Initial Submission Checklist

Please include the following with ALL new submissions. Additionally, submission of this
checklist with the materials would be greatly appreciated. All documents submitted must
conlain a version date and/or version number.

Attached

L]

Signed (PI & Dept. Chair) Initial Application for Human Research Form

L]

Protocol Summary Form. The following checklists can be used as guides in drafiing the

Protocol Summary/Detailed Protocol mentioned below:
Short Form of Consent Documentation ’
Waiver or Alteration of the Consent Process
Waiver of Written Documentation of the Consent Process
Advertisements and Pavments
Research Involving Prisoners
Research Involving Pregnant Women
Research lnvolving Non-Viable Neonates
Research Involving Neonates of Uncertain Viability

_ Research Involving Children
Research Involving Adults Unable to Consent

] Sponsor’s Protocol/Grant (Note: retract any salary information) or if a grant is not
applicable, an Investigator-generated Detailed Protocol**

4 Study Personnel Information Form
Note: All current staff including the PI should be listed within the Study Personnel
Information Form

<]

English Informed consent form(s)*

If applicable, the following must be submitted for review:

Attached

X

Signed (PI) Secondary Use of Research Samples/Data Application (no Initial
-Application for Human Research Form or Protocol Summary necessary).

Current, unexpired IRB approval(s) from other reviewing institutions

IAA request form if requesting an IRB Authorization Agreement

English Recruitment materials, e.g., letters, postmgs advertisements, telephone
scripts, etc.* (include version date and/or version number)

Study tools/instruments, e.g., questionnaires, focus group, interview guides,
educational materials, etc.* (include version date and/or version number)

X XK O OF

00O 00Ox

Supplemental Review Forms, check all that apply:
U] Financial Interest Disclosure Form
{] Drugs, Biologics and Devices Form
{1 Radiation Safety Form
. [ Transiation Attestation Form

X

]

For FDA Regulated research, include all that apply:
[_] Copy of Form FDA 1572 (if PI is Sponsor-Investigator)
[] Investigator Brochure or Package Insert(s)
[[] Device Manual/product information

X

*If such materials will be translated, submit a Translation Attestation Form. Submit the locally-approved, translaied

documents to the HSPH IRB as soon as they become available.




Office of Human Research Adminisfration
Harvard School of Public Health

Tel: 617-384-5480

Fax: 617-384-5484

Secondary Use of Research Samples/Data Application

Instructions: Submit this abbreviated application when the proposed activities include the secondary use
of research samples and/or data. This application, however, is not appropriate when the research
activities are (1) not limited to secondary use of research samples and/or data; (2) re-consent is planned,
and/or (3) the original IRB-approved consent form precludes the proposed activities.

_A.PROTOCOL INFORMATION
Protocol Number (OHRA assigned):
Protocol Title: Incidence and risks of liver-related morbidity in an African HIV cohort
Principal Investigator / Degree(s): Phyllis J. Kanki’ DVM SD
' Department: | Immunelogy & Infectious Diseases
Preferred Mailing Address: | 653 Huntington Ave, FXB 405, Boston, MA 02115

Email: | pkanki@hsph.harvard.edu
Phone: | 617.432.1267

Additional Contact Person: Marykate O'Malley

_ Preferred Mailing Address: | 1635 Tremont Street, Boston, MA
*Please send all correspondence to this address
Email: | momalley@hsph.harvard.edu

Phone: | 617.432.7165

Please Choose - o L Other:

Please Choose [ 1HSPH [_] Other:
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Office of Human Research Administration
Harvard School of Public Health

Tel: 617-384-5480

Fax: 617-384-5484

Liver-related problems are increasingly being reported among HIV cohorts, particulary during the
present era of highly active antiretroviral therapy (HAART). Owing to shared routes of
transmission, co-infection of HIV by either HBV or HCV is common. HBYV is known to affect 6-9%
of HIV infected individuals in some developed countries. Higher rates are found in developing
countries, who higherto have had high prevalence of HBV mono-infection. Many studies of liver-
related morbidity include subjects from developed countries who have different environmental
factors to those of subjects from sub-saharan Africa. Following on from the introduction of
HAART, with support from the US government, many more HIV infected people have survived and
more and more patients in Africa are anecdetally reporting anecdotal increases in the incidence of
liver-associated morbidities such as hepatoxicities to medications, cirrhosis of the liver and liver
cancer,

The objectives of this study are to:

1. Determine the incidence of liver-associated morbidities (toxicity to medications, cirrhosis and
hepatocellular carcinoma) in HIV patients of African origin.

