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Protocol Synopsis

and rationale

Title
The PRELUDE Study: Implementation of HIV preexposure prophylaxis among people at
highrisk for HIV infection: A demonstration project

Background Significantincreasesin HIV diagnoses among gay and other homosexually active men,

in Australiaandinternationally, have been observed since the late 1990s. The levels of
high HIV risk sexual practices among gay men have alsoincreased, particularly
unprotected anal intercourse (UAI). Nationally, overthree quarters of the new HIV
infections diagnosed annually are among men who have sex with men (MSM). The
proportion of heterosexual men and women amongthose diagnosed with HIV
annually has alsoincreasedinrecentyears. Despite successesin some situations, HIV
transmission has not been adequately reduced by the prevention methods available
to those at risk, such as education, condoms, and treatment of sexually transmitted
infections (STls).

The effectiveness of daily oral antiretroviral medications (ARVs) as preexposure
prophylaxis of HIV (PrEP) has been established in clinical trials and observational
studies, in both heterosexual adults and homosexual men. Throughits “HIV
prevention strategy 2012-2015: New era,” NSW Health committed to consider how to
most appropriately and efficientlyimplement PrEP in line with evidence . This
commitmenttranslatedinthe supporttothis PrEP demonstration project.

This demonstration projectis designed to develop and evaluate the model of services
providing daily combination of tenofovir disoproxil fumarate and emtricitabine
(TDF/FTC, known as TRUVADA®), Gilead Sciences) as PrEP to a sample of sero-negative
individuals at highrisk for HIV infectionin clinical settingsin New South Wales,
Australia. The project will inform policy development regarding primary HIV
prevention with PrEP.

Study
objectives

Aim: To evaluate the implementation of evidence-based provision of PrEP in health
care settingin NSWto a sample of individuals at high risk for HIV.

Primary objective(s)

1. To assessthe feasibility of the process of PrEP deliveryinvarious health care
settingsin NSW (including eligibility screening; counselling about PrEP, condom
use and riskreduction; testing for HIV; prescription and follow-up patients on
PrEP).

2. To assessthe acceptability of PrEP among adultsinvited to participate in the
PrEP implementation project (including overall uptake of PrEP amongthose
offered PrEP and reasons fordeclining PrEP, patterns of PrEP use among
participants, self-reported preferences foralternative schedules and/orduration
of PrEP use).

3. Toassessfactors associated with PrEP use:

a. adherence to PrEP among HIV negative individuals: levels (measured by
behavioural measures), patterns of adherence, and factors associated
with optimal and sub-optimal adherence.

b. Experience and perceptions of side effects associated with PrEP use
(measured by self-report, clinical and laboratory diagnoses) and their
impacton PrEP usage and adherence.

c. behavioural effects of PrEP use (measured as change inrisk behaviours
and risk-reduction practices associated with sexual transmission of HIV).
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Exploratory objective(s)

1. Todocumentthe cost of PrEP provisionin NSW health care setting; assess the
feasibility, funding and potential co-payment schemesin the likelihood of PrEP
provision afterthe completion of this demonstration project.

2. Assessbiological markers of adherenceto the study productand compare them
with self-reported adherence.

Participant
population

Homosexual menand heterosexual men and women at high risk of HIV infection

Study design

Thisis an open-label, single-arm treatment evaluation study.

Stage I: Initially, the study will recruit participantsin fourlarge HIV and sexual health
servicesin NSW which currently provide ARVs as treatment and as non-occupational
post-exposure prophylaxis of HIV. These will include:

e RPASexual Health (RPASH)

e St.Vincent’s Hospital (SVH)

e SydneySexual Health Centre (SSHC)

e WesternSydney Sexual Health Centre (WSSH)

Stage Il: As recruitment evolves, the involvement of other health providers (including
otherpublicclinicsand s100 prescribers) in NSW will be considered. Based on the
speed of study start-up and enrolment at the Stage | clinics, Stage Il may beginand
run concurrently with Stage I. These will include:

e Clinic16(C16)

e Holdsworth House Medical Practice (HH)

e PacificClinic(PC)
Taylor Square Private Clinic(TSPC)
Approximately 300 participants will be enrolled and will take daily PrEP for up to 30
months (2.5 years), with subsequent post-PrEP follow-up for additional 6 months. A
subset of approximately 100 participants (recruitedin three study clinics Sydney
Sexual Helath, St Vincent’s hospitaland Holdsworth House) will participateininthe
blood sample collection and analyses.

Treatment of
participants

All consentingand eligible HIV negative participants will receive a fixed-dose co-
formulation of FTCand TDF (i.e., TRUVADA) prescribed for daily administration orally.
Each FTC/TDF tablet contains 200 mg of FTC and 300 mg of TDF (equivalentto 245 mg
of tenofovirdisoproxil). The study product will be supplied by Gilead Sciences (F oster
City, USA).

Study
procedures

Summary:

e Cliniciansin participating clinics will provide potential PrEP candidates with
information on PrEP, and interested patients will have an opportunity to
discussthe information about the study with amember of the study teamand
to ask forany clarification, either during or afterthis routine visit.

e Participants who are interested in PrEP and willing to take part inthe PrEP
demonstration study will be given a copy of the Participant Information Sheet
and Consent Form (PICF) and a verbal explanation of the study purpose and
procedures. Written informed consent will be obtained beforethe screening
visitwhich will include the assessment of knowledge regarding HIV risk and
riskreduction and understanding of PrEP, evaluation of client’s behavioural
eligibility for PrEP, standard of care proceduresincluding confirmation of HIV
negative status, testing for sexually transmitted infections (STI) and treatment
if necessary, testing for hepatitis B status and vaccination if negative, and
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assessment of hepaticand renal function.

e The participantwill be enrolled into the study afterthe informed consent
process has been completed and the participant has metall selection criteria.
The participant will receive aunique study number, and this willbe
documentedinthe participant’s medical record and on all study documents.
Participants who commit to taking daily PrEP and participatingin follow-up
visits will be given a prescription for TRUVADA® to coverthe period until the
nextfollow-up visit.

e Ateachfollow-up visit, the following procedures will be conducted: clinical
evaluations/ procedures (performed by alicensed clinician), testing for HIV,
STls, hepaticand renal function, assessment foradherence to the prescribed
medication, side-effects, eligibility for TRUVADA® prescription until the next
follow-up visitand willingness to continue on PrEP. Collection of plasmaand
PBMCs for TRUVADAZ® druglevels and collection of serum for storage will
occur at one, six and twelve months after PrEP initiation in participating
clinics.

e In November2015, all existing participants who originally consented to take
the study medication TRUVADA® for 12 months will be offered to continue
taking TRUVADA® foran additional 18 months. All participants willing to take
this offer will be asked to update theirconsent. If they consentto participate
inthe extension period, the same study procedures will be followed until final
TRUVADAZ® follow-up at month 30.

e Asthestudyrequirement, participants will complete aself-administered
attitude, behavioural and lifestyle survey (accessed onlinevia a desktop or
laptop) which will be part of enrolmentand each follow-up round and will be
completedinthe participant’s private space.

e Anyextended prescription of TRUVADA® will require reassessment of
eligibility for PrEP, willingness to continue takingit and ability to take partin
the nextfollow-up visit. Reinforcement of the need forrisk reductionand
condom use will be conducted with each participant at each study visit.
Participants discontinuing PrEP will undergo a discussion of risk reduction as
well as testing for HIV/STlin the period following discontinuation.

e All participants will be asked to completeaself-administered attitude,
behavioural and lifestyle survey online viaadesktop orlaptop at 3and 6
months following PrEP discontinuation, and to provide consent fordata
linkage with the HIV registry of NSW, to maximize detection of all HIV
infections linked to the use of PrEP.

Statistics

The analyses will be described in detailin a full Statistical Analysis Plan. Briefly, they
will cover:

The feasibility of PrEP delivery: Analyses willcover: 1) the acceptance and rejection
rates among prospective participants who are offered to participate inthe
implementation study, along with the reasons forand factors associated with the
acceptance of offeroritsrejection; 2) eligibility for PrEP amongindividuals entering
the screening process; 3) the proportion of participants providing their consent to
participate inthe study amongindividuals found to be eligible, and 4) the retention
rate among participants enrolled in the study.

Adherence to the study medication: Analyses will focus on assessingtimeon daily
TRUVADAZ® until its discontinuation, numberand proportion of doses taken and
missed, the relationship between sexual practices and medication use, and the
relationship between adherence levels and HIV-free time on the study product.

Safety and tolerability: Analyses will coverthe incidence and severity of side effects
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associated with the daily use of TRUVADA, and the associated discontinuation of the
study medication.

The effects of PrEP use on behaviour: Analyses willfocus on the prevalence and
changesovertimeinthe awareness and perception of HIV risk, sexual practices,
condom use, and use of safersex practices. Comparison of sexual practices overtime
will cover periods of three months before starting the preventative treatment, during
the course of treatmentand up to six months afterthe treatment discontinuation.

Data collected by this study will also be used to conduct statistical analyses of therisk
of HIV seroconversion among individuals on PrEP with a focus on estimating the risk
of seroconversion per person-time of follow-up on TRUVADA, the probability of HIV
seroconversion persexual contactamongindividuals taking PrEP and the effect
modifyingrole of non-adherence to the prescribed medication schedule, STland side -
effectsleadingtoinconsistent PrEP use. Analyses of HIV seroconversions will also
include the period of up to six months after the treatment discontinuation using data
linkage withthe NSW HIV Registry.

Analyses willbe conducted using appropriate longitudinal regression models with
time-varying exposures. Data analysis will be conducted at the Kirby Institute using
STATA (StataCorp, College Station, TX, USA).
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Study Flow Chart (for details, see table 2)

Post-
Data collection | Screening | Baseline Follow- Follow-up2 Follow-up3| Follow-up4 Follow-up5 Follow-up - Follow-up Prep Data.
round Visit 0 Visit 1 upl Visit 3 Visit 4 Visit 5 Visit 6 61010 1 assessm| collection
Visit 2 Visit 7-11 Visit 12 ent Visit| Visit 14
13
Timeline Week -2 0 Month 1| Month 3 Month 6 Month 9 Month 12 Month 15 Month .30 orl Month Month 36
97 discontinuat 33
ion
Informed consent X X®
Review eligibility X X X X X X X X
Medical history X X
Interim history /
adverse events X X X X X X X X
Laboratory tests X X X° X X° X X° ¥ "
Dispense study
medication X X X X X X X X
. b C
STl testing X X X X X X X X X
HIV testing X X X X X X X X X X X
Attitude,
behavioural & X X X X X X X X X
. X X
lifestyle survey
Visits 0 and 1 may be combined.
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? blood collected for plasma/PBMCs/serum Pobtained perstandardof care ‘Hepatitis B status obtained priorto baseline
d
HIV status post-PrEP discontinuation maybe obtained via data linkage € Participants will be re-consented to the extension partof the study at visit 6 if they want to participate in the extension part of the study.
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Common Acronyms

Abbreviation/Acronym | Description

AE Adverse Event

AIDS Acquired Immune Deficiency Syndrome

ART Antiretroviraltherapy (for HIV positive individuals)

ARTG Australian Register of Therapeutic Goods

ARV Antiretroviral medications

BMD Bone Mineral Density

CDC US Centers forDisease Control and Prevention

CRF Case ReportForm

CTA Clinical Trials Authorisation

DAIDS Division of AIDS

DSMB Data Safety and Monitoring Board

DSPH Gilead Drug Safety and PublicHealth

eCRF electronicCase Report Form

eGFR estimated Glomerular Filtration Rate

FDA U.S. Food and Drug Administration

FTC emtricitabine

FU Follow-Up

GCP Good Clinical Practice

HBV Hepatitis BVirus

HIV Human Immunodeficiency Virus

HREC Human Research Ethics Committee

ICH International Conference on Harmonisation of Technical
Requirements for Registration of Pharmaceuticals for
Human Use

iPrEx study The international multisite Pre-exposure Prophylaxis
Initiative

MSM Men who have Sex with Men

NSAID non-steroidal anti-inflammatory drug

PBMC Peripheral blood mononuclearcell

PEP Post-exposure prophylaxis

PICF Participant Information and Consent Form

PreP Preexposure prophylaxis

PSC Protocol Steering Committee

QA Quality Assurance

QC Quality Control

RAI Receptive Anal Intercourse

SAE Serious Adverse Event

SAR Serious Adverse Reaction

SOP Standard Operating Procedure

STI Sexually Transmitted Infection

SUSAR Suspected Unexpected Serious Adverse Reaction

TDF tenofovirdisoproxil fumarate

UADR unexpected adverse drugreaction

UAI unprotected anal intercourse
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1.0 Background and rationale

1.1 Rationale

The effectiveness of antiretroviral medications (ARVs) as preexposure prophylaxis of HIV (PrEP) has
been established by anumber of clinical trials and observational studies conducted in heterosexual
adults, homosexual men and people whoinjectdrugs. >’ To date, TRUVADA® remains the only
antiretroviral medication that has been approved by the US Food and Drug Administration (FDA) for
preventative use as PrEP among individuals at highrisk for HIV. It has not been licensed for this
purpose in Australia yet. However, through the NSW HIV strategy 2012-15, NSW Health has
committed “to consider how to most appropriately and efficientlyimplement PrEP in line with the
evidence,”® and has provided support to establish and conduct the PrEP demonstration projectin
NSW.

Thisdemonstration projectis designed to evaluate the off-label provision of daily combination of
tenofovirdisoproxil fumarate and emtricitabine (TDF/FTC, marketed as TRUVADA® by Gilead
Sciences) as PrEP to seronegative adults at high risk for HIV infectionin NSW. Inlight of the NSW HIV
Strategy, which commits to the evaluation of mechanisms of PrEP implementation, the project will
inform policy development regarding primary HIV prevention with PrEP in NSW and Australia.

