SUMMARY OF CHANGES
INCLUDED IN THE FULL PROTOCOL AMENDMENT OF:

MTN-005
DAIDS Protocol #:10635

Expanded Safety and Adherence Study of a Non-medicated Intravaginal Ring
Version 1.0/03 April 2008

THE AMENDED PROTOCOL IS IDENTIFIED AS:
Version 2.0/October 19, 2010

Population Council IND#: 109,767

Information/Instructions to Study Sites

The information contained in this protocol amendment impacts the MTN-005 study and must be
forwarded to your Institutional Review Board (IRB)/Ethics Committee (EC) as soon as possible
for their information and review. IRB approval is required before implementation of the
modifications contained in this amendment. All IRB requirements must be followed.

Please file this Summary of Changes, Version 2.0 of the protocol and all associated IRB
correspondence in your essential documents files for MTN-005.

Summary of Revisions

This amendment incorporates a previously issued Clarification Memo in addition to the revisions
listed below.

e The Protocol Team Roster is updated to reflect current members. The roster format is also
modified to list members by affiliation

o The study sponsor is changed from the International Partnership for Microbicides to the
Population Council throughout the protocol document

o The study objectives and endpoints are modified to reflect an increased focus on adherence
as well as to reflect current methods of describing vaginal microflora and biomarkers.
Adherence is now a primary objective while acceptability is a secondary objective.
Additionally, the assessment of biofilms and biomarkers are now exploratory aims of the
study.

e The background section is updated to include additional information regarding clinical
studies of intravaginal rings (IVR) and to indicate that a new study IVR is selected for this
study. Section 6, Study Product and the Sample Informed Consent documents are updated
accordingly
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e The eligibility criteria are updated to reflect language standardized across recent MTN
protocols

e The study procedures are updated to reflect the revised objectives and endpoints. The
study procedures are now comprehensively listed in table format. Appendix I, Schedule of
Study Visits and Evaluations and the Sample Informed Consent documents are updated
accordingly

e The listing of laboratory evaluations is updated to reflect the revised study endpoints

o References to the DAIDS AE Grading Table are updated to indicate that a clarification to the
tables was issued in August 2009

e The adverse event reporting requirements are modified to reflect recent updates to
requirements for Expedited Adverse Event Reporting to the US NIH Division of AIDS

o Clinical management guidelines are updated to treatment based on local
guidelines/standards and to instruct clinicians to consult with the Protocol Safety Review
Team (PSRT) regarding permanent discontinuation of study IVR use

e Section 10, Statistical Considerations, is modified to reflect the revised study objectives and
endpoints

e Section 13, Human Subjects Protection, is updated to reflect new DAIDS Protocol
Registration template language

e Language regarding the possible provision of test results has been removed from the
Sample Informed Consent document (Storage and Future Testing of Specimens)

e The Signature Page in the Sample Informed Consent document (Storage and Future
Testing of Specimens) is revised to include checkboxes for participants to indicate whether
or not they agree to long-term specimen storage.

o The HIV-1 algorithm is updated to distinguish between rapid and non-rapid EIA tests and
combines the algorithms for testing during screening and follow-up

o References to the Regulatory Compliance Center are changed to the Regulatory Support
Center throughout the protocol document

o Other minor updates, corrections, and clarifications are incorporated

Rationale

The primary rationale for the modifications included in this protocol amendment is to update the
protocol to reflect information regarding the new study intravaginal ring (IVR) provided by the
Population Council. Due to regulatory and drug supply issues, the study product selected in
MTN-005 Version 1.0 (non medicated cured silicone elastomer ring) is no longer available.
Three rings are currently anticipated to move forward as possible vehicles for ARV-based
prevention (CONRAD, IPM and Population Council rings); of these three, only one has
completed preclinical testing. This ring is being tested in MTN-005.
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In addition, the study objectives and endpoints are updated to reflect the revised endpoints as
well as current methods of describing vaginal flora and biomarkers, which require changes to
the study procedures and list of laboratory evaluations. Adherence, a new primary objective,
plays a critical role in the effectiveness of a potential drug-delivery system. Acceptability is
considered a one component of adherence, however many other factors also contribute to ring
adherence. For example, if a ring is expelled in a location where there is no access to running
water, it may not be immediately reinserted. The protocol team will assess intravaginal ring
adherence as a primary endpoint and evaluate acceptability secondarily.

This amendment also includes recent updates to requirements for Expedited Adverse Event
Reporting to the US NIH Division of AIDS, updates to the Protocol Registration template
language, and indicates a clarification to the DAIDS AE Grading Table. Finally, discussions of
study implementation, and changes to standard language across recent MTN protocols have
resulted in minor updates, corrections, and clarifications to the protocol.

Implementation

This amendment is now official MTN-005 protocol documentation. Prior to implementing the
revisions listed below, MTN-005 study sites will submit this Summary of Changes and protocol
Version 2.0 to all relevant regulatory authorities and IRBs/ECs.

Upon receipt of all regulatory and IRB approvals and completion of protocol registration
procedures, the protocol modifications listed below will be implemented. With exceptions to
modifications to the Protocol Team Roster, detailed modifications of the protocol text are
indicated by strikethrough-(for deletions) and bold (for additions).

Detailed Listing of Revisions Included in Clarification Memo #01, dated April 22, 2008

1. The Protocol Team Roster has been updated.

Mallika Alexander, MBBS, DGO Sanjay Mehendale, MBBS, MD, MPH
SiteCo-Investigator Co-Site Investigator

National AIDS Research Institute National AIDS Research Institute

Clinical Trial Unit, Plot No. 73, G Block Department of Epidemiology, Plot No. 73, G
M.1.D.C. Bhosari Block

Pune, Maharashtra 411 026 India M.I1.D.C. Bhosari

Phone: 91 20 27121280 Pune, Maharashtra 411 026 India

Fax: 91 20 27121071 Phone: 91 91-20-27121280

Email: mallikaalexander@gmail.com Fax: 91 91-20-27121071

Email: smehendale@nariindia.org

2. Section 1.4 Site Investigators has been updated.

Site Investigator: Mallika-Alexander,-MBBS-DGO-Sanjay Mehendale, MBBS, MD,
MPH
National AIDS Research Institute
Pune, India
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Detailed Listing of Revisions New to Version 2.0

1. The Protocol Title is updated throughout the protocol to reflect the current primary objectives
of the protocol:

Expanded Safety and Acceptability-Adherence Study of a Non-medicated Intravaginal Ring

2. The List of Abbreviations and Acronyms is updated:

ASCCP American Society for Colposcopy and Cervical Pathology
CLIA Clinical Laboratory Improvement Amendment

EE ethinyl estradiol

FHI——  Family Health-Interational

FHCRC Fred Hutchinson Cancer Research Center

GC Neisseria gonorrhoeae, gonorrhea

H.0, hydrogen peroxide

ICH International Conference on Harmonisation

MO Medical Officer

NES Nestorone

NET-Ac norethindrone acetate

PVR progesterone-releasing vaginal ring

RE regulatory entity

RH relative humidity

RESC Regulatory Cempliance-Support Center

SDA strand displacement assay-amplification

T-Cu Copper T 380 A

UNAIDS Joint United Nations Programme on HIV/AIDS
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MTN-005 Summary of Changes
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information:

3. The Protocol Team Roster is updated to reflect current Protocol Team members and contact

The following individuals are added to the Protocol Team Roster:

Mohcine Alami, MD

Population Council Medical Director
Population Council

4301 Connecticut Avenue, NW

Suite 280

Washington, DC 20008 USA

Phone: 202-237-9410

Fax: 202-237-8410

Email: malami@popcouncil.org

Missy Cianciola, MS

SDMC Senior Project Manager
FHCRC - SCHARP

1100 Fairview Avenue North, LE-400
PO Box 19024

Seattle, WA 98109-1024 USA
Phone: 206-667-7290

Fax: 206-667-4812

Email: missy@scharp.org

Ross Cranston, MD

Protocol Safety Physician

Division of Infectious Disease
University of Pittsburgh Medical Center
Keystone Building, Suite 510

3520 Fifth Avenue

Pittsburgh, PA 15213 USA

Phone: 412-383-2054

Fax: 412-383-2900

Email: rdc27 @pitt.edu

James Dai, PhD

Protocol Statistician

FHCRC - SCHARP

1100 Fairview Avenue North, M2-C200
PO Box 19024

Seattle, WA 98109-1024 USA

Phone: 206-667-6364

Fax: 206-667-4812

Email: jdai@fhcrc.org

October 19, 2010

Andrew D. Forsyth, PhD

Program Chief

National Institute of Mental Health (NIMH)
6001 Executive Boulevard, MSC 9619
Bethesda, MD 20892 USA

Phone: 301-443-8403

Fax: 301-443-9719

Email: aforsyth@mail.nih.gov

Beth Galaska Burzuk, MID
Protocol Specialist

Microbicide Trials Network

204 Craft Avenue

Pittsburgh, PA 15213 USA
Phone: 412-641-5579

Fax: 412-641-6170

Email: galaskaburzukb@upmc.edu

Betsy Herold, MD

MTN BSWG Representative

Albert Einstein College of Med., Yeshiva Univ.
1300 Morris Park Avenue, Forcheimer 702
Bronx, NY 10461 USA

Phone: 718-430-2974

Fax: 718-430-8627

Email: bherold@aecom.yu.edu

Jonathan Paul Lucas, MPH
Community Program Manager

FHI

Science Facilitation Department

Post Office Box 13950

Research Triangle Park, North Carolina
27709, USA

Phone: 919-544-7040 Ext. 11458

Fax: 919-544-0207

Email: jlucas@fhi.org



Ayana Moore, PhD

Senior Clinical Research Manager
FHI

2224 E NC Highway 54

Durham, NC 27713 USA

Phone: 919-544-7040 Ext. 11244
Fax: 919-544-0207

Email: amoore@fhi.org

Liza Noonan, PhD

Protocol Statistician

FHCRC - SCHARP

1100 Fairview Avenue North, M2-C200
PO Box 19024

Seattle, WA 98109-1024 USA

Phone: 206-667-7130

Fax: 206-667-4812

Email: liza@fhcrc.org

Katherine Richards, MPH
Prevention Research Specialist
FHI

2224 E NC Hwy 54

Durham, NC 27713 USA

Phone: 919 544-7040 Ext. 11306
Fax: 919 544-7261

Email: krichards@fhi.org

Seema Sahay, MSc, PhD

CWG Representative

National AIDS Research Institute

Division of Social and Behavioral Research,
Plot No. 73, G Block

M.I.D.C. Bhosari

Pune, Maharashtra 411 026 India

Phone: 91 20-27121280 Ext. 411

Fax: 91 20-27121071

Email: ssahay@nariindia.org

Devika Singh MD, MPH

Protocol Safety Physician

Box 359927

Department of Global Health
International Clinical Research Center
325 Ninth Ave

Seattle WA 98104 USA

Phone: 206-744-8311

Fax: 206-520-3831

Email: dsingh@u.washington.edu

Deborah Tolenaar, BA

Population Council Representative
Population Council

1230 York Avenue

Weiss Research Bldg — 6th Floor
New York, NY 10065 USA

Phone: 212-327-8732

Fax: 212-327-7678

Email: dtolenaar@popcouncil.org

The following individuals have updated contact information:

Charlene S. Dezzutti, PhD
Network Laboratory Director
Microbicide Trials Network

204 Craft Avenue

Pittsburgh, PA 15213 USA

Phone: 412-641-3462

Fax: 412-641-6170

Email: cdezzutti@mwri.magee.edu
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Protocol Chair

University of Alabama at Birmingham
1530 3rd Avenue South

BDB 467 Box 20

Birmingham, AL 35294 USA

Phone: 205-934-3365

Fax: 205-975-3232

Email: choesley@uab.edu
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Cindy Jacobson, PharmD Lorna Rabe, BS, M (ASCP)

Director of Pharmacy Affairs Laboratory Manager

Microbicide Trials Network Magee-Womens Research Institute
204 Craft Avenue 204 Craft Avenue

Pittsburgh, PA 15213 USA Room A530

Phone: 412-641-8913 Pittsburgh, PA 15213 USA

Fax: 412-641-6170 Phone: 412-641-6042

Email: cjacobson@mail.magee.edu Fax: 412-641-6170

Email: Irabe@mwri.magee.edu

Bar bara S. Mensch, PhD
BRWG Representative
Population Council

1 Dag Hammarskjold Plaza

New York, NY 10017 USA
Phone: 212-339-0640

Fax: 212-755-6052

Email: bmensch@popcouncil.org

The following individuals are removed from the protocol: Grace Chow, Nancy Connolly,
Bryna Harwood, Sherri Johnson, Corey Kelly, Benoit Masse, Karen Patterson, Jeanna
Piper, Joseph Romano, Mala Shah, and Morenike Ukpong

4. Investigator Signature Form, first paragraph:

I, the Investigator of Record, agree to conduct this study in full accordance with the
provisions of this protocol. | will comply with all requirements regarding the
obligations of investigators as outlined in the Statement of Investigator (Form FDA
1572), which | have also signed. | agree to maintain all study documentation for—a
m+n+m&m—ef—th¥ee—at Ieast two years—aﬁe#s&bmis&en—ef—the—sﬁe—s—ﬁnat—Emanetat—Sta&s

Qpe#atlens—GentelLfollowmg the date of marketlng approval for the study product for
the indication in which it was studied. If no marketing application is filed, or if the
application is not approved, the records will be retained for two years after the
investigation is discontinued and the US Food and Drug Administration is notified.
Publication of the results of this study will be governed by MTN policies. Any presentation,
abstract, or manuscript will be made available by the investigators to the MTN Manuscript
Review Committee, DAIDS, and {PM-—the Population Council for review prior to
submission.

