What happens if my child or I get hurt, become sick, or have other problems as 


a result of this research? 
The researchers have taken steps to minimize the known or expected risks. However, you or 
your child may still experience problems or side effects, even when the researchers are 
careful to avoid them. If you believe that you or your child have been harmed, notify the 


5. INFORMATION ABOUT RISKS AND BENEFITS 
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researchers listed in Section 10 of this form. The (Institution Name Here) will provide first aid 
or emergency care. The cost of this first aid or emergency care may be billed to your 
insurance company; if it is not covered by your insurance, this cost may be your responsibility.  
 
Additional medical care may be provided if the (Institution Name Here) determines that it is 
responsible to provide such treatment. If you sign this form, you do not give up your right to 
seek additional compensation if you or your child are harmed as a result of being in this study. 
 
Please note: It is important that you tell the researchers about any injuries, side effects, 
or other problems that you experience during this study. You should also tell your 
regular doctors. 
 
5.3 If I/my child take part in this study, can I/my child also participate in other studies? 
You and your child may participate in other studies while taking part in this one. However, 
please let the researchers know if you plan to join another study. 
 
5.4 How could I/my child benefit if I/my child take part in this study? How could others 
benefit? You and your child are unlikely to receive any personal benefit from being in this 
study. However, knowledge gained from the clinical information and specimens collected may 
affect the diagnosis and treatment of future patients with liver disease. The development of a 
blood bank of specimens from children with liver problems will be an invaluable tool for current 
and future investigations into understanding Biliary Atresia and other liver diseases in infants. It 
is possible that this research may be shared with commercial collaborators outside of the 
ChiLDReN network. You and your child, the ChiLDReN researchers and the sponsor, the NIH 
and its agents will not benefit financially from such ventures. However, you and your child’s 
participation in this study may benefit future infants with liver problems. 
 
You and your child will not receive any direct benefit for participating, but your sample may 
benefit the future health of the community at large or infants with liver problems. Because other 
researchers will not have access to your identity, neither you nor your physician will get the 
eventual results of studies that might be performed using your sample. It is possible that data 
resulting from use of your sample may eventually be used in a research publication. In that 
event, your name or other identifying information will not be included, as this information will 
not be available to the researchers. It is important for you to understand that there is a small 
chance that some research may yield results that may indirectly have a negative impact on 
insurability, employability, and/or family relationships of some individuals or groups of people. 
Sometimes, research results in findings or inventions that have value if they are made or sold. 
These findings or inventions may be patented or licensed, which could give a company the 
sole right to make and sell products or offer testing based on the discovery. Some of the profits 
from this may be paid back to the researchers and the organizations doing this study, but you 
will not receive any financial benefits. 
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5.5 Will the researchers tell me if they learn of new information that could change my 
willingness to stay in this study? 


Yes, the researchers will tell you if they learn of important new information that may change 
your willingness to stay in this study. If new information is provided to you after you have joined 
the study, it is possible that you may be asked to sign a new consent form that includes the 
new information. 
 


 
 
6.1 If I decide not to take part in this study, what other options do I have? 
Participation in this study and donation of samples to the Repository are completely voluntary 
and your alternative is not to participate. Your child will receive the same treatment whether or 
not your child takes part in this study, and there will be no penalty or loss of benefits to which 
you and your child are entitled. 
 
Ask the researchers or your child’s doctors about other options that you may have. 
 


 
 
7.1 If I want to stop participating in the study, what should I do? 
You and your child are free to leave the study at any time. If you leave the study before it is 
finished, there will be no penalty to you. If you choose to tell the researchers why you are leaving 
the study, your reasons for leaving may be kept as part of the study record. If you decide to leave 
the study before it is finished, please notify one of the persons listed the “Contact Information” 
section of this consent. 
 
7.2 Could there be any harm to me/my child if I decide to leave the study before it is 


finished? 
No, there is no risk of harm to you or your child if you decide to leave the study early. 
 
7.3 Could the researchers take my child out of the study even if I want to continue to 


participate?  
Yes. There are many reasons why the researchers may need to end your participation in the 
study. Some examples are: 


 The researcher believes that it is not in your child’s best interest to stay in the study. 
 You are unable to follow instructions from the researchers. 
 The study is suspended or canceled. 


  


6. OTHER OPTIONS 


7. ENDING THE STUDY 
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8.1 Who will pay for the costs of the study? Will I or my insurance company be billed 
for any costs of the study? If so, which costs? What happens if my insurance 
does not cover these costs? 