1.2 Name and description of the drug therapy being investigated

The combination of the nucleoside analogue HIV-1reverse transcriptase inhibitors tenofovir
disoproxil fumarate (TDF) and emtricitabine (FTC) (marketed as TRUVADA®) is produced and
distributed by Gilead Sciences, Inc. (Foster City, CA, USA; Medication Guide #21-752-GS-028°).

TRUVADA® was initially approved by the U.S. Food and Drug Administration (FDA)in 2004 and
indicated, in combination with otherantiretroviral agents, for the treatment of HIV-1linfectionin
adults and paediatricpatients 12 years of age and older. The recommended dose of TRUVADA® in
adultsand in paediatric patients 12 years of age and olderwith body weight greaterthan or equal to
35 kg is one tablet (containing 300 mg of TDF and 200 mg of FTC) once daily takenorally. Inorderto
optimise the absorption of tenofovir, itisrecommended that TRUVADA® should be taken with food.

Following oral administration, FTC is rapidly absorbed with peak plasma concentrations
occurring at 1-2 hours post dose, and the half-life of one dose is approximately 10 hours. ¢
Maximum TDF serum concentrations are achieved in 1.0 + 0.4 hour, with half-life of
approximately 17 hours. TDF is principally eliminated by the kidney, and FTC - by kidney and
digestive tract. Although, TDF alone has been proven to significantly reduce the risk of HIV
infection, FTC complements TDF in establishing protective levels earlier and reaching rectum
faster. Therefore, a combination of TDF and FTC is more favourable, particularly for homosexual
men, than TDF alone.

Based on the results of clinical trialsin men who have sex with men (MSM) at high risk for HIV-1
infectionandin heterosexual serodiscordant couples (See Clinical Studiesin section 1.3), TRUVADA®
(incombination with safersex practices) was subsequently approved by the FDA as HIV Preexposure
Prophylaxis (PrEP)in high HIV risk adults inJuly 2012."° TRUVADA® is the only agent to be approved
for HIV preventionin uninfected adults.
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1.3 Summary of relevant clinical trial data from earlier studies

In the past few years there have been majoradvancesin the field of biomedical prevention of
sexually transmitted HIV. As of September 2015, data fromten placebo-controlled randomized
clinical trials (RCTs) and three observational studies confirm that TDF alone or in combination with
FTC (as TRUVADA®) is effectivewhen used as oral preexposure prophylaxis of HIV infectionin men
who have sex with men !, heterosexual adults at high risk for HIV infection > and people injecting
drugs®. Overall, the pooled risk ratio from these studies isin favour of PrEP use (pooled risk ratio
(PRR)=0.49; 95% confidence interval (95% Cl):0.33-0.73 [WHO meta-analysis, underreview for
Cochrane Database Syst Rev). Inthe same pooled analysis, PrEP has been found to be effectivein
reducingthe risk of HIV infection across gender, PrEP regimen (TDF alone or a combination of TDF
and FTC (TRUVADA®), dosing (daily orintermittent), and mode of HIV acquisition (sexual ve rsus
percutaneous exposure).

TDF alone, orin combination with FTC has beenthe oral ARV of choice in clinical trials, primarily due
to itslonghalf-life, favourable safety profile, and effective penetrationinto the genital
compartment. "

The international multisite Pre-exposure Prophylaxis Initiative (iPrEx study) specifically investigated
safety and efficacy in high risk MSM populations * and demonstrated that once-daily TDF/FTC
decreasedthe likelihood of HIV infection by 42% among 2499 high-risk MSM. Adherence to study
medications was crucially linked to efficacy: those participants who took at least 90% of study drug
had a greaterthan 70% level of protection and men with detectable levels of TDF or FTC in plasma
and peripheral blood mononuclear cells experienced a greater than 90% protective effect.

More recently, evidencefrom the iPERGAY and PROUD studies suggests thatin highriskindividuals
PrEP may be more effectivethan previously thought. Both studies enrolled participants with very
high expected HIV incidence and, despite differencesin TRUVADA® dosing, showed the same 86%
reductionin HIV risk due to Prep. *’

In heterosexual menand women, intwo studies dailyoral TDF/FTCuse has been shown to be safe in
reducingthe risk for heterosexual HIV acquisition when consistently used. The Partners PrEP trial
reported 75% efficacy for TDF/FTCand 67% efficacy for TDF alone. The TDF2 trial found 62% efficacy
inmenand women, with 84% medication adherence by returned pill count. However, two other
studies with heterosexualwomen (FEM-PrEP trial and the VOICE trial) did not find PrEP to be
effectiveandreported very low levels of medication adherence. The conflicting trial results for
efficacy of TDF/FTCin heterosexual menand women can be explained in part by the poor
medication adherence.

Adherence appears to pose a major issue for effective implementation of PrEP on population level. *°
Published evidence from clinical trials clearly suggests awide gap between the average reductionin
the HIV risk provided by ARVs and theiradherence -adjusted efficacy. '’ This evidence is consistent
throughout different population groups, including MSMand transgender people, heterosexual men
and women, and people whoinject drugs (see Table 1and Figure 1). On average, TRUVADA®
efficacy levels were moderate and ranged from 42% among homosexual men * to 72% among
heterosexuals.'® Inthe same studies, adherence-adjusted efficacy measured by TDF detectionin
blood rose significantly to 92% in homosexual men and 84% in heterosexuals. On the other hand,
the FEM-PrEP" and VOICE*® trials, where participating women were not able to adhere to the same
medication, were stopped for futility. The observed gap between average and adherence-adjusted
levels of protection appears to vary not only across studies, but also across countries and research
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sites. Thisis bestillustrated by the iPrEx study, which found better adherence to PrEP among
homosexual meninthe US as opposed to the study sites in other countries.”

Studies have also found loweradherence rates in study groups taking intermittent compared to daily
PrEP, despite many participants expressing a preference forintermittent dosing. 2*** It appears that
daily PrEP schedule may facilitate the development of pill taking skills by otherwise healthy
individuals, make decision-making about taking pills easier (asitis not dependentonthe needto
predicta risk event), may be easierto manage in cases of missed pills, and may also simplify the
clinician-client communication about risk events and PrEP use.

Adherence to daily PrEP was shown to be higherinindividuals who are well informed about HIV risk
and PrEP and with higherattained education level (iPrEx study). ** Users at high risk for HIV infection
and motivated to stay negative are also more likely to adhere to PrEP (iPrEx-OLE study).’

Higherlevels of adherence can be expected among self-selected, motivated PrEP usersand among
those who are betterinformed about PrEP and HIV prevention, as recorded by iPrEx study and its
open-label extension.”
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Table 1: Results from randomized, placebo-controlled, clinical trials of the efficacy of daily oral
antiretroviral preexposure prophylaxis (PrEP) for preventing human immunodeficiency virus (HIV)
infection”’

Adherence-adjusted

Clinical o Type of mITT efficacy* efficacy based on TDF
e Participants rred s detection in blood
% (95% ClI) % (95% ClI)
Bangkok Injecting dru
Tenofovir jecting drug- | pg 49 (10-72) 70 (2-91)
users
Study
Partners HIV discordant | TPF 67 (44-81) 86 (67-94)
Prep couples TDF/FTC 75 (55-87) 90 (58-98)
Heterosexually
TDF2 active men TDF/FTC 62 (22-83) 84 NS

and women

iPrEx Men who have | o e 42 (18-60) 92 (40-99)
sex with men

Heterosexually

Fem-PrEP . TDF/FTC NS — NA —
active women
TDF NS — NA —
VOICE Het_erosexually
active women | TDF/FTC NS — NA —

Table 1 abbreviations:

Cl, confidenceinterval

FTC, emtricitabine

mITT, modified intent to treat analysis, excluding persons determined to have had HIV infection at enrolment
NA, data not available

NS, not statistically significant

TDF, tenofovir disoproxil fumarate

* % reductioninacquisition of HIV infection

Figure 1: Efficacy of daily TRUVADA® for prevention of HIV infection: WHO meta-analysis of
published evidence. [underreviewin Cochrane Database Syst Rev]

Study name Subgroup within study Comparison Statisfics for each study Risk rafio and 95% CI
Risk Lower Upper
ratio  limit limit Z-Value p-Value

BKK TDF Study Men and Women daily PEEP vs. placebo 0.517 0.2%0 0.924 2229 0.028 —.—‘
CDC Safety Study MSM daily PEP vs. placebo 0.141 0.007 2704 -1.299 0.194
FEWM-PIEP Women daily PIEP vs. placebo 0.950 0.5%5 1.517 0.214 0.831
1AV Kenya Study MSM and FSW multiple PrEP dosing 0.170 0.007 4.025 -1.087 0.272

Ipergay MSM intermittent PEP 0.144 0.033 0627 2584 o010 —_— T
IPrEx MSHK and TG daily PEEP vs. placebo 0.551 0376 0.838 2.828 0.005 -.-
Pamners PrEP Men and Women daily PEP vs. placebo 0.289 0.185 0.450 5471 0.000 E B
TDF2 Men and Women daily PEEP vs. placebo 0.373 0175 0.785 -2.554 o011 ——
VOICE Women- All PrEP daily PrEP vs. placebo 0.951 0702 1.28% 0.323 0.747
West Afica Study Women daily PEEP vs. placebo 0.202 00284 1725 -1.481 0144 —_—

<

A 1 1

0.490 0328 0.734 3.489 0.001

0.01 L] 0 100

Favours A Favours B

Studies of pharmacokinetics and statistical models of the relationship between drug adherence
levels and TDF efficacy in reducingthe risk of HIV infection found thatadherence of seven doses per
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week corresponded to 99% efficacy, four doses per week to 96% and two doses per week to 76%
efficacy. > However, there are currently no criteria established as to how many missed doses can be
considered safe.

Based on the review of availableliterature on medication adherence, the US CDC does not provide
guidance on discontinuing PrEP forreasons of non-adherence, but recommends that healthcare
providers work togetherwith patients eligible forand willing to take PrEP to influence and reinforce
adherence instructions.

The levels of adherence also vary depending on the adherence measures used. *° Forexample, in the
iPrEx study daily TRUVADA® use was self-reported by 95% of participants, pill counts adjusted
adherence down to 86%, while TDF was detected in only 51% of blood samples from HIV negative
participants and 9% of seroconverters.'

As to the safety profile of daily TRUVADA, although the regimen was generally welltolerated,
participants taking TDF/FTC were more likely to report mild nausea and experience unintentional
weightlossinthe first few weeks than participants on placebo. Therewas an upward trendin
reversible changesin renal function (2% vs 1%, p=0.08) among participants on TDF/FTC. * These
clinical findings occurred uncommonly and were either self-limited orresponded to temporarily
stopping the medication.

As to sexual behaviour, all previous clinical trials promoted condom use and safe sex practices.
Overallindices of behavioural risk declined or remained stable during follow-up among men who
have sex with meninthe iPrEx Studyand inits Open Label Extension. Similarly, trials of heterosexual
men and women receiving antiretroviral preexposure prophylaxis for HIV prevention found that
sexual behaviour remained stable. Amongstudies which reported the relationship between PrEP
use and sexual behaviour, the Partners PrEP Study found avery small but significant effect. In this
study, HIV negative participants who were taking PrEP were significantly more likely to have
unprotected anal intercourse with outside partners after unmasking but did not change the
frequency of unprotected anal intercourse with their HIV positive regular partners. Based on the
result, the study investigators concluded that PrEP, provided as part of a comprehensive prevention
package, might not resultin substantial changesin risk-taking sexualbehaviour by heterosexual
couples.?” Only one study among homosexual men has so farreported that decrease in condom use
among MSM on PrEP. 28 Given that the effect of PrEP on risk behaviour outside of randomised
clinical trials remains unclear, one of the goals of the PRELUDE Study isto investigate the effect of
PrEP on risk behaviourduringand afterthe course of PrEP.

In summary, available results fromthe PrEP studies already strongly suggest that HIV prophylaxis
with ARVsis a feasible strategy that can and should be utilised. ** It should complement existent
prevention strategies. However, all evidence strongly suggests that to be effective, PrEP must be
taken consistently. PrEP implementation should focus on assessing and supporting adherenceas
well asidentifyingand eliminating barriers to consistent PrEP use. Understanding of PrEP
implementation barriers, particularly among people taking PrEP outside clinical trials and for longer
time than was observedin clinical trials, will be crucial for successful PrEP implementationin the
future.

1.4 Summary of the known potential risks and benefits of TRUVADA®

For full information on prescribing TRUVADA, see the TRUVADA® Product Information in Appendix |
(23 October2013).
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TRUVADAZ® isindicated:

e In combination with other antiretroviral agents, for the treatment of HIV-1 infection in
adults and pediatric patients 12 years of age and older;

e In combination with safer sex practices, for PrEP to reduce the risk of sexually acquired HIV-1
inadults at high risk of gettinginfected.

TRUVADA® should not be used for PrEP in individuals with unknown or positive HIV-1 status. In HIV-
infected patients, it should be used only in combination with otherantiretroviral agents.

Adverse reactionsamongHIV-1uninfected individuals that were reported by more than 2% of
TRUVADAZ® subjects and more frequently than by placebo subjects were: headache, abdominal pain
and weightloss.

Warnings and precautions for HIV-uninfected adults include:

e Newonsetorworseningrenal impairment

e lacticacidosisandsevere hepatomegaly with steatosis, including fatal cases, have been
reported with the use of nucleosideanalogues

e Decreasesinbone mineral density (BMD)

e TRUVADA® should notbe co-administration with other products containing emtricitabine or
tenofovirdisoproxil fumarateincluding ATRIPLA, EVIPLERA, EMTRIVA, STRIBILD, VIREAD;
with drugs containing lamivudine; or with HEPSERA.

e Redistribution/accumulation of body fat

e Severe acute exacerbations of hepatitis Bin patients who have discontinued TRUVADA.

e Drug-resistantHIV-1variants have beenidentified with the use of TRUVADA® fora PrEP
indication following undetected acute HIV-1infection.

e Comprehensive managementincluding other prevention measuresisrecommended to
reduce the risk of acquiring HIV-1.

