LETTER OF AMENDMENT #01 TO:

MTN-015
DAIDS Document ID: 10529

An Observational Cohort Study of Women following HIV-1 Seroconversion in
Microbicide Trials

Version 1.0 / 19 June 2007

Letter of Amendment Date: September 16, 2010

Instructions to Study Sites from the Division of AIDS

The following information impacts the MTN-015 study and must be forwarded to your Institutional
Review Board (IRB)/Ethics Committee (EC) as soon as possible for their information and review. This
must be approved by your IRB/EC before implementation.

The following information will also impact the sample informed consent. Your IRB/EC will be
responsible for determining the process of informing subjects of the contents of this letter of
amendment.

Upon receiving final IRB/EC and any other applicable Regulatory Entity (RE) approval(s) for this LoA,
sites should implement the LoA immediately. Sites are still required to submit an LoA registration
packet to the DAIDS Protocol Registration Office (PRO) at the Regulatory Support Center (RSC).
Sites will receive a registration notification for the LoA once the DAIDS PRO verifies that all the
required LoA registration documents have been received and are complete. An LoA registration
notification from the DAIDS PRO is not required prior to implementing the LoA. A copy of the LoA
registration notification along with this letter and any IRB/EC correspondence should be retained in
the site’s regulatory files.

Summary of Revisions and Rationale

This LoA does not impact the overall design and study visit schedule for MTN-015. In addition to
incorporating the five previously issued Clarification Memos, this LoA includes the following items:

1. Updates to the protocol to indicate that HIV resistance results will not routinely be provided to
study clinicians or participants. Resistance results will be provided to study clinicians upon
request. The Sample Informed Consent (Screening and Enroliment) document is also
updated to reflect that resistance results will not be provided to participants as soon as they
become available

2. Updates to Section 8, Assessment of Safety, to reflect the revised Manual for Expedited
Reporting of Adverse Events to DAIDS (dated January 2010)

3. Updates to Section 13.2, Protocol Registration and Study Activation, to reflect new DAIDS
Protocol Registration template language

4. Updates to the Protocol Team Roster
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5. Updates to the List of Abbreviations and Acronyms

Implementation

This LoA is official MTN-015 protocol documentation. Prior to implementing the revisions listed below,
the MTN-015 study sites will submit this LoA to all relevant regulatory authorities and the IRB/EC.
Upon receipt of all required regulatory and IRB/EC approvals, the protocol revisions listed below will
be implemented. With the exception of protocol roster changes, text to be deleted is noted by
strikethrough and text to be added is noted below in bold.

Detailed Listing of Revisions Included in Clarification Memo #01, Dated
03 April 2008

1. The following new listings have been added to the Protocol Team Roster:

Shay Ganesh, MBChB Margaret Kasaro
Co-Investigator Co-Investigator

Medical Research Council CIDRZ

P. O. Box 70380, Overport P. O. Box 34681

Kwazulu Natal 4067 South Africa Plot 5977 Benakale Road
T: 27-31-242-3600 Lusaka, Zambia

F: 27-31-242-3800 T: 260 260-95-5994834
sganesh@mrc.ac.za margaret.kasaro@cidrz.org

2. The following listing has been updated in the Protocol Team Roster:

Vanessa Elharrar MD, MPH

Contractor

Medical Officer

Prevention Science BranehProgram/DAIDS/NIAID/NIH

Henry-M-Jackson-Foundation

6700-A Rockledge Drive, 2rd-FL-Rm-—42A191-5th FI. Rm. 5249
Bethesda, MD 2084792 USA

T: 301-896-4043-827-0845

F: 301-896-0315

elharrarva@niaid.nih.gov

3. In Section 7.2 Follow-Up Visits, the 1! and 2" bullets and the last paragraph have been modified
to further clarify the schedule of follow-up visits.