You or your health insurance company will be responsible for costs related to the diagnosis, 
treatment and follow-up of your child’s liver condition. All of these are part of the standard 
clinical care that your child will receive: clinic visits, blood tests, operations, biopsies, 
medicines, vitamins, immunizations and special feeding formulas. 
It is important to understand that some insurance companies may not cover all of the above 
listed costs. If your insurance company does not cover these treatments or procedures, you will 
be required to pay for them. 
 
There will be no cost to you or your insurance for any research related activities. The 
researchers will pay for preparation, handling, and storage of the extra blood. 
 
Ask the researchers if you have any questions about bills, fees, or other costs related to this 
study. 
 
8.2 Will I be paid or given anything for taking part in this study? 
Yes, you will receive reimbursement of $15-20 (the amount and the method of payment – 
cash, check, gift certificate may be center-dependent) for the costs for parking and meals for 
your participation in each of the follow up visits of this research study. 
 
8.3 Who could profit or financially benefit from the study results? 
The researchers and the National Institutes of Health (NIH) are unlikely to profit or benefit 
financially from the study results. 
 


 
 
Protected Health Information (PHI) is any health information through which you and/or your 
child can be identified. Protected Health Information is protected by federal law under the 
Health Insurance Portability and Accountability Act of 1996 (HIPAA). A decision to participate 
in this research means that you agree to let the research team use and share your and/or your 
child’s PHI for the study explained above. Study PHI will be kept in your research record and 
only the research team will have access to this information. 
 
Signing this form gives the researchers your permission to obtain, use, and share information 
about you and/or your child for this study, and is required in order for you to take part in the 
study. Information about your child may be obtained from any hospital, doctor, and other health 
care provider involved in your child’s care. 
 


8. FINANCIAL INFORMATION 


9. CONFIDENTIALITY OF PARTICIPANT RECORDS AND AUTHORIZATION TO RELEASE 
YOUR PROTECTED HEALTH INFORMATION 
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Information about your child may include information about health and medical care before, 
during, and after the study, even if that information wasn't collected as part of this research 
study. For example: 


• Hospital/doctor's office records, including test results (X-rays, blood tests, urine tests, 
etc.) 


• All records relating to your child’s liver problem, the treatment received, and your 
child’s response to the treatment 


• Billing information 
 


9.1 How will the researchers protect my privacy? 
To help us protect your and your child’s privacy, we have obtained a Certificate of 
Confidentiality from the National Institutes of Health. With this Certificate, the researchers 
cannot be forced to disclose information that may identify you or your child, even by a court 
subpoena, in any federal, state, or local civil, criminal, administrative, legislative, or other 
proceedings. The researchers will use the Certificate to resist any demands for information that 
would identify you or your child, except as explained below.  
 
The Certificate cannot be used to resist a demand for information from personnel of the United 
States Government that is used for auditing or evaluation of federally funded projects or for 
information that must be disclosed in order to meet the requirements of the federal Food and 
Drug Administration (FDA). 
 
You should understand that a Certificate of Confidentiality does not prevent you or a member 
of your family from voluntarily releasing information about yourself, your child, or either of your 
involvement in this research. If an insurer, employer, or other person obtains your written 
consent to receive research information, then the researchers may not use the Certificate to 
withhold that information. 
 
Even with the Certificate of Confidentiality, the investigators continue to have ethical and legal 
obligations to report suspected child abuse or neglect and to prevent you from carrying out any 
threats to do serious harm to yourself or others. If keeping information private would 
immediately put you or someone else in danger, the investigators would release information to 
protect you or another person. 
 
INCLUDE IF YOU ARE REQUIRED TO REPORT SUSPECTED CHILD ABUSE OR 
NEGLECT 
The Certificate of Confidentiality will not be used to prevent disclosure to state or local 
authorities of child abuse and neglect. If you tell us or we learn something that makes us 
believe that your child or others have been or may be physically harmed, we may be required 
to report that information to the appropriate agencies.  
 
Department of Health and Human Services (DHHS) personnel may request identifying 
information for purposes of performing audits, carrying out investigations of DHHS grant 
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recipients, or evaluating DHHS funded research projects. 
 
Once your child is enrolled into this research study, he/she is assigned a unique Research ID 
Number. All information and samples (blood, DNA) will be labeled with this de-identified 
number. Only your ChiLDReN physician will keep a list, which matches your child’s name with 
this Research ID number. Information sent to the Data Coordinating Center and specimens 
sent to the repository will contain the de-identified number. This way only the research team at 
this clinical site will be able to identify you and your child. 


 
The Repository will take measures to protect your and your child’s privacy, although no 
guarantee of confidentiality can be absolute. Before the researchers in this study send 
samples to the Repository, each sample will be given a code number. Your name, or your 
child’s name, and all personal identifying information, such as address, social security number, 
and date of birth, will be removed. Therefore, the Repository will not be able to give out your or 
your child’s name, or other information that identifies you or your child, to the scientists who 
receive the samples. However, the Repository and scientists will have some data about your 
child, such as age, sex, diagnosis, race, and outcomes of the initial study. 
 