1.5 The route of administration, dosage, dosage regimen and treatment
period

For PrEP purposes, the dose of TRUVADA® in HIV-1uninfected adultsis one tablet (containing 200
mg of emtricitabine and 300 mg of tenofovirdisoproxil fumarate) once daily. . In orderto optimise
the absorption of tenofovir, itis recommended that TRUVADA® should be taken with food. (seethe
TRUVADAZ® Product Informationin Appendix1).

The TRUVADA® Product Information does not specify the maximum treatment period, butitwould
be the period of time during which the personis at high risk of HIV infection.

1.6  Study background

HIV epidemicin Australia: Significantincreases in HIV diagnoses among gay and other homosexually
active men, in Australiaand internationally, have been observed sincethe late 1990s. > Similar
increases were recorded in high HIV risk sexual practices, particularly unprotected anal intercourse
(UAI1).** Nationally, overthree quarters of the new HIV infections diagnosed annuallyare among
men who have sex with men (MSM). ° Several factors have been associated with increased HIV
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incidence among Australian gay menincluding: UAl with HIV positive regular partners, receptive UAI
with casual partners of HIV positive orunknown status (the riskis alsoincreased duringinsertive UAI
for uncircumcised men), concurrent sexually transmitted infections (STI), particularly rectal
infections with gonorrhea or chlamydia, and recent use of methamphetamines (see Appendix|| for
details). The proportion of heterosexual men and women among those diagnosed with HIV annually
has alsoincreasedinrecentyears. 6 Despite successesin some situations, HIV transmission has not
beenadequately reduced by the prevention methods available to those at risk, such as education,
condoms, treatment of STIs and antiretroviral therapyfor HIV positive individuals (ART).’ Therefore,
the introduction of new prevention approachesis necessary.

The emerging use of PrEP in Australia: Before 2011, there was no reported use of PrEP in Australia.
** However, in 2011 (immediately following the publication of iPrEx results in late 2010), 2.5% of
sexually active HIV negative men recruited by Australian Gay Community PeriodicSurveys reported
using ARVs as PrEP % and similarlow levels were observed in 2012 (Zablotska et al, data not
published). Asto PrEP awareness and willingness to use, by 2007, 43% of the Healthin Men (HIM)
study respondentsin NSWwere willing to participate intrials using antiretroviraldrugs (ARVs) to
prevent HIV infection. >’ In 2011, PrEP acceptability levels were assessed by the Australian PrEPARE
survey, which reported that 28% were willingto use PrEP.>" It appears that while there are no PrEP
educationandinformation campaignsin Australia, there is already interest, atleastin gay
communities, in PrEP as an HIV prevention strategy. 3

The role of PrEP in HIV prevention strategy: Australia maintains high commitmenttoreducingrates
of HIVinfections and recognizes that new technological developments should be considered for HIV
prevention. >> The Melbourne Declaration has pledged to halve infections in Australia by 2015 and
embraced a progressive approach of making HIV PrEP available. The NSW HIV strategy aimsto work
towards the virtual elimination of HIV transmission by 2020, focusing on reducing the HIV
transmission among gay and other homosexually active men by 60% by 2015 (80% by 2020) and
heterosexual transmission of HIV by 50% by 2015. ® Duringthe period of this strategy (2012-2015),
NSW Health agreed, forthe firsttime, the need to evaluate the mechanisms to most appropriately
and efficiently implement PrEP in line with evidence. ® This study of PrEP implementation in NSW
health care settingsis designed to establish and evaluatea PrEP implementation model in linewith
the NSW HIV strategy.

Policy environment: At the time when this study was conceived, there wereno guidelines for
prescribing PrEP in NSW and Australia, beyond acommitmentin the NSW HIV Strategy to consider
the mechanismsto mostappropriately and efficientlyimplement PrEP in line with eviden ce. This
project was designedtoinform PrEP policy developmentin NSW and Australia. It has contributed to
the development of the Interim NSW PrEP guidelines ** and the National PrEP guidelines in Australia
% Both endorse the US Centers for Disease Control and Prevention (CDC) Interim Guidance on
Preexposure Prophylaxis for the Prevention of HIV Infection *® (see Appendix I11)and adopt and
adapt it for implementation in Australia, among high HIV risk groups (MSM and high risk
heterosexual menand women).

A NSW PrEP advisory group has been established to guide the development of the NSW PrEP
guidelines. This group has assumed responsibility for developing clinical guidanceforthe use of HIV
PrEP in NSW, including the detailed eligibility criteria, educational materials and counselling
considerations and prescription guidance forimplementation of PrEP in NSW. The interaction of this
projectand the advisory body is dual:the project has providedlocal evidence for policy
development and the PrEP advisory group oversees PrEP policy evaluationin NSW.

Clinical governance: TRUVADA® is on the Australian Register of Therapeutic Goods (ARTG) for the
treatment of HIV-infected adults in combination with otherantiretroviralagents. It has not been
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licensed as PrEP in Australiasofar, althoughit has beenwidely used as post-exposure prophylaxis
(PEP) against HIV, with state-based funding for the medication. This study is evaluating an off-label
use of TRUVADA, and each participating hospital or clinical practice will havetheirrespective Drug
and Therapeutics Committees and the Director of Pharmacy evaluate and approve its use before
prescribing TRUVADA.

This study will be conducted in compliance with the protocol, International Conference on
Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use

(ICH) Good Clinical Practices (GCP) guidelines (including TGA annotated Note for Guidance on Good
Clinical Practice), and applicable regulatory requirements.
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2.0 Studyaim and objectives

2.1 Study aim

To evaluate the implementation of evidence-based provision of PrEP in health care setting in NSW to
asample of individuals at high risk for HIV.

2.2  Primary Objective(s)

1. To assessthe feasibility of the process of PrEP deliveryin various health care
settingsin NSW (including eligibility screening; counselling about PrEP, condom use
and risk reduction; testing for HIV; preventive ARV prescription, and follow-up of
PrEP patients).

2. To assessthe acceptability of PrEP among adults invited to participate in the PrEP
implementation study (including overall uptake of PrEP among those offered PrEP
and reasons fordeclining PrEP, patterns of PrEP use among participants, self-
reported preferences foralternative schedules and/or duration of PrEP use).

3. To assess factorsassociated with PrEP use:

a) adherence to PrEP amongHIV negative individuals: levels (measured by
behavioural measures), patterns of adherence, and factors associated with
optimal and sub-optimal adherence.

b) Experience and perceptions of side effects associated with PrEP use
(measured by self-report, clinical and laboratory diagnoses) and their
impacton PrEP usage and adherence.

c) behavioural effects of PrEP use (measured as change inrisk behavioursand
risk-reduction practices associated with sexual transmission of HIV).

2.3  Exploratory objective(s)

1. Todocumentthe cost of PrEP provisionin NSW health care setting; assess the
feasibility, funding and potential co-payment schemes in the likelihood of PrEP
provision afterthe completion of this demonstration project.

2. Assessbiological markers of adherenceto the study productand compare them with
self-reported adherence.
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3.0 Studydesign

3.1 Summary of study design

Thisis an open-label, single-arm treatment protocol with prospective data collection.

Stage I: DuringStage |, the study will recruit participantsinfourlarge HIV and sexual health services
in NSW which currently provide ARVs as treatment and as non-occupational post-exposure
prophylaxis of HIV. These will include:

e St.Vincent’s Hospital (SVH)
e SydneySexual Health Centre (SSHC)

e RPASexual Health (RPASH)
e Western Sydney Sexual Health Centre (WSSH)

Stage Il: Asrecruitmentevolves, the involvement of other health providers (including other public
clinicsand s100 prescribers) will be considered. These willinclude:

¢ Holdsworth House Medical Practice (HH)

e TaylorSquare Private Clinic(TSPC)

e C(linicl6(C16)

e PacificClinic(PC)
Enrolment of participantsin Stage | and Stage Il clinics may overlapintime.

In June 2015, the PRELUDE investigators team has received an approval from Gilead Sciences for an
extended supply of TRUVADA® foradditional 18 months (thatis a total supply forup to 2.5 years).

All eight clinics, and study participants enrolled in the study in these clinics, will be invited to
participate in the study for up to 4.5 years, with total medication follow-up up to 2.5 years. The
updated study timeline is presented in Figure 2 below. The number of participants in the study and

the study procedures are described in the following sections.

Figure 2 Study timeline

Study active follow-up

First patient Last patient Last patient last follow Lastpatientlast First patientlast Last patient last
firstvisit Firstvisit up visit follow up visit assessment assessment

I==i=sl=sissNEs]

Oct-Dec

Oct-Dec
Jan-Mar
Apr-Jun
Jul-Sep

Oct-Dec
Jan-Mar
Apr-Jun
Jul-Sep

Jan-Mar
Oct-Dec
Jan-Mar
Apr-Jun
Jul-Sep

Apr-Jun
Jul-Sep
Oct-Dec
Jan-Mar
Apr-Jun
Jul-Sep

3.2  Number of participants

The total number of participants will be approximately 300. It is anticipated that atleast 100
participants will be recruited in the Stage-I clinics.

3.3 Target population
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The target population for this demonstration projectis high-risk gay men and high-risk
heterosexual men and women. Sexualtransmission of HIV among gay men has been the
predominant mode of HIV infectionin NSW. ® Although heterosexual HIV transmission has played a
smallerpartinthe local HIV epidemic, itisimportant to evaluate PrEP use among heterosexual

participants, in particular those in serodiscordant relationships. Thus, heterosexual participants are
alsoincludedin this project.
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4.0 Recruitment and retention of participants

4.1 Eligibility criteria

This study follows the Interim PrEP guidelinesin NSW ** which endorsedthe US CDC Interim
Guidance on Pre-exposure Prophylaxis for the Prevention of HIV Infection '® and adapted it for
identifying Australian individuals at high risk for HIV infection eligible to participate in this study.

The reasons for declining participation among those eligible will be recorded.
Inclusion criteria:

e HIV negative atenrollment, with anegative HIV test result documented within seven
days of initiating PrEP

e Athighandongoingriskfor acquiring HIV infection through sexual exposure (use
Algorithm presentedin Boxes AandBin Appendix Ill)

e Aged18yearsorover

e Residentof NSW (orelsewhere in Australiaif they visit NSW with sufficient frequency to
allow participation)

e Medicare eligible (to have Medicare coverage forthe standard-of-care services)

e Willingandable to provide informed consent

e Willingand able totake part in all required study procedures

e  Proficiencyinwritten and spoken English (necessary to complete attitude, behavioural
and lifestyle surveys)

Exclusion criteria:

e HIV-1linfected orhas symptoms consistent with acute viral infection (If HIV positive
statusis not confirmed by testing, delay starting PrEP for at least one month and
reconfirm negative HIV-1status).

e Havingan estimated creatinine clearance (glomerularfiltration rate [GFR]) <60ml/min

e Havingor developingclinical symptoms suggestive of lacticacidosis or pronounced
hepatotoxicity (including nausea, vomiting, unusual or unexpected stomach discomfort,
and weakness)

e Concurrently takinganephrotoxicagent (e.g., high-dose non-steroidal anti-inflammatory
drugs/ NSAIDs)

e Allergictotenofovirdisoproxilfumarate and/oremtricitabine (based on self-report or
recorded)

e Concurrently taking prescribed products containing emtricitabine or tenofovir disoproxil
fumarate including ATRIPLA®, COMPLERA®, EMTRIVA, STRIBILD®, VIREAD; otherdrugs
containinglamivudine; HEPSERA

e Mental healthissues, memory loss or other cognitiveimpairment orintellectual
disability that may compromise participant safety and/or regimen adherence

e Factors or conditions that may compromise a participant’s retention in the study
(incarceration, planned relocation or potentialabsence from NSWfora period of 3
months or longer during the course of the study)

e Unwillingtoadhere toany of the required study procedures

e Currently breastfeeding
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Note: Safety forinfants exposed to TRUVADA® during pregnancy is not fully assessed but no
harm has been reported. Therefore, planning to become pregnant or currently being pregnant is
notan exclusion criterion forthis study. However, women who are pregnant should learn about
the risks and benefits of TRUVADA® to reduce the risk of acquiring HIV during their pregnancy.

Site investigators will review the risks and benefits of TRUVADA® and of potential HIV infection
with pregnant women and women whoplan to become pregnant.

4.2 Recruitment Process

Prospective participants of this study include high-risk HIV negative adults attending the
participatingclinics, others referred by the NSW network of s100 providers and those who are self-
referred.

Participants of previous studies conducted in NSW who had reported previous experience and/or
willingness to take PrEP and expressed interest to participate in PrEP-related research may also be
eligible forrecruitmentand will be referred to clinical sites by the study clinical coordinator.

All relevant clinic staff will be trained to identify and/or refer potentially eligible participants.

Study promotion materials, fliers, recruitment scripts and otherlocally acce ptable methods for
recruitment approved by the study’s Human Research Ethics Committee may be used at NSW clinics
providing sexual health and HIV testing and post-exposure prophylaxis, and elsewhere as needed for
targetedrecruitment.

