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LETTER OF AMENDMENT SIGNATURE PAGE

I will conduct the study in accordance with the provisions of this protocol and all applicable
protocol-related documents. | agree to conduct this study in compliance with United States (US)
Health and Human Service regulations (45 CFR 46); applicable U.S. Food and Drug
Administration regulations; standards of the International Conference on Harmonization
Guideline for Good Clinical Practice (E6); Institutional Review Board/Ethics Committee
determinations; all applicable in-country, state, and local laws and regulations; and other
applicable requirements (e.g., US National Institutes of Health, Division of AIDS) and
institutional policies.

| have read and understand the information in this protocol and will ensure that all associates, colleagues,
and employees assisting in the conduct of the study are informed about the obligations incurred by their
contribution to the study.”

Signature of Investigator of Record Date

Name of Investigator of Record
(printed)
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The following information impacts the HPTN 083-02 study and must be forwarded to all responsible
Institutional Review Boards/Ethics Committees (IRBsS/ECs) as soon as possible for their information and
review. This Letter of Amendment (LoA) must be approved by all responsible IRBs/ECs before
implementation.

The information contained in this LoA does not impact the informed consent forms (ICFs).

Upon receiving final IRB/EC approval for this LoA, sites should implement the LoA immediately. Sites are
required to submit an LoA registration packet to the DAIDS Protocol Registration Office (PRO) at the
Regulatory Support Center (RSC). As part of the registration package, sites must submit the Letter of
Amendment Investigator Signature Page, sighed and dated by the Investigator of Record. Sites will
receive a registration notification for the LoA once the DAIDS PRO verifies that all the required LoA
registration documents have been received and are complete. An LOA registration notification from the
DAIDS PRO is not required prior to implementing the LoA. A copy of the LoA registration notification
along with the LoA and any IRB correspondence should be retained in the site’s regulatory files.

If the full HPTN 083-02 protocol is amended in the future, the changes in this LoA will be incorporated into
the next version.

Summary of Revisions and Rationale

1. Prior to the interruption of conduct of this qualitative sub-study due to COVID-19, 40 interviews
out of a planned 200-300 had been conducted. While the sub-study was paused, the blinded
component of the main 083 study was stopped and the results of the analysis were made public.
As soon as sufficient medication is available, all participants enrolled on the main study will be
given the option to continue open label PrEP with either oral Truvada or injectable Cabotegravir.
The discontinuation of the main study as originally designed rendered obsolete the categories of
participants that were being targeted for interviews in this substudy, as described in version 1.0 of
this study’s protocol. The revisions to that protocol contained in this Letter of Amendment have
been made to redefine the groups that will be interviewed for this qualitative study. Each site will
now be asked to enroll approximately 60 participants overall, divided evenly between arms
among those who wish to continue open-label PrEP with either the regimen they received during
the blinded study or the other regimen. Sites that had enrolled participants prior to the pause of
this sub-study will enroll new participants to the maximum of 60 participants in total (old and new)
for their site. The enrollment criteria for the study have been adjusted to reflect the revised group
definitions. The objectives of this qualitative study and the total target enrollment remain
unchanged.

2. The timeline in Figure 1 and references to where, during conduct of the main study, participants
would be recruited for this sub-study have been deleted from the protocol since the original
design of the main protocol no longer applies. A new section has been added...Section 2.3.4...to
describe the revised anticipated study timeline.
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Deletions to the protocol text are indicated by strikethrough; additions are indicated in bold.

Revision 1: Schema

Study Population: Participants in Step 2 or 3 of the Main HPTN 083 Trial who have been
unblinded to their study regimen and have indicated a wish to continue
on open label medication are:

> foctl I rioetabl nlacel
Or
3 Discontine-thels injectanle PrER/placebo-after getiing-at-least one

- : :

We will recruit from 2 U.S. sites (Chicago, IL; Decatur, GA) and 3
international sites (Rio de Janeiro, Brazil; Cape Town, South Africa; and
Bangkok, Thailand).