5. Protocol Summary, modified section only:
Short Title: Safety and Acceptabilibr-Adherence of a Non-medicated Intravaginal Ring (IVR)

Sample Size: Total: 252 (168 and 84 in the IVR and No IVR arms, respectively)
India: 150 (100 and 50 in the IVR and No IVR arms, respectively)

US: with-competitive-enrolimentfortwo US-sites-102 (68 and 34 in the
IVR and No IVR arms, respectively)
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Study Design: Fhree-Multi-site, open-label, two-arm, randomized controlled trial
comparing study IVR to no IVR with randomization of 2:1 (IVR: No IVR)

Study Regimen: Participants will be randomized to study IVR or no IVR. The study IVR
will be used for a 12-week period. Participants will be followed every 4
weeks until the 16-Week/sStudy tTermination ¥Visit

Primary Objectives

. Evaluate the safety of the study IVR in HIV-uninfected women over 12 weeks of
use

. Evaluate the aceceptability-ef-adherence to the study IVR in HIV-uninfected
women over 12 weeks of use

Primary Endpoints

o Evidence of Grade 2 or higher genitourinary events as defined by the Division of
AIDS (DAIDS) Table for Grading the Severity of Adult and Pediatric Adverse
Events, Version 1.0, Dec 2004 (Clarification dated August 2009), Addendum 1
(Female Genital Grading Table for Use in Microbicide Studies)

° For women randomized to the study IVR arm, participant report of
frequency of study IVR removal (voluntary and involuntary) and duration
without IVR inserted in vagina over 12 weeks of use

Secondary Objectives
Evaluate_the studv VR after 12 ks of for i f biofil

° Describe changes in sexual behavior and changes in vaginal hygiene
practices in the study IVR vs. no IVR group over 12 weeks of use/non-use

. Evaluate the adherence-te acceptability of the study IVR in HIV-uninfected
women over 12 weeks of use

° Measure vaginal flora characteristics, and-te descriptively examine changes in
these characteristics over the course of study IVR use

Secondary Endpoints

° Per participant report, changes in sexual behavior and vaginal hygiene
practices
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weeks-of-use acceptability including genitourinary discomfort, ring
insertion/removal issues, expulsions (including context of expulsion), and
changes in participant and/or partner sexual feeling

° Changes in vaginal flora from enroliment to week 12 in~vaginatflera-as
measured by Gram staln Nugent score and quantltatlve culture {4—]—as—measu¥ed

that these quantltatlve vaginal cultures WI|| only be available from the US sites,
therefore reducing the available sample size for this objective)

. N i vaginal ol and vaginal :

Exploratory Objective

. Test candidate biomarkers in the cervicovaginal environment before and
after the use of study IVR (US sites only)

. Evaluate the study IVR after 12 weeks of use for the presence of biofilms
(US sites only)

Exploratory Endpoint
° Changes in vaginal biomarkers (US sites only)
. Presence of biofilms on study IVR surface (US sites only)

Section 1.1, Protocol Identification has been updated to include the new Protocol Title and
Date.

Section 1.2, Sponsor and Monitor Identification:

Sponsor International-Partnership-for Microbicides (IPM)
8401 Colesville Road
Suite200
Silver Spring. MD-20940
Population Council
One Dag Hammarskjold Plaza
New York, NY 10017 USA

Co-Sponsor US National Institute of Mental Health (NIMH)
6001 Executive Boulevard
Rockville, MD 20852 USA

8. Section 1.3, Medical Officer:
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DAIDS Medical Officer: Jeanna-PiperLydia E. Soto-Torres, MD
National Institute of Allergy and Infectious Diseases
Division of AIDS
6700 B Rockledge Drive
Bethesda, MD 20892 USA

9. Section 1.4, Site Investigators:
Site Investigator: Craig Hoesley, MD

University of Alabama
Birmingham, AL 35294 USA

Site Investigator: Mallika-Alexander-MBBS,-DGO
Nati LAIDS R b Insti
Punelndia

Site Investigator: Jessica Justman, MD

Columbia University
New York, NY 10032 USA

Site Investigator: Sanjay Mehendale, MBBS, MD, MPH
National AIDS Research Institute
Pune, India

10. Section 1.5, Network Laboratory:

Network Laboratory: MTN Network Laboratory
Magee-Womens Research Institute
204 Craft Avenue, A530
Pittsburgh, PA 15213 USA

11. Section 1.6, Data Center:
Section(s) not modified.
12. Section 1.7, Study Operations:

Study Operations: EFamiby-Health-nternational-FHI
PO Box 13950
Research Triangle Park, NC 27709 USA

13. Section 2.1, New Proposed Modalities in HIV Prevention:

While the male condom is effective in preventing sexual transmission of HIV, its use
is hampered by deeply rooted cultural and social barriers. About half of all HIV
infections worldwide are among women, yet the only available female-controlled
method of HIV prevention is the female condom. The fact Fthat half of all HIV infections
worldwide are among women indicates the pressing need for alternative prevention methods
to stem the spread of heterosexual HIV infection. Research continues on many different
strategies targeted at the prevention of HIV transmission, including topical microbicides, oral
pre-exposure prophylaxis, prevention case management, vaccines, treatment of sexually
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transmitted infection, and others.” > Recent-Some studies have provided strong evidence

that male circumcision can prevent-reduce female to male transmission of HIV 2 but there
remains a critical need for female controlled methods of prevention. Use of an intravaginal
ring (IVR) to deliver microbicide products is a novel investigational method for prevention of
heterosexual transmission of HIV, and one that may circumvent potential difficulties related
to adherence to daily or coitally dependent regimens of microbicide use. Evaluating the
acceptabilityand-—safety of this delivery method as well as adherence, are therefore
necessary first steps before prior to evaluating the efficacy of vaginal rings for the
prevention of HIV.

14. Section 2.2, Intravaginal Rings (Note: The order of the section has been changed.):

There are currently three IVRs (NuvaRing®, Estring® and Femring®) that have received
US Food and Drug Administration (US FDA) approval.>®* NuvaRing® (Organon) is approved
for use as a vaginal contraceptive, it releases etonogestrel and ethinyl estradiol and must be
replaced every month. It was also approved for use in India in November 2009.
Estring® (Pfizer) is a hormone replacement therapysystem that releases a low dose of
estradiol and must be replaced every three months. Like Estring®, Femring® (Warner
Chilcott) must be replaced every three months and is another hormone replacement
therapy that releases estradiol (available in two different dosing options) and-—must-be

Safety studies have been conducted for all three rings currently approved by the US FDA.
Published safety data from these studies include results from physical, pelvic, and
colposcopic exams. In general, the adverse events (AE) reported in these studies were mild
and only a small percentage waswere found to be related to the device. No clinically
relevant changes or abnormalities were found upon examination in study participants.”
Nonetheless, as with any vaginal device, there is consensus that such products are not
appropriate for women who are prone to vaginal irritation or ulceration.*

The Population Council has been instrumental in developing vaginal rings for
contraceptive effectiveness. They have developed and carried out nhumerous safety
and effectiveness studies on Progering®, a platinum-catalyzed, silicone elastomer
progesterone vaginal ring (PVR) for lactating women."""®  While not an effective
contraceptive method for cycling women, Progering® can be used by nursing women
to extend the contraceptive effectiveness of lactation. The method was well accepted
and has effectively protected women from pregnancy in several research studies.'> '
'® A Chilean company is currently manufacturing Progering® which is licensed for
distribution in Bolivia, Chile, Ecuador, and Peru.'”” The Population Council recently
completed Phase 3 studies for a 1-year contraceptive ring made of platinum-catalyzed

MTN-005 Summary of Changes October 19, 2010 11
From Version 1.0 to Version 2.0



15.

16.

silicone elastomer that releases Nestorone (NES), a synthetic progestin and a low
dose of ethinyl estradiol (EE).”” While the two rings are composed of the same
material, the Progering® has a matrix delivery system while the NES/EE ring has a
two-core delivery system. The Population Council has a well-established record of
product development in the reproductive health field and an interest in pursuing the
IVR as a platform for candidate microbicide delivery. Based on their experience with
this ring and the available data on the commercially available product, the non-
medicated version of Progering® will be used in MTN-005.

Limited studies have also been conducted to determine the effect of IVR use on vaginal
microflora and pathogenic organisms. A study evaluating changes in the quantities of
vaginal cells, aerobic and anaerobic bacteria, Chlamydia trachomatis, Gardnerella vaginalis,
yeast, and Trichomonas vaginalis was conducted in 59 women using a combined
contraceptive vaginal ring made of Silastic® with an ethylene vinyl acetate (EVA) core
for either a 21, 28, 42, or 56 day cycle.” No increases in pathogenic bacteria were found
upon examination of vaginal cultures. Another study conducted with a Silastic® ring with a
polyethylene vinyl acetate core and containing a combined hormonal contraceptive,
evaluated the effect of the ring on bacterial flora over 20 cycles of use among 76 women."®
The investigators found no significant changes in bacterial flora over the course of the study.
Two studies conducted among 92 women with NuvaRing® showed no adverse effects on
vaginal flora as measured by Nugent score.®® 2" Interestingly, a NuvaRing® study

conducted by Veres et al.?° found an increase in hydrogen peroxide (H,O,) producing

Lactobacillus colonies as measured by Nugent-score-and-colony-morphologyquantitative

culture. Presence of H,O, producing lactobacilli is beneficial to vaginal health and it has
been suggested that further studles be conducted to conflrm these flndlngs

The success of IVRs in delivering effective contraceptive and hormone- replacement
methods has spurred an interest in developing IVRs expressly for the prevention of HIV.
Phase HH . safety studies have been conducted by the International Partnership for
Microbicides (IPM) for-the an IVR containing-FMG420dapivirine, a nonnucleoside reverse
transcrlptase inhibitor (NNRTI) The IVRs used |n these studies (both active and placebo)

participants.

Section 2.3, Silicone Elastomer
Section(s) not modified.
Section 2.4, Preclinical Studies, first paragraph added:

Preclinical studies for NuSil are provided below. The ring planned for MTN-005 is
made from the same silicone elastomer material as NuSil.
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17. Section 2.4, Preclinical Studies, third paragraph, final sentence:

In an Ames test, a saline extract of the NuSil silicone material was considered not to be
non- mutagenic.

18. Section 2.5, Clinical Studies, has been divided into two subsections-2.5.1, Progering®and
2.5.2, Other Clinical IVR Studies (Note: References to paragraph numbers refer to the
current structure):

Section 2.5.1, Progering®:

Progering® is a silicone elastomer progesterone-releasing ring, a non-medicated
version of this ring will be studied in MTN-005.

Sivin and colleagues ? compared the efficacy of Progering® to the T-Cu IUD among
lactating women across nine clinics in Asia, Latin America, North Africa, and the US.
Participants chose either the PVR (n=802) or the Copper T 380 A (T-Cu) intrauterine
device (lUD, n=734). Women in this study inserted the PVR 4-9 weeks postpartum
and were asked to replace the ring every three months, and continue use up to one
year or until weaning. Follow-up visits were conducted at 1, 3, 6, 9, and 12 months
and once again at two months following PVR discontinuation. Participants in the PVR
group reported problems with expulsion and unexpected bleeding during the first
month of PVR use. Importantly, Progering® use was not associated with
macroscopic lesions, although the majority of participants reported discharge,
leukorrhea, or vaginitis. Overall, Progering® was found to be a well-accepted method
of contraception during lactation.

The safety and efficacy study that ultimately led to the registration of the PVR in Chile
was conducted by Massai et al., among 547 lactating women at three different
clinics.” Participants chose either the PVR (n=285) or the T-Cu IUD (n=262). Women
inserted the PVR 5-9 weeks postpartum. Women in the PVR arm were asked to use a
PVR for three months at a time for either one year or until weaning, whichever came
first. Follow-up visits were conducted every three months. Colposcopic
examinations were conducted in 45 participants using the PVR and 280 participants
were included in the PVR safety analysis. Changes to the vaginal epithelium were
found in 8 participants. Two participants presented with vaginal abrasion (one
required no follow-up and the other resolved after three months), and the remaining 6
presented with minor changes. No serious adverse events (SAE) were found in
women using the PVR. Results from this study were used as the reference group for
the study below.

Massai and colleagues also conducted a Phase 2 safety and efficacy study of
extended use of the PVR among 220 lactating women."”  Women in this study
inserted the PVR 8-9 weeks postpartum and were asked to replace the ring after every
four months of use, and to continue use for one year or until weaning. Follow-up
visits were conducted every month. Women who completed ring use the first four
months were included in the safety analysis (n=192). Although no SAEs were
reported in this study, the rate of overall events was higher in this study than in the
reference group (32.3/100 vs. 12.4/100 women-months). This frequency of follow-up
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visits likely explains the higher rate of overall events. Nonetheless, study results also
demonstrated the safety and efficacy of the PVR over an extended period of time.

The Massai and Sivin studies evaluated the IVR proposed for use in MTN-005 in a
total of approximately 1,307 women, for safety and contraceptive efficacy study. The
study populations are different from MTN-005: the former is in Chilean nursing
women, the latter is in lactating women in Asia, Latin America, North Africa, and the
US. The IVRs used in smaller studies, e.g., IPM 013 (n=48) and IPM 024 (n=16), are
also made from platinum-catalyzed silicone elastomer, but are not the same IVR
proposed for use in MTN-005. While several IVR studies have been performed or are
currently in progress, MTN-005 is the first of its kind as an expanded safety and
adherence study, specifically for use as a potential platform for HIV prevention
agents. The targeted sample size (252) allows us to investigate the comprehensive
profile of safety, tolerability, and adherence to the silicone elastomer study IVR in
sexually active younger women, contributing to the body of data regarding IVR use in
this population.

Section 2.5.2, Other Clinical IVR Studies:

Contraceptive Intravaginal Silicone Elastomer Rings

The Population Council conducted a series of Phase 1 safety studies of various
contraceptive rings at four study sites in California, Australia, the Dominican
Republic, and Finland.®® These studies were designed to assess changes in the
vaginal epithelial surface of women using four types of contraceptive rings for up to
one year. Women used IVRs containing NES (50, 75, or 100 ug), NES/EE (100/30 and
150/15 pg, or norethindrone acetate (NET-Ac, 1000 pg)/EE (20 pg). Two NET-Ac/EE
IVRs were included in these studies-one to be used for 4 months and another, for one
year. Detailed vaginal inspections including colposcopy were conducted prior to ring
insertion and every two months until study exit.

Two NET-Ac/EE IVRs were included in these studies-one to be used for 4 months and
another, for one year. Detailed vaginal inspections including colposcopy were
conducted prior to ring insertion and every two months until study exit.

Data from these studies were compared with a historical control group (non ring
users, N=107).?° Although study results showed some differences in findings among
the different clinics, there were no marked differences in vaginal lesions by ring
type.?? Eighty-eight cases of atypical or abnormal vaginal epithelial surface findings
were detected out of a total of 507 colposcopic examinations over the course of the
study. Petechiae and aceto-petechiae were the most common findings (16 and 9
occurrences respectively in ring users as compared to 18 and 16 occurrences among
non ring users coupled with pretreatment findings). It is important to note that the
bulk of these findings were subtle and similar to the historical control group. Overall
findings suggest that the rings contributed little, if at all, to clinically significant
lesions or overall lesion incidence.

A 13-week, Phase 3 double-blinded, randomized, controlled clinical trial of the
estrogen-containing Femring® was conducted with postmenopausal women.*' Of the
333 women in the study, 108 were randomized to the placebo ring group, 113 to the
Estradiol vaginal ring group delivering 0.05 mg/day, and 112 to the Estradiol vaginal
ring group delivering 0.10 mg/day. The non-medicated ring treatment group showed
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a higher incidence of vaginal discharge (8.3% vs. 1.8% and 2.7%), genital disorders
(8.3% vs. 2.7% and 2.7%), vulvovaginitis (6.5% vs. 5.3% and, 0.9%) and vaginal
irritation (3.7% vs. 0.9% and 1.8%).* These findings were consistent for women who
received estrogen replacement therapy vs. those who did not.