4.3 Participant Retention

Study site staff, togetherwith the project management team, is responsible for ensuring that high
retention rates are met. Components of such strategies mayinclude:

1. Thorough explanation of the study visit scheduleand procedural requirements during the
informed consent process, and re-emphasis at each study visit

2. Collection of detailed locatorinformation at the screeningvisit, and active review and

updating of thisinformation at each subsequent visit

Use of appropriate and timely visit reminder mechanisms

Immediate and multifaceted follow-up on missed visits

5. Regularcommunication with the study participants at large about the progress of the study,
awareness about the local HIV epidemic, the purpose of HIV prevention research (including
research on biomedical HIV prevention), the importance of HIV risk reduction (including
condom use and correct use of PrEP) and the importance of completing research study visits.

W

It isvital that each site recognize the diversity of the participantsin this study, including gay, bisexual
and othermenwho have sex with men and heterosexualadults who are at high risk for HIV
infection, and also recognize the importance of interacting with each group in a culturally competent
manner.
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4.4 Participant Withdrawal

Participants may voluntarily withdraw from the study at any time and forany reason. The site
investigators also may withdraw participants from the study in orderto protect theirsafety and/orif
the participants are unwilling orunable to comply with required study procedures. Participants, who
discontinue PrEP forany reason but have had a high risk exposure eventinthe 72 hours before
withdrawing, may require post-exposure prophylaxis (PEP) of HIV. Ifindicated, they should be
transitioned to the standard-of-care PEP course (see Section 6.7 for details).

The study participation of the entire cohort orits part/s may also be terminated if the study sponsor,
governmentorregulatory authorities, the study revie wing ethics committee/s or the site’s
governance office terminate the study priortoits planned end date.

Everyreasonable effort will be made to complete afinal evaluation (as describedin Section 7.3
below) of those participants who terminate PrEP priorto the anticipated end of their study follow-
up. The study staff will record the reason(s) forall withdrawals from the study in participants’ study
records.
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5.0 Studyendpoints

5.1 Primary endpoints

Feasibility of the process of PrEP deliveryin health care settingin NSW:
e Accrual of 300 person-years of PrEP
e Seroconversion-freetime on PrEP
e Retentionrate among participants enrolled in the study

Acceptability:

e Amongtheeligibleindividualsinvited to take part in the PrEP demonstration study,
proportion who acceptthe offer

e Eligibility for PrEP amongindividuals entering the screening process

e Amongindividualsfoundto be eligible to participate in the study, the proportion who
provide theirconsent to participate

Adherence:

e Timeto TRUVADA® discontinuation
e Number, proportion and patterns of prescribed doses taken and missed (estimated from
self-report and dispensing records.

Safety and side effects:

e Incidence of HIV seroconversion among study participants during the course of their study
participation and in six months following PrEP discontinuation

e Seriousadverse reactions (see Section 8.1for details)

e Anyadverse events, andin particularthose leadingtointerruption or discontinuation of the
study product (TRUVADA)

Behavioural effects of PrEP use:

Levels of awareness and perception of HIV risk
e Participantself-reported frequency of sexual activity and condom use
e Participantself-reported likelihood of condom use after discontinuation of TRUVADA
e New rectal or vaginal gonorrhoea and chlamydiainfections
e Pregnancy
5.2  Exploratory endpoints
Feasibility:

o feasibility of systemstoidentify those potentially eligiblefor PrEP

Acceptability:
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e Amongtheeligibleindividuals invited to take part inthe PrEP demonstration study, reasons
for not consentingto PrEP, not initiating PrEP or ceasing PrEP despite remaining at high risk

e Participants’ self-discontinuation of PrEP due to the issuesrelatedtoits ease of use and
satisfaction; product experiences, and likelihood of willing to access and use PrEP in the
future, afterthe study completion.

e Participantself-reported likelihood of using TRUVADA, dosages and their means of delivery
as PrEP afterthe discontinuation of the demonstration study

Adherence:

e Facilitatorsand barrierstoadherence

e Tenofovirand emtricitabine concentrationsin blood plasma

e Tenofovir-diphosphate and emtricitabine-triphosphate concentrationsin peripheralblood
mononuclear cells (PBMCs)

e Correlation between PKand adherence: To assess correlation of PK with adherence
measures

Cost of PrEP provision in NSW health care setting:
e Cost characterization regarding services, staff, and time needs foradministering PrEP
e Cost characterization regarding funding and co-payment needs foradministering PrEP after

the completion of this demonstration study

All study end-points willbe evaluated during the short-term (12 months) and extended
follow-up periods.
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6.0 Treatment of participants

6.1 Treatment

Emtricitabine/tenofovir disoproxilfumarate (FTC/TDF) is afixed-dose co-formulation of FTCand TDF
prescribed fordaily administration. Each FTC/TDF tablet contains of 200 mg of FTC and 300 mg of
TDF (equivalentto 245 mg of tenofovirdisoproxil). The study product will be supplied by Gilead
Sciences (Foster City, Ca, USA). More detail about TRUVADA® is providedin the Full Prescribing
Information (Appendix ).

Participants will be directed to commence one TRUVADAZ® tablet orally once daily foratleast 30
days. In order to optimise the absorption of tenofovir, it isrecommended that TRUVADA®
should be taken with food .

If eligibilityforand willingness to continue taking PrEP is confirmed at the 30-day follow-up visit, the
prescription of the same product can be reissued for two months till Month 3 and up to three
months for each subsequent follow-up visit until discontinuation or end of the study. However, only
one month’s worth of medication will be dispensed atatime. The extension of the medication
prescription atany time before the last follow-up visitis subject to continued eligibility for product
use based on the study eligibility criteria.

The treatment of the study participants will be considered completed when all follow-up procedures
relatedtotreatment are completed and all remaining participants have completed their treatment
discontinuation visit.

As pertheinterim NSW PrEP guidance, access to treatment for participants afterthe study
completion will be discussed with all participants at the treatment discontinuation orlast study visit.
All HIV negative participants will undergo adiscussion of theirrisk reduction plan attheirtreatment
discontinuation visit or the end of the study.

6.2 Contraindications

TRUVADAZ® is contraindicated for preexposure prophylaxis in individuals with unknown or positive
HIV-1status. TRUVADA® should be used in HIV-infected patients only in combination with other
antiretroviral agents. °

6.3  Warnings, Precautions and Management of Drug Side-effects and
Toxicities

Laboratory monitoringand symptom-directed physical exams will be used to detect serious adverse
events (SAEs), and any potential reasons for treatmentinterruption or discontinuation. The site
investigator must provide the study participants with medical care thatis necessary as a result of any
adverse events experienced during or following the study that are related to the study.

A list of expected adverse events and toxicities associated with TRUVADA® isincluded in Appendix
IV. The Full Product/Prescribing Information’s Warnings and Precautions along with the
management of each per protocol follow.
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6.3.1 Lactic Acidosis/Severe Hepatomegaly with Steatosis

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been reported
with the use of nucleoside analogs, including VIREAD, acomponent of TRUVADA, in combination
with otherantiretrovirals. A majority of these cases have beenin women. Obesity and prolonged
nucleoside exposure may be risk factors. Particular caution should be exercised when administering
nucleosideanalogs to any patient or uninfected individual with known risk factors for liver disease;
however, cases have also beenreported in HIV-1infected patients with no known risk factors.

Management per protocol: Treatment with TRUVADA® will be suspended in any participant who
develops clinical or laboratory findings suggestive of lacticacidosis or pronounced hepatotoxicity
(which mayinclude hepatomegaly and steatosis evenin the absence of marked transaminase
elevations).

6.3.2 HBV and HCV Infection

Itisrecommended thatallindividuals be tested forthe presence of chronichepatitis Bvirus (HBV)
before initiating TRUVADA. TRUVADA®is not approved for the treatment of chronic HBV infection
and the safety and efficacy of TRUVADA® have not been establishedin patientsinfected with HBV.
Severe acute exacerbations of hepatitis Bhave been reported in patients who are co-infected with
HBV and HIV-1and have discontinued TRUVADA. In some patientsinfected with HBV and treated
with EMTRIVA, the exacerbations of hepatitis Bwere associated with liverdecompensation and liver
failure. Itisalsorecommended thatindividuals be tested for hepatitis Cvirus (HCV) dependingon
risk factors.

Management per protocol: All participants presentingfor PrEP will be assessed for HBV infection.
At screening, this will include standard-of-care testing and documentation of HBV status before
study enrolment, and an assessment of HBV exposure risk overthe preceding three months. HBV-
uninfected but susceptible individuals should be offered vaccination if notimmune, unless they have
experienced previous failure to complete a course of vaccination.

Participants who test positive for hepatitis B surface antigen (HBsAg) before enrolmentoronce
enrolled will be closely monitored by eitherthe study clinician ora specialist. Inthe latter case, the
study clinician will be responsible to establish communication with the specialist, and in any case will
ensure continuity of treatment for hepatitis B, with both clinical and laboratory follow-up for at least
several months after stopping treatment with TRUVADA. These participants will be tested for HBV
DNA by the use of a quantitative assay todeterminethe level of HBV replication at either the six
and/orthe 12 month visit.

No wash out period is required to transition participants to TRUVADA® from any hepatitis
medication listedin the exclusion criterion (e.g. containing emtricitabine or tenofovir disoproxil
fumarate including ATRIPLA®, COMPLERA®, EMTRIVA, STRIBILD®, VIREAD; other drugs containing
lamivudine; HEPSERA).

Participants will be tested for HCV infection depending on risk factors, and any HCV -positive status
must be documented before PrEP initiation.

6.3.3 New Onset or Worsening Renal Impairment
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Emtricitabine and tenofovirare principally eliminated by the kidney. Renal impairment, including
cases of acute renal failure and Fanconi syndrome (renal tubularinjury with severe
hypophosphatemia), has been reported among HIV-infected individuals with the use of VIREAD;
thus, the warning perthe Prescribing Information relates to people who have HIV infection. Itis
recommended that creatinine clearance be calculated in all individuals priortoinitiating therapy and
as clinically appropriate during therapy with TRUVADA. In patients at risk of renal dysfunction,
including patients who have previously experienced renal events while receiving HEPSERA®, it is
recommended that estimated creatinine clearance, serum phosphorus, urine glucose, and urine
protein be assessed priortoinitiation of TRUVADA, and periodically during TRUVADA® therapy.

TRUVADA® should be avoided with concurrent orrecent use of a nephrotoxicagent (e.g., high-dose
or multiple non-steroidal anti-inflammatory drugs (NSAIDs)). Cases of acute renal failure after
initiation of high dose or multiple NSAIDs have beenreported in HIV -infected patients with risk
factors forrenal dysfunction who appeared stable on tenofovir DF. Some patients required
hospitalization and renal replacement therapy. Alternatives to NSAIDs should be considered, if
needed, in patients atrisk for renal dysfunction.

Persistent or worsening bone pain, pain in extremities, fractures and/or muscular pain or weakness
may be manifestations of proximal renal tubulopathy and should prompt an evaluation of renal
functioninat-risk patients.

Management per protocol: Renal function will be assessed using clinical standard of care practices.
Creatinine clearance will be calculated using the CKD-Epi in all individuals priortoinitiating
TRUVADA, at 3, 12 and 30 months of follow-up and as clinically appropriate during therapy with
TRUVADA.

Participants may require more frequent monitoring or additionaltests (e.g., urinalysis for
proteinuria) if otherthreatsto renal safety are present(e.g., hypertension, diabetes).

Patients cannot be enrolled and TRUVADA® will not be used if creatinineclearance is less than 60
mL/min. If adecreaseincreatinine clearance is observed after enrolment, the site investigator will
evaluate potential causes and re-assess potential risks and benefits of continued use. Arisein
serum creatinine isnota reason to withhold treatmentif eCrCl remains =60 ml/min. TRUVADA®
must be interrupted if the participant’s renal function is confirmed to be abnormal, pending further
investigation or specialistreferral.  TRUVADA® must be discontinued if the participant requires
concurrenttreatment with anephrotoxicagent (e.g., high-dose non-steroidal anti-inflammatory
drugs/ NSAIDs).

6.3.4 Bone Health

Perthe US PublicHealth Service/Centers for Disease Control Preexposure prophylaxis forthe
Prevention of HIV Infection in the United States —2014 Clinical Practice Guideline *®, three to four
percentdecreasesinbone mineraldensity (BMD) have been observed in people being treated for
HIV with combination antiretroviral therapy including tenofovir. >’ However, data published from
PrEP studiesthatassessed BMD to date (iPrEx; CDC PrEP safety trial in MSM) found noincreasein
fragility (atraumatic) fractures overthe one to two years of observation compared to placebo. In
these studies, asmall (about 1%) declinein BMD which was observed during the first few months of
PrEP eitherstabilized orreturned to normal. *
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Based on this evidence the US Clinical Practice Guideline does not recommend DEXA scans or other
assessments of bone health before the initiation of PrEP or for the monitoring of persons while
taking PrEP. However, participants with a history of pathologicorfragility bone fractures orwho
have significant risk factors for osteoporosis will be asked to inform their doctors at the time of
enrolment, sothatthey receive appropriate advice and management of their condition.

Management per protocol: Participants will be assessed for a history of pathologicorfragility bone
fracturesand forsignificant risk factors for osteoporosis. Those who reportthis history will be
referred forappropriate consultation and management.

6.3.5 Co-administration with Other Products

TRUVADA® may not be co-administered with the following medications:

e concurrentor recentuse of a nephrotoxicagent (e.g., high-dose non-steroidal anti-
inflammatory drugs / NSAIDs)

e otherdrugs containing emtricitabine and/ortenofovir disoproxil fumarate (e.g., ATRIPLA,
COMPLERA, EMTRIVA, STRIBILD, or VIREAD)

e otherdrugs containinglamivudine (dueto similarities between emtricitabineand
lamivudine)

e adefovir (HEPSERA)

Caution should be exercised when co-administering medications that are eliminated by active
tubularsecretion as they may increase concentrations of emtricitabine and/or tenofovir.

If a participantreports orrequiresthe use of a prohibited medication, he orshe must be
discontinued fromthe study.