1% Bullet, last sentence: Following the Screening and eEnrollment visit, the-subsequent follow-up
visits will be scheduled according to the seroconversion date. fFor example, a participant who enrolls
4-3 months after seroconversion would miss her Month 1 and Month 3 Post-Seroconversion
Visits, and would complete her Month 6 Post- Seroconverswn Visit as her first follow-up visit.
She would hav
complete follow- up visits every 6 months}thereafter

2" Bullet, end of paragraph: For example, a participant who enrolls 3 months after initiation of
ART would miss her Week 2, Month 1, Month 3 post-ART follow-up visits and would complete
her Month 6 post-ART visit as her first follow-up visit. She would then complete follow-up
visits every 6 months thereafter.
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Last paragraph, 3 sentence: For example, the Month 24 visit window extends—fromMenth—21
through-Month-27-begins mid-way between the Month 18 and Month 24 target dates and ends
mid-way between the Month 24 and Month 30 target dates.

4. Throughout the protocol, all references to PBMC have been modified to indicate that these will be
collected at sites with capacity.

5. In Section 7.5.1 Local Laboratory Specimens, the section on Blood Samples now includes further
guidance on HSV-2 serology.

foIIowmg blood tests will be performed locally: CD4+ T cell counts, plasma HIV 1 RNA complete
blood count (see Appendix VI), liver and renal function tests (see Appendix VI), and syphilis
serology. Blood also will be processed for plasma archive. PBMCs will also be archived at
sites with capacity.

At sites designated and certified by the MTN NL, HSV-2 serology may be performed locally. If
the participant has a documented positive result from a parent study, testing does not need to
be repeated for MTN-015. If the participant has a documented negative result from the parent
study which is performed after the participant is enrolled in MTN-015, this result will be used
for MTN-015.

6. Section 13.4, last paragraph is omitted to permit site specific approaches to the informed consent
process.

7. Section 13.5 Participant Confidentiality, second paragraph is modified to permit site-specific
approaches to confidential storage of study documents.

All study-related information will be stored securely at the study site. All participant information will be
stored in locked file cabinets in areas with access limited to study staff. Data collection, process, and
administrative forms, laboratory specimens, and other reports will be identified by a coded number

onIy to mamtam part|C|pant confldentlallty AH—FeeeFds—that—eaqtan—naﬂes—epeﬂqekperenaJ
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area—with-limited—aceess—Participants’ study information will not be released without their written
permission, except as necessary for monitoring (see Section 12).

Appendix II: Sites and Site Investigators and Appendix Ill: Site Laboratories have been updated to
accurately reflect the current list of sites, site investigators, and site laboratories. The following has
been added to each appendix:

A current list of sites, site investigators, and site laboratories will be available on the MTN
website: www.mtnstopshiv.org.

Detailed Listing of Revisions Included in Clarification Memo #02, Dated
21 August 2008

1. The Protocol Team Roster is modified to reflect current Protocol Team members and

contact information.

Roberta Black, PhD

Katherine Bunge, MD

DAIDS Topical-Microbicides Feam-LeaderResearch Branch MTN Safety Physician

Chief

Microbicide Trials Network

National Institute of Allergy and Infectious Diseases, Division MWH of UPMC

of AIDS

6700 B Rockledge Drive, Room 5135
Bethesda, MD 20817 USA

T: 301-496-8199

F: 301-402-3684
rblack@niaid.nih.gov

Ross D. Cranston MD FRCP

MTN Safety Physician

Division of Infectious Disease
University of Pittsburgh Medical Center
Falk Medical Building, Suite 611

3601 Fifth Avenue

Pittsburgh, PA 15213 USA

T: 412-647-4007

F: 412-647-5519
cranstonr@dom.pitt.edu
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Department of OB/GYN/RS
300 Halket St.