If disclosure of your or your child’s genetic information does happen, a federal law, called the 
Genetic Information Nondiscrimination Act (GINA), makes it illegal for health insurance 
companies, group health plans, and most employers to discriminate against you based on your 
genetic information. This law generally will protect you in the following ways: 


1. Health insurance companies and group health plans may not request your or your 
child’s genetic information that we get from this research. 


2. Health insurance companies and group health plans may not use your or your child’s 
genetic information when making decisions regarding your eligibility or premiums. 


3. Employers with 15 or more employees may not use your or your child’s genetic 
information that we get from this research when making a decision to hire, promote, or 
fire you or when settling the terms of your employment. 


 
However, you should be aware that this law does not protect you against genetic 
discrimination by companies that sell life insurance, disability insurance, or long-term care 
insurance. 
 
The only identifiable information in the research file is your child’s date of birth and gender. 
This information is necessary to perform statistical analysis on the data, such as to calculate 
growth rates and age at onset of the illness. This information in the research file is no longer 
protected by HIPAA. 
 
You nor your child will not be identified in any reports or publications, which arise from this study. 
We will take every precaution to protect both of your confidentiality. 
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9.2 What information about me/my child could be seen by the researchers or by 
other people? Why? Who might see it? 


There are many reasons why information about you and your child may be used or 
seen by the researchers or others during this study. Examples include: 


• The researchers at your clinical site may need the information to make sure that your 
child can take part in the study. 


• The researchers at your clinical site may need the information to check your child’s 
test results or look for side effects. 


• A monitor from the Data Coordinating Center may review your child’s medical records 
and informed consents to check that the data that you and your child provide are 
being recorded correctly and to monitor the progress and safety of the study. 


• University and government officials may need the information to make sure that the 
study is done properly. 


• Representatives from the United States Food and Drug Administration (FDA) 
or the Institutional Review Board at this institution may review your child’s 
medical records. 


• Organizations that are funding the study may need the information to make sure 
that the study is done properly. 


• Your child’s date of birth and gender must be shared with the Data Coordinating Center 
and the Data Safety and Monitoring Board, which oversees the safety of the study. This 
protected health information (PHI) will be used for statistical analysis of medical data. 


• Safety monitors or committees may need the information to make sure that the study is 
safe. 


• Insurance companies or other organizations may need the information in order to 
pay your child’s medical bills or other routine medical costs not related to your child’s 
participation in the study. 


• If your child undergoes a liver transplant, you may be asked to participate in the Study 
of Pediatric Liver Transplantation. If you decide to participate in that study, we may 
exchange information with that study. 


• All data and samples are stored in a central database or in a repository under 
contract with NIH. The data and the samples do not contain any personal 
identification. 


 
The results of this study may be published in an article, but will not include any information that 
would let others know who you or your child are. 
 
A description of this clinical trial is available on http://www.clinicaltrials.gov/, as required by U.S. 
Law. This Web site will not include information that can identify you or your child. At most, the 
Web site will include a summary of the results. You can search this Web site at any time. 
 


  



http://www.clinicaltrials.gov/
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9.3 What happens to information about me and my child after the study is over or if I 
cancel my permission?  


Your and your child’s participations are voluntary; you may choose not to participate in this 
research study or withdraw at any time. You and your child’s choices will not affect the 
commitment of your child’s health care providers to care for your child and there will be no 
penalty or loss of benefits to which your child is otherwise entitled. If you decide to end 
participation in the study, please contact the investigator. 
 
Samples of blood will be sent to the Repository. These samples will not have any personal 
identifiers when sent to these facilities. If you agree to have your and your child’s sample(s) 
stored in the Repository, you can change your mind up until the end of the ChiLDReN Study. 
When study researchers receive written instructions from you, they will destroy your and your 
child’s sample(s) and all information that identifies you and your child. However, once data and 
samples have been used, the information can no longer be removed from the database. 
Samples and data that you and your child provide may be used at any time in the future for 
research into liver disease. Both samples and data will be stripped of all personal identifiers. 
These samples and data may be used by researchers approved by the NIH who may not be part 
of the current study. 
 
It is not possible to undo or disallow research that has already been performed. Specimens 
and data that have been stripped of personal identifiers cannot be retrieved. 
 