6.3.6 Management of other events

In addition, the site investigator has the discretion to stop treatmentatany time if she or he feels
that furthertreatment would be harmful to the participant orwould interfere with treatment thatis
deemed clinically necessary. The suspension ordiscontinuation of treatment will be considered for
any persistent Grade Il event, new Grade lll event, orany Grade IV events measured as described in
section 8, Recordingand reporting Adverse Events (AEs).

When the study treatmentis stopped, clinical staff will document the clinical and/orlaboratory
abnormalities that require follow up and schedule afollow-up visit for the repeat laboratory testing.
All participants reportingan adverse event will be followed clinically untilthe occurrence resolves
(returnstobaseline grade, defined as grade at enrolment) or stabilizes. According to the judgement
of the site investigator, if specialist care is required, areferral to appropriate specialist health care
providersisaccomplished.

TRUVADAZ® can be reintroduced within the next six months at the discretion of the clinician if the
participant meets eligibility criteriaand is willing to continue taking PrEP and afterclinician’s review
of the reasons for previous discontinuation of PrEP and confirmation of eligibility for re-enrolment
with the Protocol Chair.
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6.4 Comprehensive Management to Reduce the Risk of Acquiring HIV-1

TRUVADA® will be used for PrEP only as part of a comprehensive prevention strategy thatincludes
otherprevention measures, such as safer sex practices, because TRUVADA® is not always effectivein
preventingthe acquisition of HIV-1.

e Participants will be counselled about safer sex practices toinclude consistentand
correct use of condoms, knowledge of their HIV-1status and that of their partner(s), and
regulartesting for othersexually transmitted infections that can facilitate HIV-1
transmission (such as syphilis and gonorrhea).

e Participants will be informed aboutand supportedintheir effortsin reducing sexual risk
behaviour.

HIV-1resistance substitutions may emergeinindividuals with undetected HIV-linfection who are
takingonly TRUVADA, because TRUVADA® alone does not constitutea complete treatmentregimen
for HIV-1treatment.

Many HIV-1tests, such as rapid tests, detect anti-HIV antibodies and may not identify HIV-1during
the acute stage of infection. Priorto study enrolmentand duringthe study, the site investigator will
evaluate seronegative individuals for current or recent signs or symptoms consistent with acute viral
infections (e.g., fever, fatigue, myalgia, skin rash, etc.) and will ask about potential exposure events
(e.g., unprotected, or condom broke during sex with an HIV-1linfected partner) that may have
occurred since the last visit.

If clinical symptoms consistent with acute viral infection are present atscreening and recent (<30
days) exposures are suspected, the site investigator must delay starting PrEP for up to 30 days, and
reconfirm HIV-1status or use an approved testas an aid in the diagnosis of HIV-1infection, including
acute or primary HIV-linfection.

Participants will receive HIV-1testingin accordance with the follow-up schedule. If clinical
symptoms consistent with acute HIV-1infection are present after baseline following a potential
exposure event which happenedinthe precedingthree months, PrEP should be discontinued until
negative infection statusis confirmed using atestapproved as an aid in the diagnosis of HIV -1,
includingacute or primary HIV-1infection. Note this may require more than one episode of testing.
Duringthis time, the participant will be advised to eliminate all HIV risk behaviours until HIV status
determined.

Participants will be counseled to strictly adhere tothe recommended TRUVADA® dosing schedule.

6.5 Treatment interruption and discontinuation

In additionto the events above and the details under section 6.7 post-exposure prophylaxis (PEP),
treatment will be stopped early forany of the following reasons:

e HIVinfection (positive HIV test result or symptoms of seroconversion illness)

e Otherunacceptable toxicity oradverse events

e Anychangein the participant’s sexual behaviour or circumstances that makes participant no
longereligible for PrEP (see eligibility criteriain Section 4.1)

e Participantneedfora medication listed as prohibited for co-administration
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e Ontherecommendation of the study’s Data Safety and Monitoring Board (DSMB)
(termination of the study by the Sponsor)

Adherence will be assessed at each visit upon discussion with the participant. Suboptimal adherence
will be based on the site investigator’s clinical judgement, in light of available evidence.” This
includes participants who presentforrepeated requests for PEP in accordance with section 6.7 post-
exposure prophylaxis (PEP).

Participants who otherwise declare to the site investigator non-adherence, but are willingand
eligible to continue on PrEP, should undergo reinforced adherence education. Those who are due
for a new PrEP prescription should be given aone month prescription, and should be scheduled fora
visitone month laterto reassess adherence before providing further prescriptions for PrEP.

If the site investigator believes that adherence is sufficiently suboptimal as to compromise PrEP
efficacy and participant safety, the investigator will discontinue the participant from the study.
Discussions about suboptimal adherence will be documented in the source documents. The third
warning justifies the clinician’s discontinuation of treatment.

The participantis free to interrupt or discontinue TRUVADA® butisrequired toinform hisorher
clinician aboutit. Participants will be discouraged from discontinuing TRUVADAZ® if they continue to
meetcriteriaforhigh risk of HIV infection, but the prescription of TRUVADA® willstop if a participant
isnot fulfilling eligibility criteriaany more. Evenif participants are nolongertaking TRUVADA, every
attempt should be made to maintain themin the study for follow-up for up to six months after
discontinuing the study medication.

If a participant does not wish toremain on the study follow-up, every effort will be made to establish
an acceptable meanstoascertain hisor her HIV status at discontinuation and up to 6 months after
stopping TRUVADA. However, should the participant withdraw from the study completely, she or he
isfree to do soand the appropriate case record should be made.

If a participant changes his or her mind about stopping TRUVADA® and the study follow-up, she or
he can re-enterthe study within the next 6 months afterstoppingthe study medication if she orhe
satisfiesall eligibility criteria for TRUVADA. However, any re-entry into the study will be stoppedin
the last 4 months of prescribing period of the PRELUDE study, or if the 300 person-yearsupplyof
study drug has already been allocated. Participants who stop the study follow-up before their
Follow-up visit 3(month 6) can be replaced by new participants in consultation with the sponsor
(subjecttothe supply of the study medication).

6.6 Pregnancy and breastfeeding

TRUVADA® has been evaluatedinalimited number of women during pregnancy and postpartum
and there are no adequate and well-controlled trialsin pregnant women. Because the studiesin
humans cannot rule out the possibility of harm, TRUVADA® should be used during pregnancy only if
clearly needed. Careful consideration should be given to whetheruse of TRUVADA® should be
continued during pregnancy.

The US PublicHealth Service Clinical Providers’ Supplement “Preexposure Prophylaxis forthe
Prevention of HIV Infectionin the United States” outlines recommendations for PrEP use for HIV -
negative men and HIV-negative women planning pregnancy with an HIV-positive partner. In
accordance with these guidelines, PrEP can be used as one of the options for HIV negative partners
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inserodiscordant relationships who are planningto conceive. Any participants who are taking PrEP
in conjunction with conception must take daily doses of TRUVADA® beginning one month before a
conception attemptand continuing for one month aftera conception attempt. Where relevant,
fertility should be monitored at each follow-up.

In all cases whenwomen conceive whileon TRUVADA, the responsible clinician should discuss with
the participant the risks and benefits of remaining on TRUVADA® for PrEP to reduce the risk of
acquiring HIV during their pregnancy. The decision to continue should be made jointly by the
participantandthe clinician based on theirdiscussion of risks and benefits. This discussionalong
with the decision whether ornotto continue mustbe documented in the source documents.

The Participant Information and Consent Form (PICF) includes a provision forwomen of child-
bearing potential to grant permission for the study team to access data on post-discontinuation HIV
status, including postpartum status and infant status.

Studiesin humans have shown that both tenofovirand emtricitabine are excreted in human milk.
Additionally, the Centers for Disease Control and Prevention recommend that HIV-1infected
mothers not breast-feed theirinfants to avoid risking postnatal transmission of HIV-1. Because the
risks of low level exposure to emtricitabine and tenofovir to infants are unknown, and because
breastfeedinginfants whose mothers are being treated with emtricitabine may be atrisk for
developingviral resistance to emtricitabine, women willnot be allowed to start or continue
TRUVADAZ® if they are breastfeeding.

6.7 Post-exposure prophylaxis (PEP)

If at any time afterthe baseline visit, a study participant seeks care within 72 hours aftera high-risk
sexual exposure and he or she has not yet started PrEP, or has missed the daily medication within 24
hours before and afterthe event, the following steps should be undertakenin conjunction with the
national guidelines for post-exposure prophylaxis after non-occupational and occupational exposure
to HIV:

e AssessHIV status with follow-up confirmation of the HIV negativetestresultas perstandard
of care specified by the national guidelines for post-exposure prophylaxis after non-
occupational and occupational exposure to HIV. Copies of the results of these tests willbe
collected forthe study.

e Prescribe a28-day course of PEP as perstandard of care and ask the participanttoresume
taking the study medicationimmediately upon the completion of PEP. The labelled study
medication cannot be used as part of a PEP regimen.

e Schedule afollow-up assessment at four weeks fromthe exposure. At this standard of care
PEP follow-up visit provide PrEP medication education and adherence enhancement; do not
prescribe more than one month of the study medicationif the patient is out of supply.

e Conductthe national PEP guidelines recommended three month follow-up visit one month
earlier, at month two from PEP initiation. Inadditionto standard-of-care PEP assessments,
assess adherence to PrEP during the preceding month (thatis, the month following PrEP re-
initiation), and assess risk behaviourand eligibility to continue with PrEP as perthe study
follow-up schedule.

e Datafrom these HIV tests will be collected forthe PRELUDE Study.

IMPORTANT: PRELUDE Study investigational product must not be used for PEP. Conversions from
PrEP to PEP must be notified to the sponsorviatelephone, email or eCRF (electronic Case Report
Form) completion within seven calendar days.

PROT 15-09-30 PRELUDE v 4.0
Template SM301-C: Standard Protocol Version 0.1 30 September 2015 Page 38 of 139




Second and subsequent reports to the study doctorthat necessitate PEP (non-adherenceduringthe
time of a risk event) willbe reviewed and documented by the site investigator. The decision as to
whetherornot to continue the participant on PrEP will be made by the investigatorand the
PRELUDE Study medical officerjointly on a case by case basis.

6.8 Treatment after HIV infection

Participants who acquire HIV infection will stop TRUVADA® and willbe managed according to
national treatment guidelines. >***° HIV-1resistance substitutions may emerge in individuals with
undetected HIV-1linfection who are taking only TRUVADA, because TRUVADA® alone does not
constitute acomplete HIV-1treatmentregimen. Resistance testingis strongly recommended per
the Prescribing Information (e.g. M184V/l and/or K65R amino acid substitutionsin the viral RT), and
results will be collectedif available.

These participants will also be offered to complete the PrEP study exit survey. Seroconversion will
alsobe documented onaseroconversion eCRFandinthe source documentation, and photocopies
of HIV confirmatory tests will be collected forall suspected seroconversions. The site must reportall
HIV seroconversions to the sponsorimmediatelyby telephone or email within 24 calendar hours of
site awareness.
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7.0 Studyassessments and follow-up procedures

A study process flowchartis presented in Appendix V, and an overview of study visitsis presentedin
table 2. The description of the assessments and procedures that willbe carried out at each visit
follows. These willinclude:

7.1 Screening and enrolment

7.1.1 Pre-Screening

Once a patient presentsforpossible PrEP, investigators at participating clinics will provide potential
candidates withinformation on PrEP as well as PEP. Interested patients will be provided with the
pre-screening Patient Information and Consent Form (PICF, Appendix VI), which allows for the
collection of non-identifiable pre-screeninginformation in conjunction with study objective 2.

The site investigatororequivalent trained designee will be responsible for ensuring that the
potential participant understands all aspects of pre-screening prior to obtaining consent. This
consentwill notbe subjecttoany coercion, orto any inducementorinfluencethat could impairits
voluntary character. The participant will be given time to consider pre-screening and to ask any
questions. The participant will be given a copy of the signed and dated pre-screening PICF. Copies
of the pre-screening consentforms will be kepton file at the clinic, separate from the non-
identifiable pre-screening data.

Upon completion of the pre-screening consent, the site investigatoror designee will recordona
paper case reportform (CRF) (Pre-screening Questionnaire) the answers totherisk criteriain
Appendix Il Boxes A and B, algorithm foridentifyingindividuals at risk foracquiring HIV infection.
The potential participant’s age, gender and sexual orientation, and the date of the visit, will also be
recorded. The CRF will containapre-printed unique identification numberwhich can be usedto link
data if the potential participant progresses to the PRELUDE study. If any changesare made afterthe
participant discussion with the doctor, the changes should be marked, initialled and dated by the
participant followed by the doctor. This will ensure thatthe mostaccurate data is reported on the
pre-screeningform.

The potential participant will be also be given atear-off fromthe paper-CRF, which will includea
unique identification numberand a link to a website to completean attitude, behaviouraland
lifestyle survey. The survey works best and should be completed on adesktop orlaptop computer.
The attitude, behaviouraland lifestyle survey, which will be de-identified and only linked by the
unique identification number, willinclude questions on reasons forinterest, and reasons for
declining participation, if applicable.

If the patient’s risk assessment qualifies him or herfor the study, the patient will progress to the
informed consent process for PRELUDE.

7.1.2 Informed consent process

At this stage, participants will be given a copy of the PRELUDE PICF (appendix VIl) and averbal
explanation of the study purpose and procedures. Patients willhave an opportunity todiscussthe
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information about the study and eligibility criteria screening with amember of the study
participating clinical team and to ask for any clarification.