Dapivirine-Releasing Intravaginal Silicone Elastomer Rings

The International Partnership for Microbicides (IPM conducted a Phase 1 crossover
safety study of a reservoir-type silicone elastomer IVR (IPM 001).3?> All 12 participants
initially used the placebo IVR for 7 consecutive days followed by 7-day use of a 200
mg dapivirine-containing IVR. Safety and tolerability were assessed via pelvic exams,
colposcopy, and clinical laboratory measurements. Most (11/12) participants
experienced at least 1 AE while on study, the most common being mild bleeding
(50%), although judged to be doubtfully related to IVR use. No specific trends
between vaginal bleeding and IVR insert/removal for tissue biopsy (for PK) were
observed. Three treatment-emergent laboratory abnormalities were also reported in
the placebo IVR group and 1 in the dapivirine IVR group. None, however, were
reported as AEs by study investigators. IPM 001 results demonstrate that IVR use
was generally safe and well-tolerated among study participants.

The safety of the-another reservoir-type silicone elastomer non-medicated IVR that-will
b&used—mJehls—stde—was recenthr-also evaluated in IPM 008;-a-pharmacokinetics-and-safety

202328 |p\M 008 was a randomized, double-blinded, placebo
controlled, safety and pharmacokinetics trial in thirteen sexually abstinent healthy women.
Ten women were randomized to the dapivirine (25mg) IVR group and 3 women to the
placebo IVR group. The women in both the treatment and placebo groups were used the
study rings for 7 days. Safety and tolerability were assessed via pelvic exams,
colposcopy, and clinical laboratory measurements. Participants in both IVR groups
(n=6) experienced mild vaginal bleeding which was likely unrelated to IVR use. Some
participants also experienced fatigue, abdominal discomfort, genital pruritus, and
urinary incontinence (all were grade 1). One participant in the placebo IVR group was
also diagnosed with grade 1 hypokalemia. Overall, Fthe study results showed that there
were no clinically relevant changes over time with regards to physical examinations, vital
signs, vaginal pH, Nugent scores, laboratory parameters, and urinalysis. Furthermore, no
SAEs were reported during this study, and of the AEs that were reported, none appeared
were deemed to be related to the study products.

IPM 018, an exploratory safety and pharmacokinetic study of matrix and reservoir tin-
catalyzed silicone elastomer IVRs, was completed among 24 healthy, HIV-negative
women at a single site in Belgium. Women were randomized to a matrix-type IVR
containing 25 mg of dapivirine, a reservoir-type IVR containing 25 mg of dapivirine or
a placebo matrix IVR in a 1:1:1 ratio.>" > Women used the IVR for 28 consecutive
days and follow-up visits were conducted over a 33-day period. Safety was assessed
via pelvic exams, colposcopy, and clinical laboratory tests, with pelvic exams
performed at screening, days 0-3, 5, 7, 14, 21, 28, and 33. Colposcopy was done on
days 0, 28, and 33 and treatment-emergent AEs were captured at all follow-up visits.
Some participants in the placebo IVR (63%) and in the dapivirine IVR (50% and 63%)
groups were diagnosed with headache, abdominal pain, fatigue, vaginal/genital
discharge, and nausea that were considered to be possibly related to study product.
However, all events resolved within two days. One participant in the matrix-type IVR
group had mild vaginal epithelial peeling and one in the placebo group had mild
vaginal discharge—both of which were judged to be possibly related to the IVR.
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Additional IVR Safety Studies for HIV Prevention or Contraception

Several other safety studies assessing the safety of IVRs as possible platforms for
HIV prevention agent delivery or contraception are summarized in the table below.
These studies are either planned, ongoing, or in analysis.

Table 2: Summary of Other IVR Studies

. Study Composition of . .
Location N Study IVR Study IVR Population Design
Dapivirine (25 mg) Double-blinded, randomized,
. 33 matrix IVR Silicone Sexually active placebo-control.led,.safety
Belgium IPM 013 elastomer women and pharmacokinetic study
Placebo IVR of dapivirine for a duration of
56 or 58 days
South Africa Dapivirine (25 mg) Phase 1/2 randomized,
Kenya, Malawi, - . placebo-controlled,
Rwanda, IPM 015 IVR Silicone Sexually active expanded safety, of
T . elastomer women . .
anzania, Placebo IVR dapivirine for a duration of
Zambia 28 days
Dapivirine (25 mg) Double-blinded, randomized,
pmatrix IVR g Silicone Sexually placebo-controlled safety
Belgium IPM 024% elastomer abstinent and pharmacokinetic study
Placebo IVR women of dapivirine for a duration of
12 weeks
Open-label study on the
efficacy, cycle control, and
Multi-center Population NES (150 pg)/EE Silicone Sexually active safety of a contraceptive
Council® (15 pg) IVR elastomer women vaginal ring delivering a
daily dose of 150 g of NES
and 15 ug of EE

MTN-005 Summary of Changes

Non-medicated Intravaginal Silicone Elastomer Rings

Limited studies have been performed solely in non-medicated IVRs as most often use
non-medicated IVRs as the placebo control in contraceptive, hormone, or candidate
microbicide-releasing IVR studies. IPM 011 is a safety and acceptability study of the
same-a non-medicated tin catalyzed, silicone elastomer vaginal ring-that-will-be-used-in
MTN-005.3" This study is a recently completed, randomized, open-label crossover study

currently-enrolling-participants-in-among 29@4 70 healthy, sexually active women at four

sites in Kenya, South Africa and Tanzania.*®> Fheparticipants-are-either-in-the-\Vaginal-Ring
group-or-Observational-Study(no—ring): The participants were randomized to the IVR
group or no ring group for the first twelve weeks, and if asymptomatic for genital infections
and negative for findings on the pelvic examination after the first twelve week period is-was
completed, participants then crossed over into the opposite group for an additional twelve
weeks. In addition to the enrollment visit, the participants have-had follow-up visits at 2, 4,
8, and 12 weeks prior to the crossover, and again at 2, 4, 8, and 12 weeks post-crossover.
Participants also-unrderge-underwent a colposcopy examination at enrollment, crossover,
and at the last study visit. Participants also underwent pelvic examinations at the screening,
enrollment, 2 and 8 weeks, crossover, 2 and 8 weeks post-crossover, and at the last study
visit. Study staff will—conducted AE assessments, including evaluating for vaginal
complaints, at all of the follow-up visits. Preliminary data suggest that IVR use is safe
and well-tolerated. Twenty-two women reported possibly/probably related AEs. Only 1
colposcopic finding (moderate) was detected among the women who completed the
study (n=144). No ring-related SAEs were reported.

In 2002, Warner Chilcott conducted an acceptability study of a non-medicated silicone
elastomer IVR in nearly 6000 women throughout the United States.*® Overall, the non-
medicated IVR was well tolerated by subjeets—participants. The most frequently reported

October 19, 2010 16

From Version 1.0 to Version 2.0




AE was vaglnal dlscharge (1.4%) and no other AEs were reported W|th a frequency of >1%.

20.

21.

Laboratorios Andromaco’s IVR Progering® has been approved as the delivery
method for contraception in Peru and Chile (1999) and is licensed for distribution in
Bolivia, Chile, Ecuador, and Peru. Progering® is the brand name of one
progesterone-only vaginal ring manufactured and supplied by Laboratorios
Andromaco S.A. in Chile.

Section 2.7.1, Study Hypothesis:

MTN-005 hypothesizes that the study IVR will be safe and-acceptable—for-a-three-month
period-of-use will be used as directed by US and non-US women over 12 weeks of use.

Section 2.7.2, Rationale:

Medicated IVRs have the potential to reduce the heterosexual transmission of HIV if found
to be safe, acceptable, and effective against HIV infection. This study will provide data te
support the on the safety of and investigate adherence to acceptabilityof a three month
period of IVR use in US and Indian populations. Safety of the silicone elastomer ring has
primarily been studied in postmenopausal women although recent studies of candidate
microbicide-releasing IVRs have also used the silicone elastomer composition. While
safety and tolerability of NuvaRing® have been studied in thousands of sexually active
younger women, its ethylene-vinyl-acetate copolymer (EVA) composition and smaller
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diameter may preclude results from these studies from being extrapolated to the safety and
tolerability of the silicone elastomer ring in pre-menopausal women. MTN-005 will
investigate the safety and tolerability of the silicone elastomer study IVR in sexually active
younger women, contributing to the body of data regarding IVR use in this population.

Second through fifth paragraphs:

Adherence and Acceptability

This study will investigate adherence and acceptability parameters regarding the non-
medicated version of Progering®, in both Indian and US populations. Assessments of
IVR adherence and acceptability will include a combination of interviewer-
administered questions and audio computer-assisted self-interviewing (ACASI)
questionnaire instruments that participants will complete in a private setting. The
advantage of ACASI over face-to-face interviews is that neither the investigator nor
anyone else in the interview area hears the question or response, thus reducing
social desirability bias. Studies in developing countries have increasingly
implemented ACASI in Kenya®*®*’, Malawi*'; Zimbabwe*’, Thailand** *, India®,
Vietnam*® and Mexico*” among very diverse populations, including some in remote
rural areas, with varying degrees of literacy and computer exposure. Findings from
these studies suggest that even in countries with low literacy or among populations
unfamiliar with computers, ACASI is a useful technique for collecting data on
sensitive behaviors.

Adherence

As noted in Section 2.2, commercially available IVRs are designed to be replaced
every month or every 3 months. An IVR designed to release HIV prevention agents
will likely need to be used continuously unless future studies prove otherwise. In
clinical trials, participants often indicate that the product is acceptable, but in the end
do not use the study product as advised. In CAPRISA 004, for example, a placebo-
controlled effectiveness and safety trial of tenofovir 1% gel when used before and
after each act of intercourse, a high percentage of participants indicated that the gel
was acceptable (97.4%). However, about 41% of the women had less than 50% gel
adherence.®® The CAPRISA 004 results confirmed the importance of adherence on
effectiveness since the greatest incidence reduction was among those who were
most likely to use the gel as instructed.

IPM 011, for example, evaluated the safety and acceptability of a silicone elastomer
IVR as a potential platform for microbicide delivery among African women for a
duration of 3 months.*® Despite the fact that 100% of the women reported that they
would be willing to use the IVR designed for HIV prevention if found to be effective,
approximately 18% reported either ring expulsion or removal, with the most frequent
reason for expulsion or removal being menses. In a preregistration study of
Progering®, Massai and colleagues'* also found that a significant proportion of ring
users discontinued use due to use-related problems (26.8%). The most frequent
reasons for IVR discontinuation were ring expulsion (4.9% event rate) and
uncomfortable use (6.9% event rate). Other reasons for non-use included delayed
insertion of a replacement ring (13.6% event rate) and having the ring out of place for
> 48 hours (3.2% event rate). Sivin also presented information regarding IVR
adherence in 802 participants who used the Progering®. Frequent expulsions
occurred in 6.0% of the IVR users and led to a termination rate of 8.1 per 100 at one
year. Other problems related to the use of the IVR (one-year gross rate = 25.9 per
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100) were removal of the ring for more than 24 hours (9.2% of participants), use
considered unpleasant (6.9%), and no new ring available when ring replacement was
due (1.9%). "

As the HIV prevention field continues to move forward with novel delivery
mechanisms for HIV prevention agents, it is critical to explore the factors that impact
adherence. In studies involving active product, the intent-to-treat (ITT) analyses may
not demonstrate efficacy if participants are unwilling or unable to use the product.
As such, MTN-005 is designed to assess the frequency of ring use and non-use, and
the reasons for such.

Sixth paragraph, first sentence:

Acceptability
Product acceptability is a critical factor in determining whether an IVR should be introduced

in a particular setting, but is also a determinant of product adherence.
Sixth paragraph, last two sentences:

A follow-up study at AIIMS showed that women preferred the vaginal contraceptive
ring to any other available contraceptive method. While these data give some idea of
tolerability to IVR among Indian women, they are specific to a hormone-IVR, and not

necessarily applicable for a non-medicated ring—of a—different-design-IVR as a possible
platform for microbicide delivery.

Seventh paragraph:

While data exist on tolerability parameters for NuvaRing® among perlmenopausal US and
European women® *" 52 and for Progering® among
women—in the—US*** nursing women in Latin America
perimenopausal Indian and US pre-menopausal-women for thisparticularring-design-are
currently-limited-the non-medicated version of Progering®is lacking. As the thickness of
the proposed study IVR is nearly-twice greater than that of the commonly used NuvaRing®,
it will be important to evaluate whether reproductive age women find this alternate ring
design to be acceptable. Furthermore, there are currently ne limited published data on
contraceptive or hormonal vaginal ring use among Indian women even though discussions
of vaginal rings have been published in a limited number of Indian medical journals.®
Articles published in Indian medical journals tend to focus on vaginal rings as novel
contraceptives and do not specifically address IVR acceptability among Indian women.

122 acceptability data in

Eighth paragraph, second through fifth sentences:

The avallablllty of acceptablllty data in areas where there is a hlgh risk of HIV acqwsmon |s
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studyis—to-assess-the-acceptability—of the-study WR-in-—study participants—Smith and
colleagues recently assessed the potential acceptability of an IVR among female sex
workers and male clients in Kenya.*' Findings from focus group discussions
underscored the myriad attltudes and concerns that could impact the uptake of an

Tenth paragraph, title and last sentence added:

Vaginal Flora

Given the time sensitive nature of specimen collection, the biofilm assessments will
only be done at the US sites.

Eleventh paragraph:

The inclusion of a no ring group in MTN-005 will permit the collection of data on AEs
(including colposcopic findings) and changes in vaginal flora that are likely to be present in
the study population in the absence of vaginal ring use. The inclusion of this group will also
provide comparator data on changes in sexual behavior witheutringuse-and vaginal
hygiene practices during the study period.

22. Section 3.1, Primary Objectives, second bullet:

° Evaluate the acceptability adherence of-to the study IVR in HIV-uninfected
women over 12 weeks of use

23. Section 3.2, Secondary Objectives, first and second bullets:
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24.

25.

26.

27.

28.

29.

° Describe changes in sexual behavior and changes in vaginal hygiene
practices in study IVR vs. no ring group over 12 weeks of use/non-use

° Evaluate the adherence acceptability to-of the study IVR in HIV-uninfected
women over 12 weeks of use

Section 3.3, Exploratory Objective:

. Test candidate biomarkers in the cervicovaginal environment before and
after the use of study IVR

. Evaluate the study IVR after 12 weeks of use for the presence of biofilms
(US sites only)

Section 4.1, Identification of Study Design:

MTN-005 will-be-is a three-multi-site, open-label, two-arm, randomized controlled trial of a
non-medicated IVR.