Study Size: We expect a total N of 150-225 200-300 fer participants interviewed in
Steps 2 and a-total-N-of 50-75-participants-for participanis-interviewed-in
Step 3.
Letter of Amendment #1 to Page 3 of 7 LoA Date 16 SEP 2020

HPTN 083-02 Version 1.0



Letter of Amendment #1 to
HPTN 083-02 Version 1.0

Page 4 of 7

LoA Date 16 SEP 2020



l Revision 2: Section 2.3.1- Study Type

This will be a three-year qualitative study of individuals who have enrolled in HPTN 083
(and therefore met HTPN 083 study inclusion and exclusion criteria) across both
domestic and international study sites. We will collect qualitative data from three-groups

of HTPN 083 participants in Step 2 {blinded,randomized;-after-eral-ead-in)-and from

participantsin Step 3 {epentabelphase) of the parent study. The main study participants
who will be enrolled for this sub-study are described in Section 3.0.

Participants will complete one mdrvrdual semi- structured qualrtatrve mtervrew lasting
30-60 minutes. Pa A
exeluded—furemﬂeempletmg—an—mterwew—m&ep% Qualrtatrve data will be collected
around factors influencing HPTN 083 participants’ adherence to injectable PrEP and
retention in the study.

The total anticipated N is $56-225200-300 fer participants interviewed-in-Step-2,-and-50-75-for
participantsinterviewed-in-Step-3. The study will begin when IRB approval is received and

continue until the end of the trial. We expect that data analysis will occur for up to 6 months after
the conclusion of data collection.

Revision 3: Section 2.3.4- Study Timeline

2.3.4 Study Timeline

It is anticipated that conduct of interviews will be complete approximately six to nine
months after sites begin to offer participants a choice of open-label PrEP medication.
Analysis is expected to require six additional months, for a total timeline of 12-15 months.

Revision 4: Section 3.0- Study Population

Fhree Four groups of HTPN 083 participants from Step 2 {blinded,+randomized;after
oral lead-in; see group descriptions below) and participants from Step 3 (open label
phase)—of the parent study, wrll partrcrpate in thrs qualrtatrve sub study lnétep—Z—ef—the

gettmg—at—least—l—mjeetren—Deﬁnmens—fer—tThe threefour groups are as follows

1) Participants who received injectable PrEP during the blinded phase of the main
study (oral placebo) and wish to contrnue to recerve open Iabel |njectable PrEP
after unblrndrng he““a :
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2) Participants who received oral PrEP during the blinded phase of the main study
(placebo |nject|on) and wish to contlnue to receive open -label oral PrEP after
unbllndlng

3) Participants who received injectable PrEP during the blinded phase of the main
study (oral placebo) and wish to recelve open- Iabel oral PrEP after
unbllndlng A . ;

4) Participants who received oral PrEP during the blinded phase of the main study
(placebo injection) and wish to receive open-label injectable PrEP after
unblinding.

will be determlned by achlevmg thematlc saturatlon of data by S|te or the point at which
new |nformat|on is unllkely to be obtalned by completing addltlonal mterwews 10 we

Participants will be selected via purposive sampling, whereby study staff members attempt to
find representative participants from the various groups we are sampling. We will aim to have
TGW comprise approximately 25% of the total sample for the qualitative study.

‘ Revision 5: Section 3.1- Inclusion Criteria
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Inclusion criteria will mirror those of the parent study, but for specific enrollment
purposes they are:

e Properly enrolled and consenting participant in Step 2 or 3 of the HPTN 083
parent study and at one of the study sites for this qualitative sub-study

e Has been unblinded to the treatment regimen they received during the
blinded phase of the main trial and has indicated a desire to continue with
open-label, study-provided PrEP

‘ Revision 6: Section 3.2- Exclusion Criteria

Exclusion criteria will mirror those of the parent study with the addition of this criterion:
» Participants who were interviewed prior to main study unblinding;

‘ Revision 7: Section 6.2- Sample Size

This sample size will be refined by achieving thematic saturation of data by site, or the point at
which new information is unlikely to be obtained by completing additional interviews.'° We
anticipate interviewing approximately £50-22540-60 participants from for Steps 2; and 50-75
participantsfor-Step 3 at each site, for a total N of 200-300 participants for this sub-study.

Letter of Amendment #1 to Page 7 of 7 LoA Date 16 SEP 2020
HPTN 083-02 Version 1.0