Afterreceiving detailed information about the study goals and procedures, each prospective
participant will provideindividual written consent to:

e Participateinthe study.

e Provideroutinely collected clinical dataincluding HIV and STI testing. (Participants will visit
clinicsupto 6 times peryearas perstudy protocol).

e Complete acomputer-based survey regarding risk behaviourand attitudes about PrEP, PEP
and HIV riskreductioningeneral.

e Allowthe studyinvestigators from the Kirby Institute to access datafrom the HIV Registry
for linkage purposes. This willallow information to be obtained about HIV seroconversionin
the case of participants’ loss tofollow-up beforeseroconversion.

e Grant permissiontolinkthe non-identifiable pre-screening data onthe CRF and from the
attitude, behavioural and lifestyle survey, back to the PRELUDE study data.

e Be willingand able to have blood collected at the scheduled follow-up visits.

The site investigatororequivalent trained designee will be responsible for ensuring that the
participant understands all aspects of the study priorto obtaining consent. The consent of aperson
to participate will not be subject to any coercion, orto any inducement orinfluence that could
impairits voluntary character. The participant will be given time to consider the research project and
to ask any questions priorto entryinto the study.

The participant will be given a copy of the signed and dated PRELUDE PICF. Copies of the consent
formswill be keptonfile atthe clinic. Nolocally authorized representative option will be available
for this study.

The participant will be enrolled into the study after the informed consent process has been
completed and the participant has metall eligibility criteria. The participant’s unique study number
from pre-screening will be assigned upon completion of the enrolment eCRF, and this will be
documentedinthe participant’s medical record and on all study documents.

Proceduresthatare to be performed as part of the standard clinical practice and which would be
done whetherornotstudy entry was contemplated, such as for diagnosis or treatment of a disease
or medical condition, may be used fordetermining study eligibility without first obtaining consent.
Otherwise, informed consent must be obtained priortoinitiation of any clinical screening
procedures thatare performed solely forthe purpose of determining eligibility for research.

7.1.3 Screening visit

Prospective participants will undergo the following investigations as recommended by the STl testing
guidelines:

¢ HIV (note HIV negative status must be obtained within seven days of PrEP initiation).
* Rectal and/or vaginal chlamydia (nucleicacid amplification test)

* Rectal and/orvaginal gonorrhoea (nucleicacid amplification test)

e Syphilis testing perstandard of care

Hepatitis Bstatus and exposure risk over preceding three months will be checked, and immunisation
against hepatitis Bpromoted and delivered.
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In addition, the site investigator will solicit a history of nonspecificsigns or symptoms of viral
infection duringthe preceding 30days.

Results from any screening tests that were completed as standard of care before consent was
obtained need not be repeated aslongasthe HIV test has been conducted within seven days of
starting PrEP and there were no high risk events of exposureto HIV during this time, and the other
tests have been conducted within 14 days of the screeningvisit. This excludes prior positive He patitis
B serology and syphilis IA results, which may have been conducted priorto 14 days of screening.

All otherscreening visit procedures must be conducted within two weeks of the study
enrolment/baselinevisit. If there are noreasons for exclusion based on the available information,
and the client wishes to proceed, an appointment will be made foran enrolment/baselinevisit,
which may happenonthe same day as all testresults are available and no longerthan seven days
afterthe last HIV negative test results were obtained.

Potential participants who completethe screening process but either do not qualify for the study or
decide notto enroll willbe asked to complete the online survey of behaviourand lifestyle which will
alsoassess reasons fornot qualifying for ordeciding notto enroll in the study.

7.1.4 Enrolment/Baseline visit

The enrolment/baseline visit will be considered finalized when all of the following procedures are
completed. Some of these procedures may be completed in conjunction with the Screening Visit.

Administrative Procedures and Eligibility Evaluations (performed by clinical staff)
e Informedconsentasoutlinedabove
e Locatorinformation
e HIV/STlbehavioural counselling (pre- and post-test), including risk-reduction counselling
e PrEP discussion
HIV prevention resources (including condoms) offered
e Completion of eligibility criteria source documentation

Note: In general, sites must refer to the NSW Interim guidance for PrEP administration. More details
will be provided in site specific SOPs.

Clinical Evaluations/ Procedures (performed by a licensed clinician)
e Complete medical historyincluding but notlimited to sociodemographic
Information, sexual risk history and any known risks related to sexual partners, history of
ARV use; concomitant medications; medication adherence needs assessment
e Symptom-driven physical exam
e Standard-of-care STltesting and, if indicated, STl treatment

Laboratory Evaluations/ Procedures (samples collected by licensed provider)
e HIVtesting (negative HIV test result documented within seven days of initiating PrEP).
e For patients exhibiting clinical signs/symptoms of acute seroconversionillness, conduct the
standard-of-care confirmatory algorithm.
e Renalfunctiontests perstandard of care, Creatinine and estimated glomerularfiltration rate
(eGFR)
e Standard of care liverfunction tests (protein, albumin, bilirubin, ALP, ALT, AST, GGT)
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e Hepatitis Btesting perstandard of care, as guided by the current National Hepatitis B Testing
Policy.

e STl testing: rectal  vaginal gonorrhoea (GC) and chlamydia (CT), and urine for men— NAAT
Pregnancy testforall women of child-bearing potential

e Syphilistesting perstandard of care

Note: Participants who do not have evidence of immunity to HBV will be offered HBV vaccination.

Behavioural and lifestyle data collection
e Self-administered online attitude, behavioural and lifestyle survey, completed ideally within
two and no more than seven calendar days of the clinicvisit.

PrEP initiation / recommencement

Day 0 represents the first day participants receive the first prescription for PrEP, and may occur on
the same day as the enrolment/baseline visit. For participants who have discontinued and are
subsequently re-initiating PrEP under the protocol, procedures ata recommencementvisit willbe
the same as procedures at enrolment/baseline.

e Assess participant’sinitial readiness for PrEP adherence

e Assessparticipant’s potentialexposure toahighriskevensince the pre-screeningvisit. Ifa
participant reports a high-risk sexual HIV exposure before initiation of PrEP, delay PrEP
initiation and begin a course of PEP in accordance with section 6.7 Post-exposure
prophylaxis (PEP).

e Give TRUVADAZ® prescription for 30 days. (One month. Adjust accordingly forthose
recommencing PrEP who may have left-over medication.)
Provide supportive adherence counsellingand set PrEP adherence goals

e Ensure HIV test was conducted within seven days of medication start. If the HIV test was
conducted more than seven days before the participantis due to start taking PrEP, negative
HIV status must be re-confirmed within the seven-day window.

The study staff will explain how to complete the attitude, behaviouraland lifestyle survey and make
sure that participants fully understand the process of behavioural data collection. Participants will
then be askedto complete the survey online, in private. If the participant does not completethe
behavioural surveywithin the preferred timeframeand neither after he orshe hasreceived two
online reminders, the Kirby Institute researchers may ask the study staff to contact the participantto
contact you to provide anotherreminder. If the participant does not respond to the reminders, the
study team will considerthe participant as not willing to take the computer-based survey. The
participant will therefore nolonger meetthe study criteriaand will not be able toreceive PrEP
throughthe study. These participants can however, obtain access PrEP outside the study if required.
Therefore, to qualify forthe study, the participants must be willing toand complete the computer—
based survey online, among meeting othercriteriainthe study.

The behavioural and lifestyle information provided by the individual and available in the clinicrecord
will inform the discussion about HIV/STl risk reduction and adherence to the daily TRUVADA®
schedule. However, the information provided in the online attitude, behavioural and lifestyle survey
will be kept separate from the clinical data and will notinform these discussions.

The participant will be provided with avisit follow-up schedule. The research nurses or designees
will coordinate the clinical follow-up process.
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7.2  Follow-up visits of participants on PrEP

All follow-up visits are calculated from Day O (baselinevisit for eitherthe first PrEP prescription, ora
subsequent re-initiation of a PrEP prescription). Table 2 lists the procedures to be conducted ateach
visitand allowable visit windows, with further details provided below. Any visits conducted outside
of the visit window will be considered protocol deviations, as will any missed required visit elements.

A PrEP treatment discontinuation visit will be conducted forall participants who cease study
medication priorto the 30 month visit. Such participants will continue to be followed up with
attitude, lifestyle and behavioural survey data collection according to the protocol study plan.
Participants may revoke consent forfollow-up without jeopardizing their relationship with either
theirdoctoror the sponsor. If a participant revokes consentthen, if possible, all assessments
scheduled forthe final Follow-up visit should be completed.

7.2.1 Follow-up visit 1 (1 month after enrolment/recommencement)

Conduct a visit consisting of Follow-up 1 procedures one month after initiating PrEP, or one
month after a participant re-initiates PrEP.

Administrative and Behavioural Evaluations/ Procedures
Review and update locatorinformation
e Review and confirmeligibility for PrEP
e HIV/STlbehavioural counselling, including risk-reduction counselling
e PrEP discussion
e Offercondomsandotherpreventionsupplies
e Assessparticipantadherence to PrEP inthe period since enrolment

Clinical Evaluations/ Procedures
e Assessinterim medical history including concomitant medications and TRUVADA® specific
side-effects

Laboratory Evaluations/ Procedures
e HIVtesting
e For patientsexhibiting clinical signs/symptoms of acute seroconversionillness, conduct the
standard-of-care confirmatory algorithm.
e Pregnancytestforall women of child-bearing potential
e Collection of plasmaand PBMCs for TRUVADA® druglevels (if participating)
e Collection of serum for storage (if participating)

Behavioural and lifestyle data collection
e Self-administered online attitude, behavioural and lifestyle survey, completed ideally within
two and no more than seven calendar days of the clinicvisit (invitation triggered by date of
the start of the follow-up).

PrEP prescription
e Assessparticipantadherence to PrEP in the period since enrolment
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e [fthe participantisreportingaknown or suspected exposure to HIV within 72 hours and has
missed the daily medication within 24 hours before and after the event, discontinue PrEP
and recommend to initiate PEP according to national PEP guidelines. *'

o Ifeligibilitycriteriaare met, and participantis willing to continue taking PrEP, give
TRUVADAZ® prescriptionfor30 days

e Provide supportive adherence counselling

e [fitis knownthatthe participantis enteringthe last period on study medication, inform
participant that thisis the last prescription of TRUVADA® given by the study, and emphasize
the needforthe final follow-up visit to develop a plan for HIV risk reduction following the
exitfromthe study.

7.2.2 Follow-up visit 2 (3 month since enroliment)

Conduct a visit consisting of Follow-up 2 procedures three months after initiating PrEP, or
two months after the Follow-up visit 1.

Administrative and Behavioural Evaluations/ Procedures
e Reviewand update locatorinformation
Review and confirm eligibility for PrEP
e HIV/STl behavioural counselling, including risk-reduction counselling
e PrEP discussion
e Offerriskreductioninformation (including condoms)
e Assessparticipantadherence to PrEP inthe period since enrolment

Clinical Evaluations/ Procedures
e Assessinterim medical history including concomitant medications and TRUVADA® specific
side-effects
e Collectsamplesforstandard of care laboratory evaluations

Laboratory Evaluations/ Procedures

e HIVtesting

e For patients exhibiting clinical signs/symptoms of acute seroconversionillness, conduct the
standard-of-care confirmatory algorithm.

e Renalfunctiontests perstandard of care, Creatinine and estimated glomerular filtration rate
(eGFR)

e Liverfunctiontests(protein, albumin, bilirubin, ALP, ALT, AST, GGT)

e STl testing: syphilis testing perstandard of care, rectal +vaginal gonorrhoea (GC) and
chlamydia (CT) -NAAT and/or culture

e Pregnancytestforall women of child-bearing potential

Behavioural and lifestyle data collection
e Self-administered online attitude, behavioural and lifestyle survey completed ideally within
two and no more than seven calendar days of the clinicvisit (invitation triggered by the
completion of clinical visit record)

PrEP prescription
e Assessparticipantadherence to PrEPinthe period since the last follow-up visit
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If the participantisreportingaknown or suspected exposure to HIV within 72hours and has
missed the daily medication within 24 hours before and after the event, discontinue PrEP
and recommend toinitiate PEP according to national PEP guidelines.*

If eligibilitycriteriaare met, and participantis willing to continue taking PrEP, give
TRUVADAZ® prescription for 30 days with two refill prescriptions for 30 more days each
Provide supportive adherence counsellingand set PrEP adherence goals for the following
periodtill nextfollow-up visit

Ifitis known thatthe participantis enteringthe last period on study medication, inform
participantthatthisis the last prescription of TRUVADA® given by the study, and emphasize
the needforthe final follow-up visit to develop a plan for HIV risk reduction following the
exitfromthe study.

7.2.3 Follow-up visits 3 and 4 (6 and 9 months since enroliment)

Conduct a visit consisting of Follow-up 3 procedures six months after initiating PreEP (or three months
afterthe Follow-up visit 2) and Follow-up 4 procedures - nine months after initiating PrEP (or three
months afterthe Follow-up visit 3.

Administrative and Behavioural Evaluations/ Procedures

Review and update locatorinformation

Review and confirm eligibility for PrEP

HIV/STl behavioural counselling, including risk-reduction counselling

PrEP discussion

Offerrisk reductioninformation (including condoms)

Assess participantadherence to PrEP inthe period since last follow-up visit

Clinical Evaluations/ Procedures

Assess interim medical history including concomitant medications and TRUVADA® specific
side-effects
Collectsamplesforstandard of care laboratory evaluations

Laboratory Evaluations/ Procedures

HIV testing

For patients exhibiting clinical signs/symptoms of acute seroconversionillness, conduct the
standard-of-care confirmatory algorithm

If the participant tested positive for hepatitis B surface antigen (HBsAg) atscreening, test for
HBV DNA by the use of a quantitative assay month 6and every six months

Liverfunction tests (protein, albumin, bilirubin, ALP, ALT, AST, GGT)

STl testing: syphilis testing per standard of care, rectal gonorrhea (GC) and chlamydia (CT) -
NAATand/orculture

Pregnancy test forall women of child-bearing potential

Collection of plasmaand PBMCs for TRUVADA® drug levels, six month follow-up only (if
participating)

Collection of serum for storage, six month follow-up only (if participating)

Behavioural and lifestyle data collection

Self-administered online attitude, behavioural and lifestyle survey, completed ideally within
two and no more than seven calendar days of the clinicvisit (invitation triggered by the
completion of clinical visit record)
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PrEP prescription

Assess participantadherence to PrEP in the period since the last follow-up visit

If the participantisreportingaknown or suspected exposure to HIV within 72 hours and has
missed the daily medication within 24 hours before and after the event, discontinue PrEP
and recommend toinitiate PEP according to national PEP guidelines. *!