Section 4.2, Summary of Major Endpoints:
° Evidence of Grade 2 or higher genitourinary events as defined by the DAIDS
Table for Grading the Severity of Adult and Pediatric Adverse Events, Version
1.0, Dec 2004 (clarification dated August 2009), Addendum 1 (Female Genital
Grading Table for Use in Microbicide Studies

° For women randomlzed to the study IVR arm, part|C|pant report—en—aeeeptab%y

Gneludmg%%texbeﬁe*pu@en)—and—ehange&m—sexuakﬁuneneprof frequency of

study IVR removal (voluntary and involuntary) and duration without IVR
inserted in vagina over 12 weeks of use

Section 4.3, Description of Study Population:

The study population will include 252 evaldable—generally healthy 18-45 year-old women
who are HIV-uninfected, non-pregnant, sexually active and using adequate contraception,
as described in Sections 5.23 and 5.4.

Section 4.4, Time to Complete Enrollment
The approximate time to complete study enroliment is expected to be six months for the US
sites and ten months for the India site. The time of total study duration is expected to be a

minimum of approximately feurteen-14 months, including the study follow-up period.

Table 2: Study Groups, in Section 4.5, Study Groups, is omitted to eliminate redundancy
within the protocol.
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30. Section 4.6, Sequence and Duration of Trial Periods
The total duration of participation from the Enrollment Visit to the Termination Visit is 16
weeks. Visits may-will ideally be completed within a specified + 7 day windows around
target dates. Detailed information regarding visit windows will be thoroughly described in
the MTN-005 Study-Specific Procedures (SSP) Manual.

31. Section 4.7, Expected Duration of Participation; Section 4.8, Sites; Section 5.1, Selection of
the Study Population

Section(s) not modified.

32. Section 5.2, Recruitment added:

Participants will be recruited from a variety of sources across sites, including family
planning clinics, colleges and universities, and gynecology clinics, as well as
community-based locations. Participants also will be referred to the study from other
local research projects and other health and social service providers serving the target
study population. Recruitment materials will be approved by site Institutional Review
Boards/Ethics Committees (IRBsS/ECs) prior to use. Site community representatives
should advise on these materials before they are submitted to the IRB/EC for review.

33. Section 5.3, Inclusion Criteria:

Item 1:

1. Age 18-45 years (inclusive) at sereeningEnrollment, verified per site standard

operating procedures (SOP)
ltem 2:

2. Willing and able to provide written informed consent to be screened for

secreening-and-enroliment-and to take part in the study
ltem 4:

4. HIV-uninfected at sScreening based on testing performed by study staff at
Screening (per algorithm in Appendix 1) and willing to receive HIV counseling
and test results

Item 6 (old):

Item 6 (new):

6. Per participant report at Screening and Enrollment, sexually active, defined as
having had penile-vaginal intercourse at least once in the past 30 days prior to
screening and enrollment
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Item 7:

Item 8:

Iltem 9:

Item 11:

Per participant report at Screening and Enrollment, expecting to continue
penile-vaginal intercourse at least monthly for the duration of study participation

Per participant report, use-of using an effective method of contraception at
Enroliment, and intending to use samean effective method for the duration of
study participation and-one-meonth-thereafter;. Effective methods include
hormonal methods (except M/R-contraceptive vaginal rings), IUD inserted at
least 367 days prior to enroliment, study provided male condoms, and/or
sterilization (of participant or her sexual partner (s)erpartners as specified in site
SSOPs)

with-no-evidence-of HP\ included)-Pap result in the 1 ar months prior
to Enrollment consistent with Grade 0 according to the Female Genital
Grading Table for Use in Microbicide Studies Addendum 1 to the DAIDS
Table for Grading Adult and Pediatric Adverse Events, Version 1.0,
December 2004 (Clarification dated August 2009) or satisfactory evaluation
with no treatment required of non-Grade 0 Pap result per American Society
for Colposcopy and Cervical Pathology (ASCCP) guidelines or per local
standard of care, in the 12 calendar months prior to the Enroliment Visit

Item 11:
1.

Able and willing to abstain from the use of non-study vaginal products
and/or practices (other than tampons) including but not limited to
spermicides, diaphragms, contraceptive vaginal rings, vaginal antibiotic or
antifungal medication, sex toys, lubricants or condoms that contain
silicone, menstrual cup and douching, within the 14 days prior to
Enroliment through study termination

34. Section 5.4, Exclusion Criteria:

Iltems 1c, 1d, 1e, and 1f:

b. Adverse reaction to latex (as defined per SSP)
C. Adverse reaction to titanium dioxide
d. Any current male sex partner with known history of adverse reaction to latex er,
silicone, titanium dioxide or any components of the study product (as
defined per SSP)]
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piercing)within-90-days-Last pregnancy outcome within 30 days or less prior
to enrollment

f. Hysterectomy
ltem 2:
2. At Screening or Enroliment, has a clinically apparent Grade 2 or higher pelvic

exam finding (observed by study staff) per the Division of AIDS Table for Grading
the Severity of Adult and Pediatric Adverse Events, Version 1.0, December 2004
(Clarification dated August 2009), Addendum 1, Female Genital Grading Table
for Use in Microbicide Studies

Note: Cervical bleeding associated with speculum insertion and/or
specimen collection judged to be within the range of normal
according to the clinical judgment of the IoR/designee is considered
expected non-menstrual bleeding and is not exclusionary.

Note: Otherwise eligible participants with exclusionary pelvic
examination findings may be enrolled/randomized after the findings
have improved to a non-exclusionary severity grading or resolved.
If improvement to a non-exclusionary grade or resolution is
documented within 45 days of providing informed consent for
Screening, the participant may be enrolled.

Item 4c (old):

Item 4c (new):

c. Is diagnosed with a symptomatic urinary tract infection (see additional information
below)

Note to ltem 4:

Note: RTIs requiring treatment per site specific treatment guidelines, include
symptomatic BV, symptomatic vaginal candidiasis, other vaginitis,
trichomoniasis, chlamydia (CT), gonorrhea (GC), syphilis, active HSV lesions
(HSV-2 seropositive women not excluded except with active lesions), chancroid,
pelvic inflammatory disease, genital sores or ulcers, or cervicitis. Otherwise
eligible participants diagnosed with RTI and/or UTI during Screening will be
offered treatment or a prescription for treatment and may be enrolled
after completing treatment and all symptoms have resolved. If treatment is
completed and symptoms have resolved within 45 days of obtaining informed
consent for screening, the participant may be enrolled.

Item 5 (old):
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35.

36.

37.

38.

Item 5 (new):

5. At Screening or Enroliment, has any-secial-ermedical-condition that, in the
investigator’s opinion, would preclude informed consent, make study participation
unsafe, complicate interpretation of study outcome data, or otherwise interfere with
achieving the study objectives.

Item 6 (old):

Item 6 (new):
6. Severe pelvic relaxation such that either the vaginal walls or the uterine cervix
descend beyond the vaginal introitus with valsalva maneuver in-eitherthe
; ) tion,
ltem 7:
7. Participant report of 3 or more sexual partners in the month prior to
Screening

Section 6.1, Regimen:
First paragraph, fourth sentence:

The study IVR will be removed by the study-physician-clinician/designee at the 12-Week
Visit.

Table 3, Study Regimen, third row:

B 84 No IVR for 12 consecutive weeks

Section 6.2, Administration:

Section(s) not modified.

Section 6.3.1, Study IVR, first paragraph:

The study IVR is made of cured silicone elastomer composed of an elastomer base, normal
propylorthosilicate (NPOS), and stanneous-octeatetitanium dioxide but will contain no active
pharmaceutical ingredient. The ring dimensions are as follows: outer diameter 568 mm,

cross-sectional diameter Z-68.4 mm, core diameter 2 mm.

Section 6.4.1, Study Product Supply, first paragraph:
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39.

40.

41.

42.

43.

44,

The study IVRs will be manufactured by—Warner—Chilcott{Lame—Northern—lreland)
Laboratorios Andromaco S.A. (Santiago, Chile) and supplied by the—lnternational

Partnership-for Microbicides(1PM)-Ihe(Silver-Spring;--MB) Population Council (New York,
NY).

Section 6.4.2, Storage and Dispensing, first sentence :

Based on stability studies of Progering®, the The-study IVRs have a shelf life of 24
months and must-should be stored between15°C-t0-30°C{59°Fto-86°F}-at a controlled

room temperature.

Section 6.4.3, Accountability:
Section(s) not modified.

Section 6.5, Participant Counseling:

Participants in Group A will receive study IVR adherence counseling at the Enroliment, 4-
Week, and 8-Week Visits. Site staff will counsel participants to refrain from removing the
ring (except as directed) and from using concomitant vaginal products and/or devices as
described in Section 6.7.1. Site staff will also provide counseling for re-insertion in case of
accidentalring removal/expulsion.

The site staff will counsel participants to remove the IVR immediately and contact study site
staff if they experience a rash, itching, or other skin trouble, itehing; joint pain, or difficulty
breathing as these may be signs of allergy-an allergic reaction.

Section 6.6, Assessment of Participant Adherence;

Participant behaviors regarding cendem-and-study IVR use will be collected via
standardized questions developed by the protocol team in conjunction with study site staff
and community representatives, to maximize the accuracy of self-reported data.
Assessment of participant adherence will be addressed using a quantitative instrument.

Section 6.7, Concomitant Medications

Enrolled study participants may use concomitant medications during study participation. All
concomitant medications, as well as illicit substances reported throughout the course of the
study, will be recorded on case report forms designated for that purpose. All prescription
medications, over-the-counter preparations, vitamins, and-nutritional supplements, and
herbal preparations will be recorded on forms for concomitant medications.

Section 6.7.1, Prohibited Products and Devices, first sentence:

Concomitant use of non-study vaginal products or other devices including but not limited to
diaphragms, menstrual-cups; sex toys, douching, anrd intravaginal cleansing practices,
female condoms, diaphragms; contraceptive vaginal ring, cervical caps, lubricants or
condoms that contain silicone, and/or spermicides are prohibited for the duration of the
study except for tampons.
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45.

46.

Section 6.7.2, Recommended Practices, first paragraph, first and second sentences:

Study sites will distribute an single approved brand of latex male condoms to study
participants for use during study participation. Instructions and counseling on use of study
approved male condoms will be provided throughout study participation. Study
providedapproved male condoms will not be impregnated or coated with spermicide. In the
event that a participant needs additional male condoms between visits, she may request
these from clinic staff at any time.

Sections 7.1 through 7.4 are updated to reflect current study procedures. The format of this
Section is updated for ease of comprehension. Additionally, procedures that are behavioral
in nature were removed from clinical section and inserted into a new behavioral section. An
asterisk (*) is added to denote procedures that are clinically indicated, while a double cross (
T) denotes procedures that are done per local standards/guidelines. Study procedures that
are modified, added, or omitted are detailed by study visit and updated visit component
below:

Section 7.1, Screening Visit:

Administrative and Regulatory:
o Assess behavioral-eligibility
e Provide available test results
e Schedule next study visit, if applicable

Clinical:

Collect obstetric history

Collect urine sample

Collect blood sample

Perform pelvic exam (see Appendix Ill)

Perform naked eye exam

Collect pelvic samples

Treat or prescribe treatment for symptomatic UTI/RTIs/STls or refer for other
findings™

Urine:

o Dipstick urinalysis (UA) {and-culture-if positive-forleukocyte-esterase-ornitrites;
it if oul lard of for LI o s

e Urine culture*

Blood:
o Collect blood-sample
o Syphilis serology {with-confirmatory-tests-as-heeded)
o HIV-1 test {with-confirmatory-tests-as-needed (US-FDA-approved-HIVV test))

Pelvic Samples:
Porf Iy E : fise 111
o Collect pelvic samples
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Vaginal fluid tested for Trichomonas vaginalis by rapid test (Clinical Laboratory
Improvement Amendment (CLIA) waived test)

Cervical swab for Nucleic Acid Amplification Test (NAAT) for GC/CT

Pap smear, if no documented result of normal (Grade 0) Pap smear in the past
twelve months

Vaginal pH*{

Vaginal fluid for wet mount microscopy (saline-forBV.TFrichomeniasisi-KOH for
vulvovaginal candidiasis) *{

Vaginal fluid for wet mount microscopy (saline for BV)*{

Section 7.2, Enrollment Visit:

Administrative and Regulatory:

Obtain written informed consent for enroliment and storage and testing of
future specimens

Confirm behavioral-eligibility

Adrmini I : heekli

Provide available test results from-screeningtests{ifnotpreviously provided)

Schedule next study visit, if applicable

Behavioral:
Provide Counseling:

o HIV testing process*

Clinical:
o Perform targeted physical exam (see Appendix III)
o Collect urine sample
o Collect blood sample
e Perform pelvic exam (see Appendix lil)
¢ Perform naked eye examination and colposcopic examination as described
by the CONRAD/WHO Manual for the Standardization of Colposcopy for the
Evaluation of Vaginal Products (Update 2004) to assess condition of
vaginal and/or cervical epithelium or blood vessels. Digital images may be
recorded
o Collect pelvic samples
o Treat or prescribe treatment for symptomatic UTI/RTIs/STls or refer for other
findings*
Urine:
[ )
. ically indi
female-urine)
s Dipstick urinalysis (UA} (and culture if positive for leukocyte esterase or nitrites;
it if oul lard of for UT1di is)*
e Urine culture*
Blood:
o GCollect blood-sample
¢ Plasma archive
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e Syphilis serology {with-confirmatory-tests-as-needed)
o HIV-1 test {with-confirmatorytests-as-needed (US-FDA approved HIV test))

Pelvic Samples:

0 Quantitative-vWaginal edltures{at US-sites-only}-swabs for vaginal flora
assessments

o0 Cervical swabs for innate factors (US only)

0 Vaginal fluid tested for Trichomonas vaginalis by rapid test (CLIA
waived test) *|

0 Vaginal pH*{

0 Vaginal fluid for wet mount microscopy (saline-for B\, Trichomoniasis;
KOH for vulvovaginal candidiasis) *{

o Cervical swab for NAAT for GC/CT*

Dot i : "

Study Product Supply:

e For Group A, provide participants willreceivewith instructions on study IVR insertion,
self-insert one study IVR followed by digital exam by clinician to check placement.
Instruct Pparticipants will-alse-be-instructed to rinse ring in warm water and re-insert in
event of ring expulsion, unless ring falls into toilet or other unsanitary surface, in which
case participant will be instructed to return used ring to clinic. Due to variations in water
quality, participants may also receive a bottle of water with which to rinse the study ring in
case of expulsion.

Section 7.3, Follow-up Visits:
First sentence:

Note-for all-follow-up-visits: aAll follow-up visits should be scheduled, ideally, on dates
(within the £ 7 day visit window) when the participant is not on her menses.

Third sentence:

If indicated, the pelvic exam, colposcopy, and associated specimen collections required for
the given visit will be rescheduled for a date as soon as practical (preferably within the £ 7
day visit window) after the end of participant’s menses.