Pittsburgh, PA 15213 USA
T: 412-917-9936 (pager)

F: 412-641-6170
kbunge@mail.magee.edu

Muzala-Kapina Margaret Kasaro, MBChB
Co-Investigator

Centre for Infectious Disease Research in Zambia
P.O. Box 34681

Plot 5977

Benakale Road

Lusaka, Zambia

T: 260-260-95-599 4834

F: 260-1-293-766

margaret.kasaro@cidrz.org

Lisa Levy, MPH

Prevention Research Specialist

Family Health International

PO Box 13950

Research Triangle Park, NC 27709 USA
T: 919-544-7040 Ext. 11260

F: 919-544-0207

llevy@fhi.org

Edward Livant, BSMT (ASCP), MPH
MTN Research Manager
Microbicide Trials Network

204 Craft Avenue, Room A534
Pittsburgh, PA 15213 USA

T: 412-641-3772

F: 412-641-5290

livantew@upmc.edu
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Charlene S. Dezzutti, PhD

MTN Network Laboratory Director
Microbicide Trials Network

204 Craft Avenue

Pittsburgh, PA 15213 USA

T: 412-641-3462

F: 412-641-6170

dezzuttics@upmc.edu

David Humiston

Protocol Specialist
Microbicide Trials Network
204 Craft Avenue

Pittsburgh, PA 15213 USA

T: 412-641-5579

F: 412-641-6170
humistondw@mail.magee.edu

Felix Muhlanga, MBChB, MMED
Co-Investigator

University of Zimbabwe
College of Health Sciences
P.O. Box A178

Avondale, Harare, Zimbabwe

T: Not available

F: Not available
felixmhla@yahoo.com

Rhonda White, R.H. Ed

Community Program Manager

Family Health International

P.O. Box 13950

Research Triangle Park, NC 27709 USA
T: 919-544-7040 Ext. 11515

F: 919-544-0207

rwhite@fhi.org

2. The list of Site Investigators (Appendix Il) is removed from the protocol and replaced with
content directing the reader to the MTN website for an up-to-date list.

APPENDIX II: SITES AND SITE INVESTIGATORS

For a current list of Site Investigators please go to http://www.mtnstopshiv.org/.
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3. The list of Site Laboratories (Appendix Ill) is removed from the protocol and replaced with
content directing the reader to the MTN website for an up-to-date list.

APPENDIX IIIl: SITE LABORATORIES

For a current list of Site Laboratories please go to http://www.mtnstopshiv.org/.
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Detailed Listing of Revisions Included in Clarification Memo #03, Dated
20 February 2009

1. The following update is made to the Protocol Team Roster that appeared in MTN-015, CM
#02, dated 21 August 2008:

2. Reference to wet mount is replaced with testing in the following tables and sections:

Table 1: Screening and Enrollment Visit, Pelvic Samples.

Pelvic Samples Vaginal pH

WetMeunt-Testing for bacterial vaginosis (BV), Candida, and
Trichomonas

"Pap Smear at Selected Sites

Table 2: Month 1 and Month 3 Post-Seroconversion Visits

Pelvic Samples *Vaginal pH
*WetMountTesting for BV, Candida, and Trichomonas
*/" Pap Smear at Selected Sites

Table 3: Month 6 and Q6 Months Post-Seroconversion Visits

Pelvic Samples *I**Vaginal pH
***WetMeount-Testing for BV, Candida and Trichomonas
*/" Pap Smear at Selected Sites (annually)

*If indicated; */**Urine SDA for Chlamydia and Gonorrhea, Syphilis Serology, Vaginal pH, and Wet-Meounttesting for BV, Candida, and
Trichomonas should be performed at visits annually, with performance of these measures at additional scheduled visits as clinically
indicated; TPAP smears should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are
negative.

Table 4: Week 2, Month 1, and Month 3 after Initiation of ART

Pelvic Samples *Vaginal pH
*Wet-MeountTesting for BV, Candida, and Trichomonas
*t Pap Smear at Selected Sites

Table 5: Month 6 and Q6 Months Visits After Initiation of ART

Pelvic Samples *I**Vaginal pH
**WetMeount-Testing for BV, Candida and Trichomonas
*/" Pap Smear at Selected Sites

*If indicated; */**Urine SDA for Chlamydia and Gonorrhea, Syphilis Serology, Vaginal pH, and WetMeunt- testing for BV, Candida, and
Trichomonas should be performed at visits annually, with performance of these measures at other scheduled visits as clinically indicated;
TPAP smears should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are negative.