2. Compare the odds of hepatocellular carcinoma in HIV/HBV co-infected subjects with HBV
monoinfected patients.

3. Study the factors responsible for any morbidity (ies) that will be found.

Hypotheses: Incidence of liver-related morbidity is incréasing in African HIV patients in the era of
HAART; Risk of HCC is higher-among HIV/HBYV coinfected individuals than in HBV mono-
infected patients.

Study design: Retrospective

Methods: This present study shall use the cohort of HIV patients receiving treatment, including

- HAART, at APIN programme of the Jos University Teaching Hospital. A sub population of
HIV/HBYV coinfected individuals will be cases, while HBV monoinfected patients from the =
gastroenterology unit of the same hespital, being recruited in the "case-control" platform of the
Prevention of Liver Fibrosis and Cancer in Africa (PROLIFICA) project, will be the controls.
Patients registered during J anuary 2005 to December 2010 will be involved.

Inclusion criteria: Age =/> 18yrs; HIV seropositivity, confirmed by Western blot assay; Bemg
- HBsAg posntwe (second hypothesis)

Ethical considerations: Patients in the APIN project have been consented already. However, to
ensure confidentiality, the data that will be obtained for this study will be delinked and no attempt
will be made to trace individual patien_ts.{ Ethical clearance for the "case control” study of
PROLIFICA has been obtained. '

Definition of hver—related morbldlty These will include identified cases of hepatotoxmty of ARVs
and ant:-TBs, clrrh051s of the liver/advanced fibrosis and liver carcinoma.

Study period: January 2006 to Dec 2010

Personal data: Age, gender, Liver-related morbidity (method and date of dlagnos1s), HAART
regimen (if available}, CD4 cell count and HIVRNA copies at baseline; HBsAg and or antl-HCV
results plus HBVDNA or HCVRNA (if available) :

Planned analyses: Univeriate and multlvarlate analyses for hypothesis 1 and odds ratio calculation
for second hypothesis. : :
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Office of Human Research Administration
Harvard School of Public Health

Tek: 617-384-5480 :

Fax; 617-384-5484

1. Source of Samples/Data. Check all that apply.

X] Collaborators within HSPH, specify: Secondary Use of Data from Protocol 16506: Harvard Data
Bank Data and Samples Obtained from APIN Plus/ Harvard PEPFAR-Nigeria Antlretrowral
Treatment (ART) Programs for HIV/AIDS

X] Coltaborators outside of HSPH, specify: Dr. Nimzing Ladep (Jos University Teaching Hospital, Jos,
NIGERIA/ Imperial College London, ENGLAND)

B Other, specify: Prof Simon D Taylor-Robinson, Dr Oche Agbaji, Dr Patricia Agaba, Dr Shahid
Khan, Dr Mireille Toledano, Dr Edith Okeke, Dr Edmund Banwat ( Jos University Teaching Hospital)
2. Samples/Data to be used. Check all that apply.

[ Personal Data (name, address, social security number)
[X] Demographic Data (age, gender, race, ethnicity, vital status) Laboratory Data

D Coded Data (diagnoses, procedures, dates) [[] Images
[] *Fetal Tissue; original source: [ ] Billing Data
[X] Reports, clinic/office notes [ Other, specify:

*The research use of fetal tissue is covered by Federal and State regulations (M.G.L. — Chapter 112, Section 12J). Ifthe
original source of the fetal tissue was a supplier of biological materials, the supplier must be in compliance with all
applicable Federal and State regulations and laws.

3. Explain why the research could not be carried out without access to this data?
The quality of data that is kept by the JUTH APIN group is continuously being menitored and
adjudged to be quite robust. This centre is one of the largest ARV groups in Africa and with support
laboratory systems that have attained a high GLP, studies of liver related morbidity is reasonable to
be carried out in this cohort. Though, feasible, it would logistically be difficult to obtain similar data
without a huge grant. As this study is self- funded by investigator Dr. Nimzing Ladep, it would
prove difficult to carry out this work without recourse to this database. _
4. Do samples/data retain a code, which could link samples/data to individuals? D<J Yes [ | No
If yes, will you, or members of your study team, have access to the coding system‘? D Yes [X] No
If yes, explain why you need to identify participants:
5. Will samples/data be sent to individuals or institutions outside HSPH? [X Yes [INo
If yes, what mformatmn will be sent with the sam les/data delmked data to ensure confidentlall

Breach of conﬁdentlallty is the sole risk. In order to prevent such a breach, patlent materlals sent to
investigators will contain coded patient numbers. Investigators will not have access to the linking
codes between ID numbers and indentifiable information.