If eligibilitycriteriaare met, and participantis willing to continue taking PrEP, give
TRUVADAZ® prescription for 30 days with two refill prescriptions for 30 more days each
Provide supportive adherence counsellingand set PrEP adherence goalsforthe following
periodtill nextfollow-up visit

Ifitis known thatthe participantis enteringthe last period on study medication, inform
participantthatthisis the last prescription of TRUVADA® given by the study, and emphasize
the needforthe final follow-up visit to develop aplan for HIV risk reduction following the
exitfromthe study.

7.2.4 Follow-up visits 5t012 (12-30 months since enrollment)

Conductavisit consisting of Follow-up 5 procedures at 12 months after initiating PrEP and every
three months thereafter (up untilmonth 30) OR atthe exit from the study

Administrative and Behavioural Evaluations/ Procedures

Provide HIV/STI behavioural counselling, including risk-reduction counsellingand develop a
planfor patients risk reduction after discontinuing TRUVADA® provided by the study
Discuss patients experience on PrEP

Offerrisk reductioninformation (including condoms)

Assess participantadherence to PrEP inthe period since last follow-up visit

Clinical Evaluations/ Procedures

Assess interim medical history including concomitant medications and TRUVADA® specific
side-effects
Collect samplesforstandard of care laboratory evaluations

Laboratory Evaluations/ Procedures

HIV testing

For patients exhibiting clinical signs/symptoms of acute seroconversionillness, conduct the
standard-of-care confirmatory algorithm.

If the participant tested positive for hepatitis B surface antigen (HBsAg) atscreening, test for
HBV DNA by the use of a quantitative assay every sixmonths after PrEP initiation.

Renal function tests perstandard of care, Creatinine and estimated glomerularfiltration rate
(eGFR)

Liverfunction tests (protein, albumin, bilirubin, ALP, ALT, AST, GGT)

STl testing: syphilis testing perstandard of care, rectal gonorrhea (GC) and chlamydia (CT) —
NAATand/orculture

Pregnancy testforall women of child-bearing potential
Collection of plasma and PBMCs for TRUVADA® druglevels (if participating)
Collection of serum for storage (if participating)

Behavioural and lifestyle data collection
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e Self-administered online attitude, behavioural and lifestyle survey, completed ideally within
two and no more than seven calendar days of the clinicvisit (invitation triggered by the
completion of clinical visitrecord). This will include dataon attitudes to PrEP, willingness to
take it inthe future, satisfaction with PrEP and services provided within the study

PrEP prescription

e Assessparticipantadherence to PrEPinthe periodsince the last follow-up visit

e Ifthe participantisreportingaknown or suspected exposure to HIV within 72 hours and has
missed the daily medication within 24 hours before and afterthe event, discontinue PrEP
and recommend toinitiate PEP according to national PEP guidelines. *'

o Ifeligibilitycriteriaare met, and participantis willing to continue taking PrEP, give
TRUVADAZ® prescription for 30 days with two refill prescriptions for 30 more days each

e Provide supportive adherence counsellingand set PrEP adherence goals for the following
periodtill next follow-up visit.

e |Ifitis knownthatthe participantisenteringthe last period on study medication, inform
participant that thisis the last prescription of TRUVADAZ® given by the study, and emphasize
the needforthe final follow-up visit to develop a plan for HIV risk reduction following the
exitfromthe study.

PrEP discontinuation
e Assess participantadherence to PrEP since last follow-up visit
e Ifthe participantisreportingaknown or suspected exposure to HIV within 72 hours and has
missed the daily medication within 24 hours before and after the event, recommend to
initiate PEP according to national PEP guidelines. **
e Discuss short-term (next 30days) and longterm HIV risk reduction forthe period following
discontinuation of PrEP

7.2.5 Interim Visits

Interim visits may occur at any time duringthe study. If a participant presentsforavisit outside of a
visitwindow (e.g. because of amissed visit, to discuss problems with adherence oran adverse
event), the interimvisit will be documented on aninterimvisit case reportform (CRF) andinthe
source documentation.

7.3  Follow-up of patients after discontinuing PrEP

Participants may choose to discontinue from taking PrEP but remain onthe study. In that case they
can still complete the discontinuation and post-discontinuation follow-up visits. All study
participants who discontinue PrEP, irrespective of whether they reached the final medication Follow-
up visit 11 (30 monthson PrEP), will be scheduled to have astudy visit three months aftertheirlast
follow-up visiton PrEP. The assessment will include:

7.3.1 Follow-up visit 12 (33 monthsin the study)

Conductavisit consisting of Follow-up 12 as a standard of care assessment procedures at335
months after initiating PrEP or 3 months after discontinuing PrEP.
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Laboratory Evaluations/ Procedures

e HIVtestingincluding serology tests as perstandard of care with Western Blot for
confirmation.

e (ifconducted by the clinic) proviral DNAforsuspected seroconverters

e STl testing:syphilis (earlyinfection—EIA, RPR, TPPA, FTA-ABS), rectal vaginal gonorrhea
(GC) and chlamydia (CT) -NAAT and/or culture

Behavioural and lifestyle data collection
e Self-administered online attitude, behavioural and lifestyle survey (invitation triggered by

the completion of clinical visitrecord), which willinclude attitudes to PrEP, willingness to
takeitinthe future

PrEP discontinuation
e Assessparticipantadherence to PrEP since last follow-up visit
e Ifthe participantisreportingaknown or suspected exposure to HIV within 72 hours and has
missed the daily medication within 24 hours before and after the event, recommendto
initiate PEP according to national PEP guidelines. **
e Discussshort-term (next30days) and longterm HIV risk reduction forthe period following
discontinuation of PrEP

7.3.2 Follow-up 13 (36 monthsin the study)

This is not a clinical visit, but a follow-up survey. Conduct data collection consisting of Follow-up 13
procedures at 36 months after initiating PrEP or 6 months after discontinuing PrEP.

Behavioural and lifestyle data collection

e Self-administered online behavioural, lifestyle and attitudes survey (invitation scheduled at
the end of the completion of clinical Follow-up visit 12 )

Table 2: Follow Up Visit Procedures and Visit Windows

Vv /d Visit 12 Visit 13 coI[I)::;on
isit/data isit 6-
collection point visit2 | Visita | Visita | Visit5- l\\llhcfrlittlf 1121 Month 30 M°::g 3B only 14
P Month 1| Month 3 Month 6 | Month 9 or Mo 36 or
27 months
Treatment +-D/C 6 mos
D/c visit pos post-D/C

(+/-7 | (#/-14 | (+#/-14 | (+/-24 | (+/-14 | (+/-14 | (+/-14 | (+/-14

Visitwindow days) days) days) days) days) days) days) days)

Administrative

X X X X X X2 X
procedures

Interim history,
concomitant X X X X X X

medication,
adverse events
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HIV testing X X X X X X X° X°
STl testing X X X X X X
Renal function, . . . .
calculated creatinine X X X X
clearance
Hematology, LFTs X X¢ X X X

Pregnancy test if d d d d d d d

X
applicable X X X X X X

Adherence X X X X X X
assessment
Collection of
plasma, PBMCs X' X' X' X'
and serum
Study medlcatlon X X X X X
prescribed
Attitude,
behavioral and X X© X& X© X° X® X X
lifestyle survey

D/C= discontinuation

X% incl uding study exit procedures and exit survey

Xb HIV status post-PrEP discontinuation maybe obtained via data linkage
XCLFTs only

Xd forallwomen of child-bearing potential

X® completed ideally within three but no more thanseven days of the clinic visit.

X Onlyapplicable to partidpants who provided consent for blood sample collection. Blood collected at month 1, month 6
and month 12.

X* Renal function test should be assessed every 6 months on alternative visits, i.e visit 7,9and 11.
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7.4  HIV Counseling and Testing

HIV test-related counselling is available to all potential study participants who consentto undergo
HIV screeningto determine their eligibility for this study, and to all enrolled participants throughout
the duration of the study. Testing will be performed in accordance with the study follow-up visit
schedule. Counselling will additionally emphasize the current evidence about the efficacy of the daily
TRUVADAZ® as PrEP, the association between medication adherence and its effectiveness and any
new evidence about PrEP in preventing HIV infection.

Condoms will be provided to participants throughout the duration of their participation.

7.4.1 Care for Participants Identified as HIV-Positive

Participantsidentified as HIV positive priorto enrolment will be managed orreferred for HIV
managementaccordingto the current standard of care.

Should a study participant test positivefor HIV after enrolment, follow-up procedures will be
performed as perSection 6.5. A M1841/V and K65R mutation test results obtained perstandard of
care will be collected forthe PRELUDE Study with participant consent.

PROT 15-09-30 PRELUDE v 4.0
Template SM301-C: Standard Protocol Version 0.1 30 September 2015 Page 51 of 139




8.0 Recording and reporting Adverse Events (AEs)

The site investigator has aresponsibility to ensure that the monitoring of safety and reporting of
adverse outcomes complies with the study protocol. The site investigatoris responsible forthe
initial evaluation and reporting of safety information for study participants. Eachsiteisrequiredto
have written procedures for toxicity management and AE reporting.

Adverse events may occur at any time after study enrollment throughout the follow-up period.
These events may also occur in screened participants afterinformed consentis obtained as a result
of protocol-specified interventions. All such events will be recorded at each study visit on an adverse
eventcase reportform.

8.1 Adverse Event definitions

The following adverse event definitions apply to this study.

Adverse event (AE): Anadverse eventisanyuntoward medical occurrence inapatientor clinical
investigation subjectadministered a pharmaceutical product and which does not necessarily have a
causal relationship with this treatment. Anadverse eventcantherefore be any unfavourable and
unintended sign, symptom, or disease temporally associated with the use of amedicinal
(investigational) product, whether or notrelated to the medicinal (investigational) product.

For this study, any overdose of TRUVADA, whether or notaccompanied by any signs or symptoms,
will alsobe considered an adverse event.

Adverse Events do notinclude:

e Medical or surgical procedures. The condition thatleads to the procedure is the adverse
event.

e Hospitalisations where no untoward or unintended response has occurred, eg, elective
cosmeticsurgery, social admissions.

e Pre-existing conditions ordiseases that exist at or priorto baseline/enrollment (e.g. seasonal
allergies, asthmaorrecurrent headaches), unless they worsen in frequency or severity after
administration of study drug.

Serious Adverse Event (SAE): A seriousadverse eventisany untoward medical occurrence that at
any dose:

e resultsindeath;

e islife-threatening*;

e requiresin-patient hospitalisation or prolongation of existing hospitalisation™;
e resultsinpersistentorsignificant disability/incapacity; OR

e isa congenital anomaly/birth defect.

*The term “life-threatening” in the definition of “serious” refers to an event/reactionin which the
participant was at risk of death at the time of event/reaction. It does notreferto an event/reaction
which hypothetically might have caused death if it were more severe,forexample, asilent
myocardial infarction.
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"Hospitalization is defined as an inpatient admission, regardless of length of stay, evenif the
hospitalisationisa precautionary measure for continued observation. Hospitalisations fora pre -
existing condition (including elective procedures that have not worsened) do not constitute an SAE.

Medical and scientificjudgment should be exercised in deciding whether othersituations should be
considered serious e.g.important medical events that may not be immediately life -threatening or
resultin death or hospitalisation, but may jeopardise the participant or may require intervention to
prevent one of the outcomes listed in the definition above. Examples of such eventsinclude a
medical even that leads to the discontinuation of TRUVADA, intensive treatmentinan emergency
room or at home for allergicbronchospasm, blood dyscrasias or convulsions thatdo not resultin
hospitalization, or development of drug dependency ordrugabuse.

Note: pregnancy, overdose and cancerare classified as Serious for data collection purposes.
Suspected Unexpected Serious Adverse Reaction (SUSAR): A seriousadverse event whichisboth
suspected asbeingrelatedtothe drug(i.e. has a reasonable suspected causal relationship)andis

unexpected, e.g. the nature and severity is not consistent with known information (e.g. the Product
Information) about the drugin question.

8.2 Adverse Event assessments

Site investigators, the project team, the medical officer and the Data Safety Monitoring Board
(DSMB) will use the following AE assessment scales for this study.

Causality assessment:

Causalityisthe likelihood that a particulartreatmentis the cause of an observed adverse event. The
site investigator shall assign causality to all serious adverse events only.

The following binary causality assessment will be used for this study:
e Related— Thereisa reasonable possibility that the AE may be related to the study agent(s).

* Not Related— There is not a reasonable possibility that the AE is related to the study
agent(s).

A reasonable possibility meansthere is evidence to suggest a causal relationship between the
investigational product and the adverse event. Facts (evidence) orarguments that may support “a
reasonable possibility" mayinclude:
= atemporalrelationship (i.e., AEisreasonably related in time to the use of the study drug)
= apharmacologically orbiologically plausible event

Presence of confounding factors, such as concomitant medication, concurrentillness, orrelevant
medical history, should also be considered.