Table 6: Final Visit

Pelvic Samples Vaginal pH
WetMeunt-Testing for BV, Candida and Trichomonas
*t Pap Smear at Selected Sites

Section 7.5.1, Local Laboratory Specimens, Pelvic Samples, first paragraph:
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Vaginal pH testing and wet-mount-testing for bacterial vaginosis, candidiasis and trichomoniasis will
be conducted at the sites by clinical and/or laboratory staff who have established proficiency in these
procedures per MTN policies and procedures.

Appendix I: Schedule of Study Visits and Evaluations

| WetMountTesting for BV, Candida, Trichomonas [ X [ a [ a | A(Annual) | A | A (Annual)

[ X

Detailed Listing of Revisions Included in Clarification Memo #04, Dated
07 July 2009

1. The following updates are made to the Protocol Team Roster:

Kathy Mngadi, MBChB, MPhil, Dip HIV Man SA, Dip Epi
Site Investigator

The Aurum Institute Klerksdorp, Jade Square Building
Cnr Oliver Tambo and Margeretha Prinsloo Streets
Klerksdorp, 2571 South Africa

T: 27-18-406-4214

F: 27-18-406-4240

kmngadi@auruminstitute.org

Thesla Palanee, MMed Sci, PhD

Site Investigator

Reproductive Health and HIV Research Unit
Tshireletso Wellness Centre

Chris Hani Baragwanath Hospital

Soweto, Johannesburg 2013 South Africa
T: 27-11-989-9269

F: 27-11-989-9294

tpalanee@rhru.co.za

Detailed Listing of Revisions Included in Clarification Memo #05, Dated
02 March 2010

1. The following updates are made to the Protocol Team Roster:

The following individuals have been added to the Protocol Team Roster:

Baningi Mkhize, MBChB Katherine Richards, MPH

Site Investigator Prevention Research Specialist
Perinatal HIV Research Unit Family Health International

Chris Hani Baragwanath Hospital, Chris Hani Road P.O. Box 13950

Soweto, Johannesburg 1804 South Africa Research Triangle Park, NC 27709 USA
Phone: 27-11-989-9705 Phone: 919-544-7040 Ext. 11306

Fax: 27-11-938-3973 Fax: 919-544-7261

Email: mkhizeb@phru.co.za Email: krichards@fhi.org
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Gonasagrie Nair, MBChB
Site Investigator
CAPRISA - eThekwini CRS
3 Richards Road

Durban 4001 South Africa
Phone: 27-31-260-1917
Fax: 27-31-307-7119
Email: nairg1@ukzn.ac.za

The following listings have updated contact information:

Ross D. Cranston MD, FRCP Lisa Levy, MPH

Protocol Safety Physician Clinical Research Manager
University of Pittsburgh Family Health International
Keystone Building, Suite 510, 3520 Fifth Avenue P.O. Box 13950

Pittsburgh, PA 15213 Research Triangle Park, NC 27709 USA
Phone: 412-383-2054 Phone: 919-544-7040 Ext. 11260
Fax: 412-383-2900 Fax: 919-544-0207

Email: rdc27@pitt.edu Email: llevy@fhi.org

Lisa Noguchi, CNM, MSN Sharon A. Riddler, MD, MPH
MTN CORE Representative Protocol Physician

3621 Patterson St. NW Division of Infectious Diseases
Washington, DC 20015 USA University of Pittsburgh

Phone: 202-591-1428 Keystone Building, Suite 510
Fax: 412-641-6170 3520 Fifth Avenue

Email: Inoguchi@mail.magee.edu Pittsburgh, PA 15213 USA

Phone: 412-383-17410r 412-383-1675
Fax: 412-383-2900
Email: riddler@dom.pitt.edu

The following individual is removed from the Protocol Team Roster: Nancy Connolly
2. The following updates to testing for BV and Candida are included in the following tables. Note
that changes to these tables were originally included in MTN-015, CM #03, dated 20 February
2009, and are currently in this section to facilitate comprehension of new modifications:

Table 1: Screening and Enrollment Visit, Pelvic Samples.