Administrative and Regulatory:

e Provide available test results from-previous-visits{i-not-previously-provided)

Behavioral:
e Administer follow-up adherence assessment (Group A only)
¢ Administer final acceptability assessment (for Group A participants at 12-Week
Visit erHinthe-eventthatuse-of-the-study-MRHs permanently-discontinued)
e Provide counseling (second, fourth and fifth sub-bullet)

0 HIV testing process andresulisfrom-previous-visits{(if-indicated)*
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0 For Group A, product use/adherence (emitat42-week-visit4-and 8-Week
Visit Only)
0 HIV testing process*

Clinical:
o Collect urine sample*
e Collect blood sample*
e Perform pelvic exam (see Appendix lil)
o Perform naked eye examination (all study visits) and colposcopic

examination (12-Week Visit only, and if indicated at 4-and 8-Week Visits) as
described by the CONRAD/WHO Manual for the Standardization of
Colposcopy for the Evaluation of Vaginal Products (Update 2004) to assess
(1) condition of vaginal and/or cervical epithelium or blood vessels and (2)
quantity and quality of vaginal discharge. Digital images of abnormal
findings may be recorded

o Collect pelvic samples

o Treat or prescribe treatment for symptomatic UTI/RTIs/STls or refer for other
findings™

Urine:

female-urine)
o Dipstick UA-{and-culiure-if positive forleukocyte-esterase-ornitrites-may-omit-if
I tard of for LITLdi s

¢ Urine culture*

Blood:
e Gollectbloed-sample
e Syphilis serology* {with-confirmatory-tests-as-needed)
o HIV-1 test” (with confirmatory tests as needed (US FDA approved HIV test))

Pelvic Samples:

o Quantitative-vWaginal edltures{at US-sites-only}-swabs for vaginal flora
assessments

o Vaginal fluid tested for Trichomonas vaginalis by rapid test (CLIA waived
test)*|

o Vaginal pH*{

e Vaginal fluid for wet mount microscopy (saline-forBV,TFrichomeniasis;-KOH for
vulvovaginal candidiasis) *{

¢ Vaginal fluid for wet mount microscopy (saline for BV)*{

e Cervical swab for NAAT for GC/CT*
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o US sites only: a biofilm assessment will be performed on the used ring that is
removed at the 12-Week Visit if the ring is removed by a study clinician.
In the event that an IVR is removed at an earlier visit, the used ring will have a
biofilm assessment if assessment criteria are met, including IVR removal by a
study clinician/designee.

Study Product Supply:
o Colleet-Study clinician/designee to removed used study IVR {in-case-ofring
expuision) at 12-Week Visit

¢ Provide study IVR at 4-and 8-Week Visits in case of ring removal/expulsion*®
Collect used study IVR at 4-and 8-Week Visits in case of ring
removal/expulsion*
¢ In case of ring expulsion or removal, participants may also receive a
bottle of water with which to rinse the study ring (4- and 8-Week Visits
only)

Section 7.4, 16-Week/Study Termination Visit:

Administrative:

e Provide available test results from-previous-visits{i-not-previously-provided)
e Schedul next study visit, if applicable

Behavioral:
e Provide counseling
o—Protocol-adherence
0 HIV testing process and-results-fromprevious-visits-{if-indicated)
o Administer final acceptability assessment (for Group A- in the event that
use of the study IVR is permanently discontinued at an earlier visit)*

Clinical:
o Collect urine sample
o Collect blood sample
o Perform pelvic exam (see Appendix Ill)
o Perform naked eye examination and colposcopic examination as described

by the CONRAD/WHO Manual for the Standardization of Colposcopy for the
Evaluation of Vaginal Products (Update 2004) to assess (1) condition of
vaginal and/or cervical epithelium or blood vessels and (2) quantity and
quality of vaginal discharge. Digital images of abnormal findings may be
recorded
Collect pelvic samples

o Treat or prescribe treatment for symptomatic UTI/RTIs/STls or refer for other
findings™

Urine:
o Gollecturine-sample
o Dipstick UA-fand-culture-if-positive-forleukocyte-esterase-ornitrites-may-omitif
I lard of for UT1di o)
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e Urine culture*

Blood:

GCollect-blood-sample

HIV-1 test {with-confirmatory-tests-as-needed(US-FDA-approved-HI\-test))
e Syphilis serology” {with-confirmatorytests-as-needed)

Pelvic Samples:

[ ]
o Quantitative-vVaginal eultures{at US-sites-only}swabs for vaginal flora
assessments

e Cervical swabs for innate factors (US sites only)
Vaginal fluid tested for Trichomonas vaginalis by rapid test (CLIA waived
test)*1

e Vaginal pH*{

e Vaginal fluid for wet mount microscopy (salineforB\,-Trichomeoniasis--KOH for
vulvovaginal candidiasis) *f

e Vaginal fluid for wet mount microscopy (saline for BV)*{

o Cerwcal swab for NAAT for GCICT*

Study Product Supply, second bullet:
0 Collection of used IVR (for Group A)*

47. Section 7.5.1, Participants Who Seroconvert to HIV, bullet points:

Study staff will record information regarding seroconversions that occur during study
participation on study case report forms (CRF). Participants in Group A will be advised-to
discontinue—study—1/R—permanently discontinued from IVR use. Protocol-specified
procedures will continue except:

o HIV-1 serology-test
e Further prOV|S|on of study IVR (for Group A

~

48. Section 7.5.2, Participants Who Become Pregnant, bullet points and last sentence:

e Pelvic exam including colposcopy (unless clinically indicated)
e Further provision of study IVR (for Group A)
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49.

50.

51.

52.

Section 7.5.3 Participants Who Voluntarily Discontinue Study IVR and Section 7.5.4,
Participants Who Discontinue Study IVR Use Permanently (Advised by Study Staff) we
combined to create the following section:

7.5.3 Participants Who Discontinue Study IVR Use Permanently (Either Voluntarily or
as Advised by Study Staff)

Section 7.6, Interim Contacts and Visits:

First paragraph, second and third sentences:

Participants will be asked to provide staff with updated locator information,
concomitant medications, as well as provide an update on their medical and
menstrual history at all interim contacts and visits. All other study procedures will be
performed as indicated.

Second paragraph, third sentence:

Other interim contacts and visits may occur in response to AEs or social harms
experienced by study participants.

Section 7.7, Clinical Evaluations and Procedures
Section(s) not modified.

Section 7.8, Adherence, Acceptability, and Behavioral Change, has been divided into two
subsections: 7.8.1, Adherence and 7.8.2, Acceptability and Behavioral Change:

ACASI will be used to assess adherence and acceptability given the sensitive nature
of the questions.

contraceptive-methods—For participants in Group A, adherence will be measured at the
4-, 8- and 12-Week Visits. Adherence will be measured via several strategies for
participant self-report. The questions will assess the frequency of study IVR use for
established periods prior to the scheduled follow-up visits. A series of questions will
ask whether the study IVR was out, whether it was removed or expelled, under what

conditions it was removed or expelled, and whether it was re-inserted. Additional
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questions will assess sexual activity, as well as condom and study IVR use during
sex. A combination of interviewer-administered questionnaires and ACASI will be
employed to capture the above information. Study staff will provide participants with
guidance on strategies to optimize recall of relevant behavioral and adherence data.

Section 7.8.2, Acceptability and Behavioral Change:

Acceptability will be measured via questions about ease of insertion and removal,
feeling the ring during daily activities and sex, partner awareness of the ring during
sex, partner attitude towards the ring, and willingness to use an HIV protective ring in
the future, if one were available. Behavioral change potentially related to IVR use will
be assessed via comparisons between sexual activity and vaginal hygiene at
enrollment and at follow-up visits, and via comparisons of sexual activity and vaginal
hygiene between the IVR arm and no ring arm.

53. Section 7.9.1, Local Laboratory Testing:

Blood:
o HIV-1 test {enzyme-immunoassay-{ElA)western-blot (A/B)-ifindicated: (see
Appendix [I)—UJS-EDA-approved-HPM test)
o Syphilis serology-{with-confirmatory-tests-as-heeded)

Pelvic Specimens, third, fourth, sixth, and seventh bullets:

e Vaginal fluid for wet mount microscopy (saline for BV;—Frichemeniasis; KOH for
vulvovaginal candidiasis)

e Trichomonas vaginalis test

o Herpes culture (if-clinically-indicated-and-if local standard of care)

e Gram stained smear of vaginal fluid, obtained from lateral vaginal wall
(India site only)

e Cervical swab for NAAT for GC/CT

54. Section 7.9.2, Network Laboratory Testing:

Blood, second bullet:
¢ Plasma archive

Genital-Pelvic Specimens:
o Quantitative-vVaginal eultures (at-sites-with-capacity) flora assessments
(quantitative vaginal fluid cultures-US sites only)
EI Iles! -0 |g! .a'"s'!'.',ss“'” |!||elluele I:GGIGEGGHH:,iS spee|e| S Gardnol ona eagmal "
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55.

56.

57.

58.

¢ Biofilm assessment of used study IVRs (US sites only}Mmay include culture
and/or other techniques)

¢ Gram stained smear of vaginal fluid, obtained from lateral vaginal wall (US
sites only)

e Cervical swab for innate factors (US sites only)

Section 7.10, Specimen Collection and Processing; Section 7.11, Specimen Handling;
Section 7.12, Biohazard Containment:

Section(s) not modified.

Section 7.13, Final Contact, first paragraph, second sentence:

As—resulis—are—not-expectedtobeIf results are not available en—the-samedayfor
participants, a final contact may be required to provide the final study test results, post-test

counseling, and treatment or prescription for treatmentfrom-these-visits.
Section 8.1, Safety Monitoring, first paragraph, second and third sentences:

The study site investigators are responsible for continuous close safety monitoring of all
study participants, and for alerting the Protocol Team if unexpected concerns arise. A sub-
group of the Protocol Team, including the Protocol Chair, DAIDS Medical-OfficerMO, MTN

CORE Protocol Safety Physicians, Statistical-Data—Management-Center (SDMC) Clinical
Affairs Nurse—Safety Associate, Population Council Safety Physician and Protocol

Statistician, will serve as the PSRT-the-PSRT-will-be-chaired-by-the MTN-CORE Protocol
Safety-Physician. The MTN-SDMC will prepare routine safety-AE and clinical data reports

for review by the PSRT, which will meet via conference call approximately once per month
or as needed throughout the period of study implementation to review safety data, discuss
product use management and address any potential safety concerns.

Section 8.2, Clinical Data Safety Review:

First paragraph, first sentences:

A multi-tiered safety review process will be followed ferthroughout the duration of this
study.

Second paragraph, third sentence:

Adverse event reports submitted in an expedited manner to the DAIDS Safety Office
will be forwarded to the DAIDS MO and SDMC Clinical Affairs staff for review.

Fourth paragraph, last sentence:
If at any time, a decision is made to discontinue study product in all participants, the site

investigators-of record-Population Council will notify the FDA and the site IoR will notify
the responsible Institutional Review Boards/Ethics Committees (IRB/EC) expeditiously.
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59.

60.

61.

Section 8.3.1, Adverse Events:

First paragraph, third sentence:

This definition will be applied beginning fremat the time of random assignment.
Third paragraph, second sentence:

Study site staff will report on study case report forms all AEs, excluding findings observed by
colposcopy only, reported by or observed in enrolled study participants from the time of
enrollment (random assignment) until study termination, regardless of severity and
presumed relationship to study product. The DAIDS AE Grading Table Version 1.0, Dec
2004 (clarification dated August 2009), Addendum 1 (Female Genital Grading Table for
Use in Microbicide Studies), will be the primary tool for grading AEs for this protocol, with-the
exception—-of-except that asymptomatic BV whieh-will not be a reportable AE. AEs not
included in that-addendum-the Female Genital Table for Use in Microbicide Studies will
be graded by the DAIDS AE Grading Table Version 1.0, December 2004 (clarification
dated August 2009). In cases where an AE is covered in both tables, the DAIDS AE
Grading Table 1.0, Dec 2004 (clarification dated August 2009), Addendum 1 (Female
Genital Grading Table for Use in Microbicide Studies) will be the grading scale utilized.
These tables are available at http://rsc.tech-res.com/safetyandpharmacovigilance/.

Section 8.3.2, Serious Adverse Events, first sentence:

SAEs will be defined perUS-Code-of FederalRegulations {CER)}-312.32 by the Manual for
Expedited Reporting of Adverse Events to DAIDS (Version 2.0, January 2010), as AEs
occurring at any dose that:

fResults in death

Arels life-threatening AEs

Requires inpatient hospitalization or prolongation of existing hospitalization

Results in persistent or significant disability/incapacity,-o¢

Arels a congenital anomaliesy/birth defects

Is an important medical events that may not result in death, be immediately life-
threatening, or require hospitalization may—be—considered-serious—when,—based—upon

appropriate—medicaljudgment—they-but may jeopardize the participant or require
medical-or-surgical-intervention to prevent one of the outcomes listed in the definition

above.

Section 8.3.3, Adverse Event Relationship to Study Product:

The relationship of all AEs to study product will be assessed per the Manual for Expedited
Reporting of Adverse Events to DAIDS {dated-6-May-2004) (Version 2.0, dated January
2010) and clinical judgment. The relationship categories that will be used for this study are:

o Definitely Related—AE-and-administration-of-study-agentarerelated-intime—and-a

direct-association-can-be-demonstrated-with-the-study-agent: There is a reasonable
possibility that the AE may be related to the study agent(s)
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62.

63.

. Not related —meAELsﬁeleaﬂyLexplamed—b%anethepea&%w#elated%admmls#ahen

detenmnaﬂenef—newelatedl There is not a reasonable pOSSIbIlIty that the AE is
related to the study agent(s)

Section 8.4, Unanticipated Adverse Device Effect Reporting Requirements:

Section 8.4.1 Expedited Adverse Event Reporting to DAIDS:

Requirements, definitions and methods for expedited reporting of Adverse Events
(AEs) are outlined in Version 2.0 of the DAIDS EAE Manual, which is available on the
Regulatory Support Center (RSC) website at http://rsc.tech-
res.com/safetyandpharmacovigilance/.

The DAIDS Adverse Experience Reporting System (DAERS), an internet-based
reporting system, must be used for expedited AE reporting to DAIDS. In the event of
system outages or technical difficulties, expedited AEs may be submitted via the
DAIDS EAE Form. For questions about DAERS, please contact DAIDS-ES at DAIDS-
ESSupport@niaid.nih.gov. Site queries may also be sent from within the DAERS
application itself.

Where DAERS has not been implemented, sites will submit expedited AEs by
documenting the information on the current DAIDS EAE Form. This form is available
on the RSC website: http://rsc.tech-res.com/safetyandpharmacovigilance/. For
questions about EAE reporting, please contact the RSC (RSCSafetyOffice@tech-
res.com).
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64.

65.

66.

67.

68.

Sections 8.4.2, Reporting Requirements for this Study

o The SAE Reporting Category, as defined in Version 2.0 of the DAIDS EAE Manual,
will be used for this study
o The study agent for which expedited reporting is required is the study IVR
¢ In addition to the EAE Reporting Category identified above, other AEs that must
be reported in an expedited manner are outlined in Section 8.3.2
o Study staff will also report on CRFs the following subset of AEs reported by or
observed in enrolled participants:
o All genital, genitourinary, and reproductive system AEs
o All AEs of severity Grade 3 or higher

Section 8.4.3, Grading Severity of Events

The most current Division of AIDS Table for Grading the Severity of Adult and
Pediatric Adverse Events (DAIDS AE Grading Table), Version 1.0, Dec 2004
(clarification dated August 2009), Addendum 1 (Female Genital Table for Use in
Microbicide Studies) will be used and is available on the RSC website at
http://rsc.tech-res.com/safetyandpharmacovigilance/.