After the study is completed or after you decide to withdraw from the study, information about 
you and your child may be used or disclosed as follows: 


 To preserve the integrity of the other information collected during the study. 
 As part of a data set used for research, educational and other lawful activities that 


does not include your name, social security number, or other identifying information. 
 To University faculty, staff and agents responsible for oversight of the research. 
 As required by applicable federal or state law. For example, if you and your child 


withdraw from the study at any time, a record of your and your child’s withdrawal and 
the reasons you gave for withdrawing will be kept as part of the study record. In 
addition, government officials who are responsible for oversight and review of clinical 
trials may require certain disclosures. 


 
It is important to understand that once your and your child’s medical records have been 
disclosed as described above, they may no longer be protected directly by federal privacy 
regulations issued under HIPAA. However, as long as the information is held in any part of the 
institution, it is protected by the institution’s privacy policies. For more information about these 
policies, please ask your doctor for a copy of the Site’s Notice of Privacy Practices. 
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9.4 When does my permission expire? 
Your permission expires at the end of the study, unless you cancel it sooner. 


 


 
 
10.1 Who can I contact about this study? 
Please contact the researchers listed to: 


• Obtain more information about the study 
• Ask a question about the study procedures or treatments 
• Talk about study related costs to you or your health plan 
• Report an illness, injury, or other problem (you may also need to tell your regular 


doctors) 
• Leave the study before it is finished 
• Express a concern about the study 


 
You may also express a concern about a study by contacting the Institutional Review Board 
listed. 
 
If you are concerned about a possible violation of your privacy, contact the Institution’s Privacy 
Officer at _____  . 
 
When you call or write about a concern, please provide as much information as possible, 
including the name of the researcher, the IRB number (at the top of this form), and details 
about the problem. This will help Institutional officials to look into your concern. When 
reporting a concern, you do not have to give your name unless you want to. 
 


 
 
11.1 What documents will be given to me? 
Your signature in the next section means that you have received copies of all of the 
following documents: 


This "Consent to be Part of a Research Study" document. (Note: In addition to the copy 
you receive, copies of this document will be stored in a separate confidential research 
file and may be entered into your regular Institution’s medical record.) 


  


10. CONTACT INFORMATION 


11. RECORD OF INFORMATION PROVIDED 
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Child’s Name:     


First Middle Initial Last Date of birth 
 
Parent’s Consent for Child’s Participation: 
 
I consent that my child participates in this study. Yes □ Initials _____ No □ Initials _____ 
 


   I consent to the use of my child’s blood or saliva for DNA extraction, storage, and use in DNA studies.  
            Yes □ Initials _____ No □ Initials _____ 
 


  
1st Parent/Guardian Signature Date 
 
Name: __________________________________ 
Relationship to child:  □ Mother □ Father  □ Guardian 


 
Mother’s Consent for her Participation in the Study: 


 
I consent to participate in this study. Yes □ Initials   No □ Initials   


 
   I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
 Yes □ Initials   No □ Initials   
 
Signature:   Date:   


 
Name:   


  


12. SIGNATURES 


I understand the information printed on this form. I have discussed this study, its risks and potential 
benefits, and my/my child’s other choices with  . My questions so far have 
been answered. I understand that if I have more questions or concerns about the study or my/my child’s 
participation as a research participant, I may contact one of the people listed in Section 10 (above). I 
understand that I will receive a copy of this form at the time I sign it and later upon request 
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Father’s Consent for his Participation in the Study: 
 
I consent to participate in this study. Yes □ Initials   No □ Initials   


 
   I consent to the use of my blood or saliva for DNA extraction, storage, and use in DNA studies. 
 Yes □ Initials   No □ Initials    
 


Signature:   Date:   
 
Name:   


 
 
 
NOTE TO SITE: In research involving minors, any individual under the age of 18, the IRB must 
determine that investigators are using adequate provisions to solicit assent, when the children 
are capable of providing it. For that reason, for all studies involving children seven years of age 
and older, we encourage investigators to document the child's willingness to participate in 
research with a signed assent form. 
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ASSENT OF CHILD 
 


Assent means a child's affirmative agreement to participate in a research project. 
 


  (name of child) has agreed to participate in this research 
 


  (title of project). 
 
 


Signature of Participant. NOTE: Signature of Parent or 
Guardian must be substituted if waiver of assent is required 


 Date 


 
 
 
WAIVER OF ASSENT 
 


The assent of  (name of child) was 
waived because of 
 
   Age 
 
   Maturity 
 
   Psychological state of the child 


 
 
 
 


Signature of Parent or Guardian  Dat
  


 


 


Principal Investigator (or Designee): 


I have given this research participant (or his/her legally authorized representative, if applicable) information 
about this study that I believe is accurate and complete. The participant has indicated that he or she understands 
the nature of the study and the risks and benefits of participating. 


Name:  Title:    


Signature:  Date of Signature:   
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