1. Were samples data collec ed as part of an IRB-approved protocol" |Z| Yes No
- If yes, is the proposed use consistent with the use outlined in the IRB-approved consent form?
X Yes [ ] No :
If yes, attach a copy of the IRB-approved consent form, If no, complete the Human Research Initial
Application or Exemption Request.

[2 Do you plan to re-consent participants? [ ] Yes [X] No
If yes, complete the Human Research Initial Application or Exemption Request.
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Office of Human Research Administration
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Tel: 617-384-5480

Fax: 617-384-5484

. Study Prscnnel Informatlon Form
[ Financial Interest Disclosure Form
D Other exlain

As Prmc1pal Investlgator 1 certlfy the followmg
¢ I will personally conduct or supervise this research,
¢ I will comply with applicable federal and state regulations, Instltutronal and School-wide policies, and OHRA
policies and procedures, including the Investigator Manual,

participants.
*  I'will maintain adequate and accurate records in accordance with HSPH Office of Human Research
Administration (OHRA) policy and make these records available for QA/QI inspection.

for regulatory violations resulting from failure to adequately supervise the conduct of this research.
* My participation and the participation of any co-investigators do not, in any way, violate the HSPH policy on
conflicts of interest.
* 'Ihave completed the applicable HSPH institutional requirements and/or credentialing processes reqmred to
conduct this research.
*  Iwill comply with the Harvard Research Data Security Policy, available at
hitp://www security harvard.edu/research-data-security-policy _
‘ /A /sl 72

7 Principal westlgator s Signature ™ - _ Date

* I will conduct the study in accordance with the IRB-approved protocol and will only make changes in a protocol
after receiving approval from the IRB, except when necessary to protect the safety, rights, or welfare of research

* 1 will provide adequate supervision’ of those to whom the study-related tasks are delegated and T am accountable

As Department Chair, I certify the following:
* The Pnnclpal Investigator is qualified by education, training and experience to personally conduct aﬂd/or
~ supervise the research described in the protocol.
. The Principal Investlgator has completed all applicable institutional credcntralmg processes to conduct this
" research. : .
- The Principal Investigator has sufficient resources to carry out this tesearch as proposed
' - The protocol is scaentiﬁcally valid and employs research procedures which are consistent w:th sound research

d@[&dt o - | ”/ 3/12

Department air’s Signature .+ - - Date
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Office of Human Research Administration
Harvard School of Public Health

Tel: 617-384-5480

Fax: 617-384-5484

Study Personnel Information Form |

Instructions: Submit this form (or create your own with the fields below) at the time of initial and continuing
review or submit it with a Modification Request when adding individuals to the study staff.

OTOCOL INFORMATION
Version #/Date:
Protocol Number:
Protocol Title: Incidence and risks of liver-related morbidity in an African HIV
: cohort

Phyllis J. Kankl/E)VM SD

Prmmpal Investlgator/ Degree(s):

Does tlns person have a financial
interest related to the research*? If

Name, Degree(s}), and

. . Role in Study Yes, submit Financial Interest
. Affiliation (when not HSPH) Disclosure Form.
Yes No
Phyllis Kanki, DVM, SD Principal Investigator X

doogododoooo
dooddoodoo

*“Financial Interest Related to the Research” means any of the following interests in the sponsor, product or service

. being tested, or competitor of the sponsor held by the individuat or the individual’s immediate family: (a) Ownership
interest of any value including, but not limited to stocks and options; (b) Compensation of any amount including, but not
limited to honoraria, consultant fees, royalties, or other income; (c) Proprietary interest of any value including, but not
limited to, patents, trademarks, copyrights, and licensing agreements, or (d) Board or executive relationship, regardless
of compensatzon “Immediate Family” means spouse, domestic partner, and dependent children.

HSPH Office of Human Research Adnﬁnistration ’ R - ' : Page 1 of 1
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APIN Plus/Harvard PEPFAR Program Sample/Data Bank
JOS UNIVERSITY TEACHING HOSPITAL

AIDS PREVEATION
IHITIATIVE HIOERIA

ADULT INFORMED CONSENT FORM

Because you are a member of the APIN Plus/Harvard PEPFAR HIV Care and Treatment
Program, you are invited to enter your samples and data that are collected through this
program intc a research protocol to store them for later use in program evaluations and
research studies. The Harvard PEPFAR program provides prevention, treatment, and care for
HIV and is not a research program; the APIN Pius/Harvard PEPFAR Program Sample/Data Bank
is for program evaluations and (operational) research.