Section 8.4.4, Expedited AE Reporting Period
o The expedited AE reporting period for this study is as per the EAE manual

o After the protocol-defined AE reporting period, unless otherwise noted, only SUSARs as
defined in Version 2.0 of the EAE Manual will be reported to DAIDS if the study staff
become aware of the events on a passive basis (from publicly available information)

Section 8.5, Pregnancy and Pregnancy Outcomes

Pregnant women are excluded from this study. If participants become pregnant at
any time during the course of the study, participants will remain in the study per
Section 7.5.2.

Pregnancy-related data will be collected using pregnancy CRFs for all pregnancies
detected during the study. Pregnancy outcomes will not be expeditiously reported to
the Population Council and the DAIDS MO unless there is an associated AE in the
pregnant participant that meets expedited reporting criteria or the pregnancy results
in a congenital anomaly meeting International Conference on Harmonisation (ICH)
guidelines for expedited reporting.

Section 8.6, Local Regulatory Requirements, second and third paragraphs:
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69.

70.

71.

Section 8.7, Social Harms, third sentence:

Social harms that are judged by the IoR to be serious or unexpected will be reported to
responsible site IRB/ECs at least annually, or according to their individual requirements and
should also be reported to the DAIDS-Medical-Officerand {PM-the Population Council on
DAIDS EAE Reporting Forms.

Section 9.1, Toxicity Management:
Section(s) not modified.
Section 9.2, Other Clinical Events:

Superficial epithelial disruption (abrasion/peeling) excluding findings observed by
colposcopy only subsection, fourth bullet:

¢ If condition worsens, temporarily hold study IVR use. Otherwise continue study
IVR use

e If condition worsens, temporarily hold study IVR use and consult the PSRT.
Otherwise continue study IVR use

Deep epithelial disruption (ulceration) excluding findings observed by colposcopy only
subsection, first, second, fifth, and sixth bullets:

¢ Held-Remove study IVR for deep epithelial disruption confirmed by site
investigator

o Swab for herpes simplex culture (per clinical judgment of site investigator)
therpes-serology-optionah)

e [f unresolved at 48-72 hours, re-evaluate in another 48-72 hours. If resolved at
that time may reinstate study IVR use. If unresolved at this second reevaluation,
need-to-discontinue-continue temporary product permanenthy-hold, consult
with PSRT regarding permanent discontinuation, and provide care per local
standard

o If there is reoccurrence with no identified etiology, then-censider-continue
temporary product hold and consult the PSRT regarding permanent
discontinuation

Localized erythema or edema: area of less than 50% of vulvar surface or combined vaginal
and cervical surface excluding findings observed by colposcopy only subsection, fifth bullet:

o If worsened significantly, temporarily hold study IVR useuntilHurtherevaluation
is-seheduled-and consult the PSRT. Otherwise, continue study IVR use
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72.

Generalized erythema or severe edema: area of more than 50% of vulvar surface or
combined vaginal and cervical surface affected by erythema excluding findings observed by
colposcopy only subsection, first and fourth bullets:

o Hold-Remove study IVR
e If unresolved at 48-72 hours, re-evaluate in another 48-72 hours. If resolved at
that time may reinstate use. If unresolved at this second reevaluation, reed-te

discontinueproduct-permanentlycontinue temporary product hold, consult

with PSRT regarding permanent discontinuation, and provide care per local
standard.

Abnormal vaginal discharge excluding findings observed by colposcopy only Section, first
and third bullets:

e Study IVR use may be continued without treatment in the presence of
asymptomatic Candida vaginitis and/or asymptomatic BV or treatment may be
provided per local guidelines

e Provide or prescribe treatment and continue study IVR use for all cases
of Trichomoniasis, symptomatic Candida vaginitis, and symptomatic BV

Unexpected genital bleeding excluding findings observed by colposcopy only Section, first
bullet:

e Continue study IVR use (at study clinician’s discretion)

Cervicitis (including findings on exam such as inflammation and/or friability) excluding
findings observed by colposcopy only, second and third bullet:

o Evaluate for N--gonorrhoeae-and-C-trachomatis GC/CT
o If Ngenerrhoeae-and-Ctrachomatis GC/CT detected, provide or prescribe

treatment and reevaluate in 72 hours. If all symptoms and signs are resolved at
that time, may reinstate use with replacement study IVR

Section 9.2, UADE that is judged by the site investigator or designee to be definitely,
probably, possibly, or probably not related to the study IVR subsection:
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73.

74.

75.

76.

Section 9.3, Pregnancy:
First paragraph, first sentence:

All study participants are required to be using an effective method of contraception at
enrollment, and intending to use the same method for the duration of study participation.

First paragraph, fifth sentence:
Study staff also will provide participants with male condoms and will counsel participants
to ideally counseling—on—use—of-these condoms ideally—during every sex act during
throughout study participation.

Second paragraph, first sentence:

Pregnancy testing will be performed at the Screening, Enroliment, and 16-Week/EarlyStudy
Termination study visits, and when clinically indicated during study follow-up.

Second paragraph, second sentence:
The site IoR or designee will counsel any participants who become pregnant regarding
possible risks H-the—pregnancy—is—continuedof study IVR use according to site-specific
SOPs.
Fourth paragraph, second bullet:

e Pelvic exam including colposcopy (unless clinically indicated)
Section 9.4, Criteria for Temporary or Permanent Discontinuation of Study Product:

Second and fifth bullets:

e HIV-1 seroconversion
¢ Clinical reasons as determined by the study physicianclinician

Last paragraph:

Participants who temporarily or permanently discontinue product use will continue to
complete study visits and procedures as originally scheduled (except that study IVRs will no
longer be provided during the time for-the participants randemized-to will not be using the
study IVR-afm).

Section 9.5, Criteria for Early Termination of Study Participation

Section(s) not modified.

Section 10.1, Overview and General Design, first sentence:

This is a three-multi-site, open-label, two-arm, 2:1 randomized, controlled trial comparing

acceptability-and the expanded safety of, and adherence to, a study IVR for 12 weeks of
use to no IVR use among sexually active, HIV-uninfected women.
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77. Section 10.2.1, Study Primary Endpoints:

Consistent with the primary study objectives to assess the acceptabilityand safety and
adherence of the study IVR when used for 12 consecutive weeks, the following primary
endpoints will be assessed:

10242 Safety

e Evidence of Grade 2 or higher genitourinary events as defined by the DAIDS AE
Grading-Table Table for Grading the Severity of Adult and Pediatric Adverse
Events, Version 1.0, Dec 2004 (clarification dated August 2009), Addendum 1
(Female Genital Grading Table for Use in Microbicide Studies)

Adherence
e For women randomized to the study IVR arm, participant report of
frequency of study IVR removal (voluntary and involuntary) and duration

without IVR inserted in vagina over 12 weeks of use

78. Section 10.2.2, Study Secondary Endpoints:

Consistent with the secondary study objectives to describe the changes in sexual
behavior and changes in vaginal hygiene practices, to evaluate the acceptability of
the study IVR, and measure vaginal flora characteristics and changes of these over the
course of study IVR use, the following endpoints will be assessed:

o Per participant report, changes in sexual behavior and vaginal hygiene practices

e For women randomized to the study IVR arm, participant report on acceptability
including genitourinary discomfort, ring insertion/removal issues, expulsions
(including context of expulsion), and changes in participant and partner sexual
feeling

¢ Changes in vaginal flora from enrollment to week 12 as measured by Gram stain

Nugent score in and quantitative vaginal culture [H}-as-measured-by-count-of
! basillus-{HOq " ) i), . . ,
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79.

80.

cultures will only be available from the two US sites, therefore reducing the available
sample size for this objective).

Section 10.2.3, Exploratory Endpoint

e Changes in vaginal biomarkers (US sites only)
¢ Presence of biofilms on study IVR surface (US sites only)
Section 10.3, Study Hypotheses:

MTN 005 hypothe3|zes that 4—2—weeks—ef—the study IVR use will be safe and well-tolerated-
able-to will be used as directed

by US and non- US women over 12 weeks of use.

81. Section 10.4.1, Safety Endpoints:
First paragraph, second sentence:
Given that assessing acceptability-of-and-adherence to the study IVR are-is a primary
objectives, and that acceptability-and-adherence-this can only be assessed in the study IVR
arm, a 2:1 randomization was selected to increase the precision on estimates of
acceptability-and-adherence and acceptability.
Second paragraph, first sentence:
For the study IVR arm, if the true rate of a given toxicity endpoint is 5%, 168 women provide
80% power to exclude safety and toxicity endpoint rates greater than 10.0%, where the
safety and toxicity endpoints for a woman are defined as the occurrence of the safety
endpoint during follow-up, that is the occurrence during follow-up of evidence of Grade 2 or
higher genitourinary events as defined by the DAIDS AE Grading Table, Version 1.0, Dec
2004 (clarification dated August 2009), Addendum 1 (Female Genital Grading Table for
Use in Microbicide Studies).
Fifth paragraph, last sentence:
These bounds correspond to non-inferiority bounds computed using an exact one-sided
95% confidence interval for the difference in rates between the two arms as described in
Section10-8-24-the Primary Safety Analysis.

82. Section 10.4.2, Adherence Endpoints:
First paragraph:
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83.

84.

85.

86.

87.

Adherence will be measured by the percentage of women who keep the IVR inserted
in the vagina over the course of 12 weeks. Adherence can only be assessed among
the 168 women randomized to the study IVR arm. A sample size of 168 women will
provide a precision of 6.4% (i.e. half-width of the 95% exact confidence interval)
assuming an observed adherence of 80%. Substantial heterogeneities in adherence
between the Indian and the US sites might be observed in which case adherence will
be estimated separately for Indian and US women. For the Indian site, a sample size
of 100 women using the study IVR will provide a precision of 8.3% assuming an
observed adherence of 80% while this precision would be 10.2% with a sample size of
68 US women using the study IVR.

Section 10.4.3, Acceptability Endpoints:
First paragraph, final sentence:

Due to the smaller sample size within each site, no formal comparison will be performed for
comparing adherence and acceptability between sites.

Section 10.4.4, Changes in Vaginal Flora and Biomarkers, fifth paragraph:

In addition to looking at shifts in the Nugent score, within arm descriptions, and between arm
comparisons, will be done to assess clinically meaningful changes in quantitative measures
of vaginal flora (defined by more than 21 log change in dominant members of the microflora;

Wﬁmwzggﬁewm%m)mww

Strep#eeeeeus—and—ls‘nieﬁeeeeeus—speees)—and to assess dlfferences in the quantltatwe

levels of these microflora between arms during follow-up. Quantitative vaginal cultures and
vaginal biomarkers will be assessed only at the US sites and therefore the available
sample size for these analyses will be 102 women (68 in the study IVR arm and 34 in the no
IVR arm). A sample size of 102 women with a 2:1 randomization will allow detection of a
medium effect size of 0.59 with 80% power in comparing quantitative levels between arms.

Section 10.4.5, Sexual Behavior and Vaginal Hygiene Practice:

The behavior measures will be collected via ACASI at the Enrollment Visit, follow-up
visits, and at the 16-Week/Study Termination Visit. The sexual behaviors and vaginal
hygiene practices include the number of sexual partners in the past 3 months, the
number of new partners (not asked at enrollment), frequency of sex in the past 7
days, condom use in the past 7 days, condom use during the last sex act, anal sex in
the past month, condom use during anal sex in the past month, and vaginal hygiene
practices (list of various items/products inserted) in the past 7 days.

Section 10.5, Randomization Procedures, first paragraph, last sentence:

Section 10.6, Justification for the No IVR Arm:
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Inclusion of a no IVR arm in this safety,—acceptability; and adherence study will enable
investigators to compare the incidence of AEs as well as changes in vaginal flora, sexual
behavior and vaginal hygiene practices among women using the study IVR to that of
women using no IVR.

88. Section 10.7, Participant Accrual and Retention, last sentence:

e
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89. Section 10.8.1, Study Monitoring Committee (SMC)
Section(s) not modified.

90. Section 10.8.2, Primary Analysis:
Third paragraph, second and third sentences:
Adverse experiences-events will be analyzed using MedDRA preferred terms. The number
and percentage of participants experiencing each specific adverse experience-event will be
tabulated by severity and by relationship to study product (for the study IVR arm only).
Third paragraph, fourth sentence:
Finally, a listing of JADE-AESs reported to the DAIDS Medical Officer and {PM-the
Population Council will provide details of the event including severity, relationship to study
product, onset, duration and outcome.

Fifth paragraph:

Primary Acceptability-Adherence Analysis
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To assess adherence of women randomized to the study IVR arm, the proportion of
participants who kept the study IVR inserted at all times during the first 12 weeks of
follow-up will be calculated along with its 95% confidence interval. For women who
are not completely adherent, the average period of time during follow-up when the
study IVR was outside the vagina as well as the average number of removals of the
study IVR from the vagina will be computed. All enrolled women in the study IVR arm
will be included in this analysis.

91. Section 10.8.3, Secondary and Exploratory Analyses:
First five paragraphs:
Sexual behavior and vaginal hygiene practice
The behavior measures will be collected via ACASI at the Enrollment Visit, follow-up
visits, and at the 16-Week/Study Termination Visit. The sexual behaviors and vaginal
hygiene practices include the number of sexual partners in the past 3 months, the
number of new partners (not asked at enrollment), frequency of sex in the past 7
days, condom use in the past 7 days, condom use during the last sex act, anal sex in
the past month, condom use during anal sex in the past month, and vaginal hygiene
practices (list of various items/products inserted) in the past 7 days
For each of the longitudinal behavioral measures, the mean (or the percentage if
binary) in each visit in each arm will be computed and tabulated. The generalized
estimation equation (GEE) method will be used to assess the difference of each
measure between the two arms, accounting for within-subject correlation.
Acceptability
To assess acceptability of the study IVR, the number and percentage of participants
in the study IVR arm experiencing at least one negative report of acceptability,
including genitourinary discomfort, ring insertion/removal issues, expulsions, and/or
changes in participant and/or partner sexual feeling during follow-up will be
presented. This binomial proportion will be used to assess the acceptability of the
study IVR along with its corresponding 95% confidence interval.
The above acceptability analysis will be supplemented by presenting the above
proportion by site along with its corresponding 95% confidence interval.
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92.

93.

94.

95.

96.