Pelvic Samples Vaginal pH

*Testing for bacterial vaginosis (BV); and Candida;-and-Frichomeonas
Testing for Trichomonas

"Pap Smear at Selected Sites

*If indicated, **If not previously confirmed in a Network Laboratory, T PAP smears should be done at 6 month intervals in the first year after
seroconversion, and then annually if the initial tests are negative.

Table 2: Month 1 and Month 3 Post-Seroconversion Visits

Pelvic Samples *Vaginal pH

*Testing for BV; and Candidarand-Trichomonas
*Testing for Trichomonas

*/" Pap Smear at Selected Sites

*If indicated; TPAP smears should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are
negative.
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Table 3: Month 6 and Q6 Months Post-Seroconversion Visits

Pelvic Samples *I**Vaginal pH

***Testing for BV; and Candida and-Trichomenas
*I** Testing for Trichomonas

*/" Pap Smear at Selected Sites (annually)

*If indicated; */**Urine SDA for Chlamydia and Gonorrhea, Syphilis Serology, Vaginal pH, and testing for B\,-Candida;-and Trichomonas
should be performed at visits annually, with performance of these measures at additional scheduled visits as clinically indicated; PAP
smears should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are negative.

Table 4: Week 2, Month 1, and Month 3 after Initiation of ART

Pelvic Samples *Vaginal pH

*Testing for BV; and Candida;-and-Frichomonas
*Testing for Trichomonas

*/' Pap Smear at Selected Sites

*If indicated; TPAP smears should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are
negative.

Table 5: Month 6 and Q6 Months Visits After Initiation of ART

Pelvic Samples *I**Vaginal pH

***Testing for BV; and Candida and-Frichemonas
*I** Testing for Trichomonas

*/' Pap Smear at Selected Sites

*If indicated; */**Urine SDA for Chlamydia and Gonorrhea, Syphilis Serology, Vaginal pH, and testing for B\.—Candida,—and Trichomonas
should be performed at visits annually, with performance of these measures at other scheduled visits as clinically indicated; TPAP smears
should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are negative.

Table 6: Final Visit

Pelvic Samples Vaginal pH

*Testing for BV; and Candida and-TFrichemenas
Testing for Trichomonas

*/" Pap Smear at Selected Sites

*If indicated; TPAP smears should be done at 6 month intervals in the first year after seroconversion, and then annually if the initial tests are
negative.

Appendix I: Schedule of Study Visits and Evaluations
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Testing for B\;-Candida; Trichomonas X A A A (Annual) A A (Annual) X
Testing for BV and Candida A A A A A A A

X=protocol-defined procedure; A =performed as indicated; *If ART is begun more than 24 months after identification of seroconversion, then
the Follow-Up Behavioral Questionnaire is omitted at post-ART visits.

Detailed Listing of Revisions New to LoA #01

1. The following changes are made to Section 9.4, Provision of Test Results and Appendix VII:
Sample Informed Consent (Screening and Enrollment) to indicate that HIV resistance results
will only be available to the study clinician upon an approved request during an ongoing parent
randomized trial and that accordingly, resistance test results will not be provided to the
participants as soon as they become available:

Section 9.4 Provision of Test Results:

Because laboratory testing will be performed at all scheduled study visits, a post-visit contact is
required after each visit to provide participants with their test results, clinically relevant post-test
counseling, and/or clinically indicated treatment. Study staff may complete these contacts at the
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study site or at community-based locations, depending on site capacities and site and participant
preferences. To maintain blinding of product assignments, HIV resistance test results will not
be routinely available during ongoing parent randomized trials. The site clinician will
determine if resistance test results are needed for an individual participant’s ongoing medical
care and can therefore request that these results be provided. All contacts will be documented in
participant study records and written documentation of test results will be provided upon request to
participants and/or their primary HIV-1 care providers.