If you agree to participate, your medical information, samples, and their results will be stored
in a Sample/Data bank. Information and samples from this Sample/Data Bank may be used in
future research projects that are designed to help investigators learn more about and find new
treatments for HIV/AIDS or other related diseases. Any future research conducted with your
samples/data will be reviewed by an Institutional Review Board (IRB). Participating in this
research protocol will take no extra time from you.

Risks :

. Although the database staff will always try to protect your privacy, someone may
accidentally find out that you have HIV/AIDS or see some of your other private identifiable
informatlon through the Sample/Data Bank.

Benefits
* Research that uses your materials/information from the Sample/Data Bank may help
future HIV patients.
* You may not be helped directly by participating in this Sample/Data bank. However, if
any important information is discovered about your health through any research on
your samplesfinformation, we will give that information to your doctors to use for .
providing medical care to you. :

Confidentiality
*  Your name will not be on your samples. Samples will be labeted only with your APIN Plus
identification number. If your samples are provided to researchers outside this program,
they will NOT receive your name or other identifying information. .
+ Any medical information that is a part of the Sample/Data Bank will be stored on
computers that are protected with passwords. Only authorized staff and researchers have
" the passwords to access these computers. These staff, researchers, those who fund this
research, and the ethicai review boards that oversee the research may see your private
: tnformatlon
« The researchers in this program will use your samp!es or Informatlon only as described in
: this form. If they publish the research, they will not identify you unless you allow it in
wrltmg These rules apply even if you take back this permtssron

Participation is Voluntary _ .
~ *  You get to decide whether or not you want to participate in the Sample/Data bank.

« - If you decide to participate, you may decide to withdraw at any time. If you do so, you
may also tell the researchers to remove all of your informatton and samples from the
-Sample/Data bank.

« If you do not want to be included in or w:thdraw from the Sample/Data Bank, it will not:
affect whether or not you can get medical care at this-clinic or through the APIN

Plus/Harvard PEPFAR HIV Care and Treatment Program in the future. Refusal to participate -

or withdrawal from the research will not involve any penalty or loss of benefits to which you
are otherwise entitled. '

APIN Plus/Harvard_ PEPFAR Data Repository - " _ ' . ’
- Version Date: 20.08.2010 , S ' “Page1
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CONTACT INFORMATION

If you ever have questions, concerns, or complaints about this research; or if you are hurt as a
result of participation In it, ‘no longer want to take part In it, or wish to remove your
information or samples from the Sample/Data Bank, you should contact Dr. Ernest Ekong,
APIN Plus office, NIMR, Lagos - tel. 234-802-310-7612.

If you would like to contact someone lndependent of the research team for questions concerns, :

or complaints about the research; or have questions about your rights as a research partmpant

want to obtain information about |t or to offer input contact: .

+ HSPH Office for Human Research Administration: +1-617-384-5480; 1552 Tremont Street
Boston, Massachusetts 02120, USA; or pchra@hsph.harvard.edu

or .
» Dr. Oche Agbaji, Jos University Teaching Hospital, Dept. of Medicine; tel. 234-803-349-1851

If there is anything in this consent form that you do not understand, you should ask
the Counseling Health Care Worker at the clinic before signing.

. - — .
o CONSENT STATEMENT

Name of Patient (First, Last): PEPID:
1 have read (or have been read to) and understand the informed consent form for the APIN
Plus/Harvard PEPFAR Sample/Data Bank. I have been given the chance to ask questions
about this research. I understand that I can withdraw my consent at any time for any reason.

Check one of the be!dvtr if you would like to participate in this research:

O I agree to -allow-my -medical information and samples to be included Iin the APIN
Plus/Harvard PEPFAR Sampl'e/ Data Bank for use in HI V/AIDS—related research only.

‘[0 I agree to allow my medical Information and samples to be included in the APIN

Plus/ Harvard PEPFAR Sample/ Data Bank for use in any kind of research

Date: o /' /
Signature of Patient : .

~ Date:  / _/

Signature of Legally Authorized Representative (if applicable)

. Name of Legally Authorized Representative (if applicable)

I have read aloud and explained the details of the APIN Plus/ Harvard PEPFAR Sample/Data '

- Bank to the above-named participant and have answered questions about this information.

Date:.‘ -/ /

Signature of Counseling Health Care Worker

HSPH OHRA
IRB Protocol No._ /€576

" APIN Plus/Harvard PEPFAR Data Repository " Effective; 7/ 27/4
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Dr.O. Agbaji
- APIN Centre,
Jos. -
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