Seventh paragraph, first sentence:

In addition to looking at shifts in the Nugent score and changes in biomarkers, within arm
descriptions, and between arm comparisons will be done to assess clinically meaningful
changes in quantitative measures of vaginal flora (defined by more than 21 log change in

domlnant members of the mlcroflora—melud+ng—lzaetebae+#us—€H-292—pes¢we—and44egafwe

species) and to assess dlfferences in the quantltatlve Ievels of these mlcroflora between
arms during follow-up.

Eighth paragraph:

Biofilms

In the US sites, the percentage of women with biofilms on study IVR surface after 12
weeks of use will be computed for the IVR arm.

Section 11.1, Data Management Responsibilities

Study case report forms will be developed by the SDMC. Quality control reports and queries
will be routinely will-be—generated and distributed by the SDMC to the study sites for
verification and resolution.

Section 11.2, Source Documents and Access to Source Data/Documents, first paragraph:

Source documents and access to source data/documents will be maintained in accordance

Gl+mea4—11HaLs current DAIDS policies. (http /lwww nlald n|h qovllabsand

resources/resources/daidsclinrsrch/Pages/Default.aspx)

Section 11.3 Quality Control and Quality Assurance, first paragraph:

Quality control and quallty assurance procedures for MTN-005 will be performed in
accordance with

current DAIDS poI|C|es.
(http://www.niaid.nih.gov/labsandresources/resources/daidsclinrsrch/documents/gmppolicy.p

df)
Section 11.4, Study Coordination, first sentence:

Assignment of all sponsor responsibilities for this study will be specified in a Clinical Trial
Agreement (CTA) executed by NIAID and {PMthe Population Council. Study site staff will
be provided with the DAIDS SOPs for Source Documentation and Essential Documents, the
DAIDS AE Grading Table, Version 1.0, Dec 2004 (clarification dated August 2009) and
the DAIDS AE Grading Table, Addendum 1 (Female Genital Grading Table for Use in
Microbicide Studies). Training and written instructions outlining management and reporting,
study IVR dispensing to participants, product accountability, and other study operations will
be provided by FHI, SCHARP, and the MTN Network Laboratory.

Section 12.0, Clinical Monitoring, second paragraph, second sentence:
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97.

98.

99.

Site investigators will allow study monitors and MTN CORE staff to inspect study facilities
and documentation (e.g., informed consent forms, clinic and laboratory records, other
source documents, case-repertforms-and/or CRFs), as well as observe the performance of
study procedures. Investigators also will allow inspection of all study-related documentation
by authorized representatives of the MTN CORE, MTN Network Laboratory, FHI, SCHARP,
NIAID; NIH or appointed agents, FDA, OHRP, local regulatory authorities, and US
regulatory authorities. A site visit log will be maintained at the study site to document all
visits.

Section 13, Human Subjects Protection:
The investigators will make efforts to minimize risks to human participants. Volunteers will
take part in a thorough informed consent process. Before beginning the study, the

investigators will have obtained IRB/EC approval. The investigators will permit audits by the
NIH or any of their appointed agents, {PMthe Population Council, the-and/or the US

FDA; erany-oftheirappointed-agents
Section 13.1, Institutional Review Boards
Section(s) not modified.

Section 13.2, Protocol Registration:

Prior to implementation of this protocol, and any subsequent full version
amendments, each site must have the protocol and the protocol consent form(s)
approved, as appropriate, by their local IRB/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
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 NOT be reviewed or approved by
the DAIDS PRO, and sites will receive an Initial Registration Notification when the
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100.

101.

DAIDS PRO receives a complete registration packet. Receipt of an Initial Registration
Notification indicates successful completion of the protocol registration process.
Sites will not receive any additional notifications from the DAIDS PRO for the initial
protocol registration. 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 this
amendment (Version 2.0), 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 final amendment Registration Notification issued
by the DAIDS PRO 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.

Section 13.3.1, Risks:

Phlebotomy may lead to excessive bleeding, discomfort, feelings of dizziness or faintness,
and/or bruising, swelling and/or infection. Pelvic examination, including colposcopy, may
cause mild discomfort and/or vaginal bleeding or spotting. Disclosure of STI status may
cause sadness or depression in volunteers. Participation in clinical research includes the
risks of loss of confidentiality and discomfort with the personal nature of questions. Use of
the study IVR may lead to vaginal symptoms, including irritation, increased discharge, and
discomfort (including with vaginal intercourse).

Section 13.3.2, Benefits:

Some volunteers may have the opportunity to access expedient treatment and decreased
morbidity due to early diagnosis and-treatment of syphilis.

102. Section 13.4, Informed Consent Process:

First paragraph, Fourth sentence:

Study staff must document the informed consent process in accordance with the
Requirements for Seurce-Documentation-in-Protocol Documents for DAIDS Funded and/or
Sponsored Clinical Trials
(http://www.niaid.nih.gov/LabsAndResources/resources/DAIDSCIlinRsrch/pages/protocols.as

pXx).

First paragraph, sixth and seventh sentence:

Each study site is responsible for developing study informed consent forms for local use,
based on the templates in Appendices VWAL IV, V, and VI that describe the purpose
of screening and of the study, the procedures to be followed, and the risks and benefits of
participation, in accordance with all applicable regulations. The {f-applicable-the study site
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also is responsible for translating the template forms into local languages, and verifying the
accuracy of the translation by performing an independent back-translation.

Fourth paragraph, first sentence:

Community input wilthave has been sought for the development of the sample informed
consent forms.

103. Section 13.5, Participant Confidentiality; Section 13.6, Special Populations; Section 13.7,
Compensation; 13.8, Communicable Disease Reporting; Section 13.9 Access to HIV-related
Care:

Section(s) not modified.
104. Section 13.10, Study Discontinuation:

This study may be discontinued at any time by NIAIDNIH, the MTN, US FDA, the
{PMPopulation Council, the OHRP, site IRBs/ECs, or other country-specific government or
regulatory authorities.

105. Section 14, Publication Policy:

DAIDS and MTN policies and a Clinical Trial Agreement (CTA) between PM—the
Population Council and NIAID will govern publication of the results of this study. Any
presentation, abstract, or manuscript will be submitted by the linvestigator to the MTN
Manuscript Review Committee, DAIDS, and {PM-the Population Council for review prior to
submission.

106. Appendix I: Schedule of Study Visits and Evaluations:

SCR ENR | 4W | 8w | 12w 16VTV’ SWAY | |hterim
erm
Up to and s
incl. 45 days | Day 0 Must occur W|th|n\;_ri;tciays of scheduled
prior to ENR

Behavioral

Eligibility X X

Assess/Confirm

Provide Available AX AX AX AX AX AX A

Results

S_chedule Next o+ o+ x « « At At

Visit

Obstetric History X X

Adher. . o . Ae

Assessment

Accept. X Ao Ae ° Aot

Assessment

Compl. Phys. X " x A

Exam

MTN-005 Summary of Changes October 19, 2010 50

From Version 1.0 to Version 2.0




SCR ENR | 4W | 8w | 12w 16VTV’ Study | | erim
erm
inlélr.) ‘t‘r% ijr;c:/s Day 0 Must occur within J_r.7. fays of scheduled
prior to ENR visi
Targ. Phys. Exam X X X X A
Protocol
Adher.Coun X X X X X A
Treat/Prescribe
for UTI/RTI/STI A A A A A A A
Plasma Archive X
Vaginal pH TAX TAX T AX TAX T AX TAX TA
g‘é"/‘(':'TNAAT for x A A A A A A
$$iith?nrionas X rA rA rA rA rA rA
Vaginal-Wet Mount
for Vulvovag. T Ax T Ax T AX T Ax T AX T Ax A
Candidiasis
Wet Mount for BV TA TA TA TA TA TA TA
Innate Factors
(US sites only) X X
Colposcopy X A A X X A
Naked Eye Exam X X X X X X
Vaginal
CulturesFlora X X X X X A
Assessments
Biofilm
Assessment (at oAn oAn A® oA oAn
US sites only)
Herpes Culture TA TA TA TA TA TA TA
Study IVR ° oA+ oA+ oA+
Bottle of Water + +
Collect Used IVR oA+ oA+ ) oA+ oA+

A if clinically indicated; eFor group A (randomized to Study IVR); m For group A (if
permanently discontinued and removed by study clinician); ~For group A (randomized to
Study IVR and removed by study clinician); 7Per local standards; + For Group A if
indicated, + if applicable

107. Appendix II: HIV Antibody Testing Algorithm has been revised to combine the HIV
Antibody Testing Algorithms for both Screening and Follow-up Visits.

108. Appendices IV-VI: Sample Informed Consent Documents (Screening, Enrollment, and
Storage and Future Testing of Specimens):

Short Title for the Study: Safety and AcceptabilityAdherence of a Non-medicated
Intravaginal Ring (IVR)

109. Appendix IV: Sample Informed Consent Documents (Screening):
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Introduction, first paragraph, third sentence:

The International-Partnership—for-Microbicides—({PM)Population Council is supplying the
study product for MTN-005.

Why are these Screening Exams and Tests Being Done?, first paragraph:

These exams and tests are being done to see if you can be in this study. The research
study will try to find out more about whether using vaginal rings for twelve weeks is safe and
acceptablefor-women. Another purpose of this study will be to see how closely
participants follow instructions on how to use the ring. A vaginal ring is a ring that is
placed in the vagina and can release certain medicines to prevent pregnancy or can release
hormones to lessen the symptoms of menopause. A member of the study staff will show
you a vaginal ring. For example, FemringNuvaRing® is a vaginal ring that pestmenepausa
women use to

sweats-avoid becoming pregnant. Women in the United States have been using
EemringNuvaRing® ever since it was approved by the United States Food and Drug
Administration in 2003—The-type-0f2002. NuvaRlng has also been approved for use in
many other countries, including India. Progering® is another type of vaginal ring that
willbei used in-this-study-is-madefrom-the-same materials-as Femring® —exeept—that—the to
prevent pregnancy in women who are breastfeeding. Progering® is currently
available to women in Bolivia, Chile, Ecuador, and Peru. The rings that will be used in
this study are made from the same materials as Progering® but do not contain reany
medicine at all. The rings used in this study will not protect you from pregnancy, HIV
or any infection passed through sex. About two-thirds of the women in this study will be
asked to use the ring for twelve weeks and some women will not use anything at all. The
other purpose of this study is to find out what women think about using a vaginal ring.

Why are these Screening Exams and Tests Being Done?, second paragraph:

Although vaginal rings have been approved by the United States Food and Drug
Administration and the Progering® has been approved by regulatory authorities in
Chile, this particular research study would like to find out more information about how the
rings affect the vagina. For example, if you eandecide to join the study, some of the tests
that will be done will look for changes in the bacteria that are normally found in the vagina.

Why are these Screening Exams and Tests Being Done?, third paragraph:

A total of 252 women from Pune; India, Alabama;USA; and New-Yeork-USAs;the US will join
this study (150 in India and 102 in the US). Each woman will be in the study for a total of 16
weeks. If you ean-decide to join the study, you will have a study visit every 4 weeks.

What Do | Have To Do If | Take Part in Screening? First paragraph, first sentence:

If you agree to have the screening exams and tests, you will have one teor two screening
visits here at the study site. Depending on what your screening exams and tests show more

screening visits wilmay be needed.

What Do | Have To Do If | Take Part in Screening? All modified bullets:
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questlons to see |f you can jom thls study Seme—ef—the—unestlons will be about

you, how we can contact you and where you live. You will be asked questions

about your health, the medicine you take, and your periods

o Tell the study staff about previous pregnancies, how many children you have, and
hear about ways to avoid becoming pregnant

o If your answers to those questions show that you may join the study, you will have to
give urine for a pregnancy test and to check for urine infection. You will receive the
result of your pregnancy test today. If you are pregnant, you will not be able to join the
study. However, site staff will talk to you about options available to you. They will refer
you to available sources of medical care and other services you may need if you are
found to be pregnant or have a urinary tract infection

e If you are not pregnant, study staff will talk to you about HIV and other infections passed
through sex. You will have tests for HIV, gonorrhea, chlamydia, Trichomoniasis and
syphilis. You will have tests for bacterial vaginosis, and/or yeast, trichomeniasis—and
herpes if the study doctor or nurse thinks you have signs of these infections.
These tests may require samples of blood and/or vaginal and cervical fluids to be
taken. You will be tested for herpes simplex virus (you will be tested for herpes only if
the study nurse-or doctor or nurse thinks you have S|gns of herpes like a blister or ulcer
on the genitals). A

o You will also talk about ways that HIV and other infections passed through sex are
passed from one person to another, and things you can do to protect yourself from them.
You will talk about what it may mean to know the results of these tests. You can talk
about whether or not you are prepared to know these test results. You must hear your
HIV test results to join the study. It will take about [INSERT LENGTH OF TIME] to
get the results of your tests. We will give you your results as soon as they are
ready. You will talk with the study staff about the meaning of your test results and
how you feel about them

e The vaginal ring used in this study will not stepprevent you from becoming pregnant;
therefore you should not use this as a birth control method. You must agree to use an
effective method of birth control such as birth control pills or another hormonal based
method (except contraceptive vaginal rings), an intrauterine device (IUD), study
provided male condoms, be sterilized, or have sex with a partner who is sterilized. You
may not use diaphragms, spermicides, er spermicidal male condoms, or silicone-based
lubricants. If you are using male condoms, you must only use the-onresprovided-in-this
study approved condoms. Study staff will talk to you about the different ways to avoid
becoming pregnant. The study staff will provide male condoms to you free of charge

¢ If you are willing to have HIV testing and testing for infections passed through sex, you
will be asked to give blood (about a tablespoon) [SITES TO INSERT LOCAL
EQUIVALENT] and urinecervical fluid for thethese tests. You-must-hearyour HIV
testresults-If you are having health problems that may be a result of infections
passed through sex, the study staff will provide or prescribe you medicine to treat
them or refer you for treatment . Your partner may also need to be referred for
treatment. In some cases we may ask you to come back here after a few days for
another exam to see if you are able to join the study-

o If your exams and tests show that you have HIV you will not be able to join the

study. The study staff will refer you to available sources of medical care and

other services you may need for HIV. They will tell you about other studies you

may be able to join.
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You will have a physical exam and a pelvic exam. If you do not know what will be done
during a pelvic exam, the study staff will show you pictures of what happens. The study
doctor or nurse WI|| check for dlscharge or other signs of mfectlon and other pOSS|bIe

Schedule your next VISIt if you are found to be ellglble for the study

What Do | Have To Do If | Take Part in Screening?, third paragraph (old):

What Do | Have To Do If | Take Part in Screening?, third paragraph (new), last five
sentences:

Why Would the Doctor Stop the Screening Procedures Early?, first bullet:

The study is cancelled by the US National Institutes of Health (NIH), the MTN, the
international-Partnership-for-MicrobicidesPopulation Council;-the-Ethics- Committees,

the US Office for Human Research Protections (OHRP), the local government or
regulatory agency, or the Institutional Review Board (IRB)/Ethics Committees (EC).

What Are the Risks of the Screening Visit Tests?, Risk of Blood Draws, first sentence:

You may have more than expected bleeding, feel discomfort or pain when your blood is
drawn.