The following changes are made to Appendix VII: Sample Informed Consent (Screening and
Enroliment) to modify language requiring the systematic provision of resistance test results to study
participants.

Appendix VII: Sample Informed Consent (Screening and Enrollment), Screening/Enroliment Visit:
Second paragraph:

Some of your test results will be available during the visit, and will be given to you at that time. Most
other tests will take about two weeks. The tests for herpes and-forresistance-to-H\-medications-will
take 2-3 months. Study staff will make arrangements to give your results to you when they are ready.

Fourth paragraph:

This study does not provide treatment for HIV, but study staff will refer you to available sources of
medical care, counseling, and other services you may need. Study staff also will be available to talk
with other doctors that you see for your medical care. Because the results of study tests may help
other doctors make the best medical choices for you, study staff will give the results of your study
tests to your other doctors, if you wish and with your permission. The resistance test results will be
made available to a study doctor at your study site if the main study has been completed. If
the main study is still ongoing, results will only be provided to the study doctor if he/she
requests the results for your medical care.

2. The following changes are made to Section 8, Assessment of Safety to reflect the revised
DAIDS EAE Manual, Version 2.0 (January 2010):

Relationship to study participation or procedures will be assessed based on the following definitions:

by—eauses—ethe#than—sh&dy—pwh&paﬂe#p#eeedwes— here is a reasonable pOSSIbIlIty
that the AE may be related to the study agent(s)

e Not Related There is not a reasonable pOSSIbIlIty that the AE is related to the study
agent(s)

3. The following changes are made to Section 13.2 Protocol Registration and Study Activation,
to reflect new DAIDS Protocol Registration template language:
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Prior to implementation of this protocol, and any subsequent full version amendments, each
site must have the protocol and the protocol informed consent form(s) approved, as
appropriate, by their local institutional review board (IRB)/ethics committee (EC) and any other
applicable regulatory entity (RE). Upon receiving final approval, sites will submit all required
protocol registration documents to the DAIDS Protocol Registration Office (DAIDS PRO) at the
Regulatory Support Center (RSC). The DAIDS PRO will review the submitted protocol
registration packet to ensure that all of the required documents have been received.

Site-specific informed consent forms (ICFs) WILL be reviewed and approved by the DAIDS
PRO and sites will receive an Initial Registration Notification from the DAIDS PRO that
indicates successful completion of the protocol registration process. A copy of the Initial
Registration Notification should be retained in the site's regulatory files.

Upon receiving final IRB/EC and any other applicable RE approval(s) for an amendment, sites
should implement the amendment immediately. Sites are required to submit an amendment
registration packet to the DAIDS PRO at the RSC. The DAIDS PRO will review the submitted
protocol registration packet to ensure that all the required documents have been received.
Site-specific ICF(s) WILL NOT be reviewed and approved by the DAIDS PRO and sites will
receive an Amendment Registration Notification when the DAIDS PRO receives a complete
registration packet. A copy of the Amendment Registration Notification should be retained in
the site's regulatory files.

For additional information on the protocol registration process and specific documents
required for initial and amendment registrations, refer to the current version of the DAIDS
Protocol Registration Manual.

4. The following updates are made to the Protocol Team Roster:
Added:

Devika Singh MD, MPH

Protocol Safety Physician

Box 359927

Department of Global Health
International Clinical Research Center
325 Ninth Avenue

Seattle, WA 98104 USA
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T: 206-744-8311
F: 206-520-3831
dsingh@u.washington.edu

Removed: David Burns, Anne Coletti, Smita N. Joshi and Jeanna Piper

5. The List of Abbreviations and Acronyms is updated:

RCC——— Regulatory Compliance-Center
RE regulatory entity
RSC Regulatory Support Center

The above information will be incorporated into the next version of the protocol at a later time if it is
amended.
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