Are There Benefits to Taking Part in This Study?, second paragraph, seventh sentence:
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If you have—any—of-these-infections—are diagnosed with a sexually transmitted
infection, you will bereferredfortreatment-get medicine or a prescription to treat

it, if needed.

What Other Choices Do | Have Besides This Study?, second paragraph:

What About Confidentiality?, bullet points:

o TheRepresentatives of the US Federal Government including the US Food and
Drug Administration (JS-FDA), the US

Human-Research-Protections {OHRP), NIH and/or contractors of the NIH

e [INSERT NAME OF SITE] IRB/EC

e Study staff

o Study-menitors

e Eth .

¢ Population Council, the Oorganization supperting-supplying the ring for this

study{tnternational-Partnershipfor-Microbicides)

What About Confidentiality?, Second paragraph:

[For US sites only:] In addition to the efforts made by the study staff to keep your personal
information confidential, a Certificate of Confidentiality has been obtained from the US
Federal Government for this study. This Certificate protects study staff from being forced to
tell people who are not connected with this study, such as the court system, about your
participation or information you give for study purposes. Even—with—the Certificate—of
Confidentiality,—however However, if the study staff learns of possible child abuse and/or
neglect or a risk of harm to you or others, they will be required to tell the proper authorities.

Having a Cetrtificate of Confidentiality does not prevent you from releasing information about
yourself and your participation in the study.

Will I Receive Any Payment?, first sentence:
You will be paid-compensated for your time and effort for each screening visit

What Are My Rights As a Research Patrticipant?, title modified for grammatical clarity.

SIGNATURE, first paragraph:

If you have read the informed consent (or had it read and explained to you), and all your
questions have been answered, you have let us know that you understand, and you agree
to take part in this-studythe screening procedures, please sign your name or make your
mark below.

SIGNATURE, Participant Signature Line:

Participant’'s Name or Mark (print) Participant’s Signature and Date
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110. Appendix V: Sample Informed Consent Document (Enrollment):

Introduction:

The International-Partnership—forMicrobicides—({PMjPopulation Council is supplying the
study product for MTN-005.

Why is This Study Being Done?, first paragraph, first through sixth sentences:

This study is being done to see if a kind of vaginal ring is safe-and-acceptable-to-women. .
Another purpose of this study will be to see how closely participants follow

instructions on how to use the ring. A vaginal ring is a ring that is placed in the vagina
and can release certain medicines to prevent pregnancy or hormones to lessen the
symptoms of menopause. For example, FemringNuvaRing® is a vaginal ring that
postmenopausal women use to lessen the symptoms of menopause such-as hot flashes
and-night-sweats.avoid becoming pregnant. WWomen in the United States have been using
EemringNuvaRing® ever since it was approved by the United States Food and Drug
Administration in 2003—The-type-0f2002. NuvaRlng has also been approved for use in
many other countries, including India. Progermg is a vaglnal ring that will-beis used in

—exeept—tha{—the to prevent
pregnancy in women who are breastfeeding. Progering® is currently available to
women in Bolivia, Chile, Ecuador, and Peru. The rings that will be used in this study
are made from the same materials as Progering® but do not contain rReany medicine at
all. The rings used in this study will not protect you from pregnancy, HIV or any
infection passed through sex. About two-thirds of the women in this study will be asked to
use the ring for 12 weeks and about one third will not use the ring. As-this-is-arandomized
trial; wWomen who join this study will not be able to choose their group assignment since
this is a randomized trial, which means that group assignment is selected
randomly (e.g. flip of a coin). The other purpose of this study is to find out what
women think about using a vaginal ring.

Why is this Study Being Done?, second paragraph:

Although vaginal rings have been approved by the United States Food and Drug
Administration and the Progering® has been approved by regulatory authorities in
Chile, this particular research study would like to find out more information about
how the rings affect the vagina. For example, if you decide to join the study, some of
the tests that will be done will look for changes in the bacteria that are normally found
in the vagina.

Why is this Study Being Done?, third paragraph, second sentence:
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A total of 252 women from Pune; India, Alabama-USA; and NewYorki USA;the US will join
this study (150 in India and 102 in the US).

What Do | Have To Do If | Take Part in the Study, first paragraph:

If you agree to be in the study, you must not use, or plan to use, the following at
enrollment, during the period of study participation,-and-for-an-extramonth-after-the
study—ends: non-study vaginal products or other devices including diaphragm, sex
toys, douching and other intravaginal cleansing practices, female condom,
intravaginal ring (except for the one provided in this study if you are in the group that
will use the ring), spermicide, and/or menstrual cup. You will be allowed to use
tampons.

What Do | Have To Do If | Take Part in the Study?, fifth bullet :
You will also have these study visits hereat the study site:
o 16-Week/Study Termination Visit
Enrollment Visit, all modified bullets:

o Answer questions to confirm that you are able to participate in this study and that
you understand what will be asked of you if you agree to participate

¢ Answer questions about your sexual behavior and what vaginal products you have used
before or may like using

e Tell the study staff about previous pregnancies,-ard how many children you have, and
hear about ways to avoid becoming pregnant

o Tell the study staff about any medical problems you are currently having or had in the
past, as well as changes in your health or menstrual periods

e Have a physical exam based on any signs or symptoms you report
Hear about (first and fourth sub-bullet)

o how to avoid preghaney-and-infections passed during sex while you are in the
study

. Prowde a urine sample for a pregnancy test—and—teJeestelLuﬂn&mieeheﬁ

e Provide a blood sample for-syphilis-testing-(if-you-have-sighs-of syphilis}in case there
are questions about your test results

e Have a pelvic exam and colposcopy. During the colposcopy, the study doctor or nurse
will look at your genital area and into your vagina through a lens called a colposcope.
The lens works like a magnifying glass to help the nurse or doctor see anything that may
not be normal. The lens will not be inside your body. They may take digital video
pictures of the colposcopy with a camera. You may tell the study staff not to record these
images. These images will be kept strictly confidential and used only by study physicians

to decide upon-the-significance-ofpossibleif changes in the vagina or cervix are

important for the research study results

[ ]
[ ]
o Prowde samples of vaginal dlscharge that will be collected with a swab to check for
vaginal infections and-vaginal-cultures-{types-and-amounts-of bacteria-in-the vagina)
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o Provide samples of vaginal discharge that will be collected with a swab to check
for vaglnal cultures (types and amounts of bacteria in the vagma)

e If you are in the group that uses the vaginal ring, the study staff will give you a study
ring and will also discuss the following with you:

o The study staff will tell you how to insert the ring, and then give you privacy so
that you can put the ring in yourself. A study doctor or nurse will then check to
see that you have put the ring in the right way. If you are-havinghave difficulty
putting in the ring, you can ask questions and receive more advice. Please let
the study doctor or nurse know if you do not think that you will be able to put the
ring in by yourself

o If your ring falls out before your next visit and you do not feel comfortable rinsing
the ring in clean, warm water and putting it back in your vagina, you will need to
save this ring in a special bag that we will give you and bring it back to your next
visit, some participants may also receive a bottle of water

0 Receive test results if available

0 Schedule your next visit, if you are found to be eligible for the study

Scheduled Monthly Visits (4-Week, 8-Week, 12-Week and 16-Week/Study Termination
Visits), all modified bullets:

Have a phyS|caI exam based on any signs or symptoms you report
Provide samples of vaginal discharge that will be collected with a swab to check for

vagmal—mfeetren&and—vagmal—euttures{types and amounts of bacterla in the vaglna)

o Receive test results if available If your test results are not available at your 16-Week/Study
Termination Visit, study staff may contact you at a later time to provide you with this
information.

o Schedule your next visit (except at the 16-Week/Study Termination Visit)

Additional Procedures:
You will complete all of the regular monthly procedures plus the following at the visits
indicated:

¢ Answer questions about using the vaginal ring (if you are in the group that uses the ring)
(4-Week, 8-Week, and 12-Week Visits)

o Have samples of cervical fluid taken to answer questions about how your body
works to protect you from infections. This testing will only be done for US
participants. Results will not be provided to participants since this is for research
purposes only. (Enroliment and 16-Week Visits only)

¢ Have the study ring removed by the physician-study doctor. The study staff will then
take a sample of the fluid that is on the ring for testing. You will not get the results of this
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test because the test is for research purposes only and will not result in information that
could be used for your health. This testing will only be done for US participants (12-
Week V|S|t)

It takes about [SITES TO INSERT AMOUNT OF TIME] before results for colposcopy,
HIV and infections passed through sex are ready. You will not receive the results of the
vaginal-culturestests for the types and amounts of bacteria in the vagina, because
these types of tests do not give information that can be used for medical care. You will
talk to the study staff about the meaning of your test results and how you feel about
them.

If your exams and tests show that you have an infection passed through sex, you
may need medicine to treat it. You will be-asked-to-see—yourregular—clinicbe
provided or prescribed medicine erbe-givenmedicinehere or be referred to
another clinic for treatment. The study staff will ask you to stop using the
vaginal ring, if you are in the group that uses the ring. You will be asked to come
back here after taking all the medicine.

At Any Time in the Study:

At Any Time in The Study

If the study doctor thinks you have health problems that may be caused by infections,
including those passed through sex, if you have signs of infections, or if local rules
apply, you may:

Have an exam of your genital area and your vagina

Give blood, cervical, and/or vaginal fluid to test for infections

Provide a urine sample for a pregnancy test or to check for a urine infection
Get treatment or a prescription or a referral for most types of infections if you
need it

o Counseling about HIV testing if the study doctor thinks you need to be tested
for HIV

Why Would the Doctor Take Me Off This Study Early?
First bullet, first sentence:

e The study is cancelled by the US National Institutes of Health (NIH), the lnternational
Partnershipfor-MicrobicidesPopulation Council, the-Ethics-Committee; the US Office
for Human Research Protections (OHRP), the MTN, the local government or regulatory
agency, or the Institutional Review Board (IRB)/Ethics Committee (EC). (An IRB is a
committee that watches over the safety and rights of research participants)

Second paragraph, first sentence:

The study doctor will-may ask you to stop using the ring (if you are in the group that uses
the ring) but continue to come in for your follow up visits and procedures if:
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What Are the Risks of Being in the Study?, Risk of Pregnancy, first paragraph, second
sentence:

You must agree to use effective method of birth control such as birth control pills or
another hormonal based method (except contraceptive vaginal rings), an
intrauterine device (IUD), study provided male condoms, be sterilized, or have sex
with a partner who is sterilized while you are participating in the study-and-foran

extra-month-after the study-has-ended.

What Are the Risks of Being in the Study?, Risk of Pregnancy, third paragraph, final
sentence:

This study cannot provide care related to termination of pregnancy, though study staff can
provide you with information about yourwhere you can access t{ea termination of pregnancy

as part of your pregnancy counseling you-about-yourpregnancy-testresults.
What Are the Risks of Being in the Study?, Risk of Blood Draws, first sentence:

You may feel more than expected bleeding, discomfort or pain when your blood is drawn.

Are There Benefits to Taking Part in This Study?, second paragraph, seventh sentence:

If you have—any—of-these-infections—are diagnosed with a sexually transmitted
infection, you will bereferredfor-treatment-get medicine or a prescription to treat

it, if needed.

What Other Choices Do | Have Besides This Study?, second paragraph:

What about Confidentiality?, bullet points:

o TheRepresentatives of the US Federal Government including the US Food and
Drug Administration (4S-FDA), the US

Human-Research-Protections {OHRP), NIH and/or contractors of the NIH
[INSERT NAME OF SITE] IRB/IEC

Study-monitors

Ethics-committees

Population Council, the Oorganization supporting-supplying the ring for this
study{international-Partnershipfor Microbicides)

What About Confidentiality?, Second paragraph:

[For US sites only:] In addition to the efforts made by the study staff to keep your personal
information confidential, a Certificate of Confidentiality has been obtained from the US
Federal Government for this study. This Certificate protects study staff from being forced to
tell people who are not connected with this study, such as the court system, about your
participation or information you give for study purposes. Even—with—the—Cetrtificate—of
Confidentiality—however However, if the study staff learns of possible child abuse and/or
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neglect or a risk of harm to you or others, they will be required to tell the proper authorities.
Having a Cetrtificate of Confidentiality does not prevent you from releasing information about
yourself and your participation in the study.

What Are The Costs To Me?

There is no cost to you for the study visits; or study provided male condoms er-treatmentfor

Will I Receive Payment?
You will be paid-compensated for your time and effort for each study visit.
What Happens If | Am Injured?

There is no program for compensation either through this institution or the US National

Institutes-of Health-(NIH).

Signature, participant signature line:

Participant’'s Name or Mark (print) Participant’s Signature and Date
111. Appendix VI: Sample Informed Consent (Storage and Future Testing of Specimens),
Introduction, first paragraph, first sentence:
You have decided to take part in a US National Institutes of Health (NIH) research study.

Appendix VI: Sample Informed Consent (Storage and Future Testing of Specimens),
Introduction, first paragraph, fifth sentence:

If you have any questions, if-you-have-some-please ask them.
How Will You Get the Samples From Me?, first and second sentences:
The research doctors want to save any extra blood and vaginal/cervical fluid leftover from
your tests during the study. This leftover blood and vaginallcervical fluid will be kept and

used for future research.

How Will You Use My Samples?, seventh, eighth, and ninth sentences:

How Will You Use My Samples?, last paragraph:
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Research studies using your samples will be reviewed by the US Natioraltnstitutes—of
Health—(NIH), an—Ethiecs—Committee,—and an Institutional Review Board (IRB)/Ethics
Committee (EC), a special committee at the researcher’s institution whose purpose is to
protect you as a research participant.

What About Confidentiality?, third paragraph, first sentence:

People who may review your records include: [INSERT NAME OF SITE] IRB, US National

NIH)Yand/or contractors of the NIH, Office for Human Research
Protections (OHRP), US FDA, Population Council, [INSERT NAME OF SITE] IRB/EC,
and study staff.

How Will My Samples Be Stored?

Your samples may be stored at your site or sent to the United States for storage and
testing. Your samples will be stored at special-facilities that are designed to store samples
safely and securely. The storage facilities are designed so that only approved researchers

WI|| have access to the samples Seme—empleyees—ef—ﬂw—ste;age—faemhes—w%need—te

Signature Page:

Please carefully read the statements below and think about your choice. No matter
what you decide, it will not affect your participation in this study or your medical
care. If you have read the informed consent (or had it read and explained to you),
understand it, and all your questions have been answered and you agree to take part in
this study, please initial or mark your choice and sign your name or make your mark
below.
[Insert signature blocks as required by the local IRB/EC]
| agree to allow my leftover samples to be stored for future testing.
OR
I do not agree to allow my leftover samples to be stored for future testing.

Signature Page, participant signature line:

Participant’'s Name or Mark (print) Participant’s Signature and Date
112. The protocol title, version number and date are updated throughout the protocol
document

113. Correction of minor editorial and typographical edits and updates are made throughout
the protocol document
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