When an SAE is assessed as “not related” to study agent(s), an alternative etiology, diagnosis, or
explanation forthe SAE should be provided.
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For the purposes of reporting to the lead HREC, “not related” perthe protocol will be reported to
the HREC as “unrelated.” “Related” perthe protocol may be reportedtothe HREC per site
investigatorassessment as either “possibly related,” “probably related” or “definitely related.”

EXPECtEdHESS assessment:

Ifthe eventisconsideredrelated, the site investigator must assess the event’s expectedness. An
unexpected adverse drug reaction (UADR) is defined as an adverse reaction, the nature or severity of
whichis not consistent with the applicable scientificinformation (e.g. Investigator’s Brochure or
Product Information (PI)/package insert/summary of product characteristics. Itcan also be an
unexpected adverse reaction thatis more frequent or more severe than previously reported.

Appendix IV lists expected toxicities associated with the study drug.
Severity Assessment:

In the classification of adverse events, the term “severe” is not the same as “serious.” Severityis an
indication of the intensity of aspecificevent (asin mild, moderate, orsevere chest pain). The term
“serious” relates to a participant/event outcome oraction criteria perthe SAE definition.

All AEs will be graded for severity using the DAIDS AE Grading Table, Version 1.0, December 2004
(Clarification dated August 2009) and the DAIDS Addendum 2 - Male Genital Grading Table, which
are available at http://rsc.tech-res.com/safetyandpharmacovigilance/. In cases where agenital AEis
coveredinbothtables, the Rectal Grading Table for Use in Topical Microbicide Studies will be the
grading scale utilized.

For any AE where the outcome is death, the severity of the AEis classified as Grade 5.

Grade 1 creatinine toxicity will be defined as: greaterthan 50 is mild; 30-49 is moderate; less than
30 is severe.

8.3 Adverse Event Reporting Requirements

8.3.1 Reporting Requirements for sites
Adverse Events

Adverse events and/orlaboratory abnormalities identified in the protocol as critical to safety
evaluations should be reported to the sponsoraccording to reporting requirements and within the
time periods specified in Table 2 Follow Up Visit Procedures and Visit Windows. Because most
reported eventsrelated to TRUVADA® have been mild, information regarding all AEs regardless of
seriousness, relatedness and expectedness will be recorded in the participant’s source documents
and enteredintothe eCRF.

All critical laboratory values will be reported as applicable perthe site’s SOPs.

With appropriate permission of the participant, and whenever possible, records from non-study
medical providers related to untoward medical occurrences will be requested and re quired data
elements will be recorded on study CRFsand/orin the participant’s medical chart.
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All AEs regardless of severity will be followed clinically, untilthe AE resolves or stabilizes as perthe
appropriate toxicity algorithm.

Serious Adverse Events (Including Suspected Unexpected Serious Adverse Reactions or SUSARs)

The site investigator should determineat each visit whether ornota Serious Adverse Event has
occurred since the previous visit.

All serious adverse events (SAEs) must be reported to the sponsorby telephone or email
immediately, and no laterthan within 1business day of site awareness of the event. During public
holidays thatlast more than one business day, all SAEs must be reported to the sponsor with 48
hours of site awareness of the event.

The appropriate Serious Event eCRF shall be used. Thisreportingrequirement pertainstoall SAEs
that occur from baseline/enrolment through 3 months afterthe last protocol treatment
administration, regardless of expectedness or relatedness per SUSAR requirements. The Kl Project
Team in collaboration with the KI Medical Officer will review and identify all serious events which fit
the criteria of a SUSAR and requiring additional expedited reporting to relevant parties.

The site Investigator mustimmediately and no laterthan 72 hours after occurrence of the event
reportall SAEs and SUSARs occurring at the site directly tothe St. Vincent’s Hospital HREC via email
usingits Serious Adverse Eventand Suspected Unexpected Serious Adverse Event Form. Inaddition,
one hard copy of all documents, with original signatures, must be submitted to the Research Office.

The relevantsite investigator will also provide a copy of these reports with the HREC
acknowledgement of the report to hisor herrelevant Research Governance Officer.

Immediate reports should be followed promptly by detailed, written follow-up reports when all
information is not included in the initial report. For deaths, the site investigator will supply the
sponsor and the HREC with any additional requested information (e.g. death certificate, autopsy
reports and medical reports).

For participants who discontinue and thenre-enroll inthe study, any AEs that happened during the
period noton follow-up should be reported within the required time periods from the moment they
were detected by the clinical study personnel.

Other events requiring expedited reporting:
The site must alsoreport:

e AllHIV seroconversions to the sponsorimmediately by telephone oremail, and no laterthan
within 24 hours of site awareness.

e All participant conversions from PrEP to PEP to the sponsor by telephone, email or eCRF
submission, within seven calendar days.

The site investigator mustalsoreporttothe lead HREC in a prompt manner, any:
e Information which materially impacts the continued ethical acceptability of the trial.

¢ Informationthatrequires, orindicates the needfor, achange to the study protocol,
including changed safety monitoringin the view of the sponsor.
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8.3.2 Reporting requirements for the Sponsor

For this study, the Kirby Institute has assumed the duties of the study sponsorandisthus
responsible forthe reporting of SUSARs to investigators, the HREC, the TGA, and Gilead Sciences, Inc.
as required.

Kirby Institute medically-qualified staff and/ora medically-qualified delegate will review all SAE
reports received. The causality assessment given by the site investigator cannot be overruled;in the
case of disagreement, both opinions will be recorded and provided in any subsequent reports.

The Kirby Institute Project Teamin collaboration with the study’s Medical Officer will review and
identify all serious events which fitthe criteria of a SUSAR. Fatal and life-threatening SUSARs willbe
reported to the TGA within 7 calendar days of the sponsor becoming aware of the event. Other
SUSARs will be reported to the TGA within 15 calendar days of awareness.

The study Principal Investigator will also keep all site investigators informed of any safety issues that
arise during the course of the trial.

Gilead Reporting:

The sponsorwill alert Gilead Drug Safety and PublicHealth (DSPH) of any potential safety issues
arisinginthe study or any protocol amendments or changestothe informed consentarisingfroma
safety concern associated with the Drug within 15 days of awareness.

All SAEs including any deaths, product complaints with an associated SAE or reports of pregnancy,
medication erroror overdose regardless of an associated SAE occurring during the study will be
reported by the sponsorto Gilead DSPH within 15 calendar days of site awareness andin
accordance with applicablelaws, rules, regulations and guidance.

Upon Gilead’s request the site investigator will provide any additional information related to any
SAEs including any deaths, product complaints with an associated SAE or reports of pregnancy,
medication error or overdose regardless of an associated SAE occurring during the study.
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9.0 Packaging, labeling, storage and accountability of clinical study supplies

The blue, capsule-shaped, film-coated, tablets contain 200 mg of emtricitabineand 300 mg of
tenofovirdisoproxil fumarate (which is equivalent to 245 mg of tenofovir disoproxil), are debossed
with “GILEAD” on one side and with “701” on the otherside, and are available in unit of use bottles
of 30 tablets (NDC 61958-0701-1).

TRUVADA® will be provided in bulk by Gilead Sciences, and redistributed for study use by
Pharmaceutical Packaging Professionals (PPP) Pty Ltd, Suite 5, Lot 1, 40-46 West ThebartonRd,
Thebarton South Australia 5031.

TRUVADA® (FTC/TDF) study tablets must be stored below 25°C (as per TRUVADA® Product
Information v.13 23 October2013). FTC/TDF tablets must be stored in the original container. Each
containeris packaged with a child-resistant screw cap and contains a silica gel to protect the product
from humidity.

Responsibility forinvestigational product accountability at the study site rests with the site
Investigator/ institution. A designated person at the study site must receive clinical trial supplies.
That person must check that the supplies are in good condition and are complete as perthe shipping
records. Drugs mustbe storedina secure location with limited access. Clinicaltrial supplies must
only be dispensed according to the protocol and records must be kept detailing supplies received,
dispensedto the participant, returned from the participantand returned to the sponsoror
destroyed at site, asapplicable.

Study staff responsible foraccountability and dispensing must not open and count clinical supplies
priorto dispensing.

9.1  Study Drug Accountability

The site investigatorand the site pharmacist are required to maintain records of the product’s
deliverytothesite, the inventory at the site, the use by each participant, and the return to the
sponsor/designee. These records will include expiration dates. Site investigators willmaintain
records that documentadequatelythat the subjects were provided the appropriate prescriptions.
Clinical pharmacists will maintain records that document adequately that the subjects were provided
the appropriate medication, and reconcile all investigational product received from the sponsor.
The site investigator must ensure that the investigational productis only prescribed in accordance
with the approved protocol.

The pharmacist at the study site will receive the study agent and store itin the pharmacy. Access
will be restricted to pharmacy personnel authorized by the pharmacist of record.

9.2  Study Drug Dispensing

The clinical site pharmacy will be responsible for dispensing the drug to each study participant upon
presentation of avalid prescription. At enrolment and follow-up visits the pharmacist will receive the
prescriptionthatincludesthe participant’s ID number. Foreach bottle dispensed, the pharmacist
will enterthe bottle label information and date on the Drug Accountability Log. Dispensation of all
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study products to study staff and distribution to participants will follow the institution’s SOP on
Study Product Chain of Custody.

9.3  Study drug return/destruction

At the end of the study, the pharmacist will perform the final drug accounting of unused study
material on the properlog documents. Unused study agent will be returned ordisposed of as
instructed by the Sponsor.
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10.0 Biological samples

10.1 Laboratory supplies and sample processing

Collection and processing of biological samplesforthe standard of care testing procedures will be
conducted accordingto the currently approved testing practices, and no laboratory supplies will be
provided by the investigator or the sponsor forthese tests.

Each study site will adhere to standards of good clinical laboratory practice, and local standard
operating procedures for specimen managementincluding proper collection, processing, labelling,
transport, and storage of specimens.

10.1.1 PBMC, plasma and serum sample collection

Blood samples will be collected from approximately 100 participants at three time points (a total of
approximately 300 collections). Additional particdpants may be invited to participate in blood
collection if any of the participants included in the blood collection discontinue eary from the study.
These participants will primarily be the first 100 participants enrolled in in Sydney Sexual Health
Centre, StVincent’s hospitaland Holdsworth House clinic.

For participatingclinics, blood will be collected for PBMCs and plasma at follow up visits 1,3 and 5
(months 1, 6 and 12 from the baseline visit) as specified in the protocol. Approximately 16 millilitres
of PBMCs and 9ml of plasma per participant follow-up visit will be collected and stored atthe AMR
laboratory, and bulk shipped foranalysis to the Clinical Pharmacology Analytical Lab (CPAL) at the
Johns Hopkins University School of Medicine, Baltimore Maryland, USA, eitheratthe midpoint
and/orend of the study follow-up period. Processingand analysis of the PBMCs and plasmawill be
conducted perJohns Hopkins University School of Medicine CPALStandard Operating Procedures.

Separate informed consent willbe obtained for optional serum collection and banking, to be
collected atfollow-up visits 1,3 and 5 (months 1, 6 and 12 from the baseline visit) as well (see
Appendix VIIl). Approximately 6 millilitres of serum willbe collected at each of these timepoints,
and will be stored indefinitely at the St Vincent’s Centre for Applied Medical Research Biobank,
Sydney. Additional testing may be performed on stored samples ata later date for this, or other
related research, including tests for sexually transmitted infections, viral resistance to antiretroviral
drugs, and geneticfactorsin humansthat might be associated with greater orreducedrisk of getting
HIV. As not all potential beneficial future researchis known, the need forfuture researchis
determined by the ongoing developmentin the field.

For those who will not participate in the optional serum collection and banking, blood willbe
collected for PBMCs and plasma at the designated visits (in participating clinics only).

Due to potential variationsinthe follow-up schedule in cases wherein participants temporarily
discontinue from the study, or discontinue and re-enrolin the study, the blood draw schedulefor
PBM(Cs, plasmaand optional serum collection may similarly change to reflect these variations. Other
variationsinclude the need for post-exposure prophylaxis, additional visits to assess adherence,
temporary or permanentdiscontinuation, pregnancy, and suspected HIV seroconversion. However,
no one individual will undergo more than three research blood collection time-points during the
study.
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Written procedures for labelling, collection, processing, packaging and shipping will be provided to
the study sites by the sponsorwith support from SydPath Central Laboratory. SydPath will also
provide courierservices, laboratory supplies and collection kits to the sites. Both date of birthand
participant name code (2 x2 code comprising firsttwo letters of participant’s first name and first two
letters of participant’s last name) will be captured onthe blood collection tubes and requisition
forms. Once the samplesare processed in AMR, these additional identifiers will be removed before
the samples are shippedtothe CPALat the Johns Hopkins University.

Samples will be promptly couriered persponsorinstructions to the St Vincent's Centre for Applied
Medical Research (AMR) laboratory for any further processing, and for storage.
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11.0 Data collection, source documents and record retention

11.1 Data collection and source documents

Attitude, behavioural and lifestyle survey datawill be collected on SurveyGizmo (Boulder, Colorado,
USA) via secure online forms. Dataenteredinto the online forms will use the participants'study
codes and notidentifying details. The dataentered into the online forms will be initially stored on
SurveyGizmo’s secureservers. SurveyGizmo will store the preferred email address of the participant
so that the system can send participantinvitation to completethe surveysand send automatic
remindersif the participant does not completeasurvey within the scheduled timeframe. The email
addressis stored separately from the participant’s clinical information and his or hername is not
storedinany database. Furthermore the email address willbe erased from the systemas soon as
the participant complete his or herfinal follow-up survey; or when the participant withdraws his or
herconsentto participate in the study, whichever comes first. SurveyGizmo has detailed policies on
data privacy, backup/redundancy, and disasterrecovery. Itiscompliantand certified underboth the
HIPAA (US guidelinesforthe handling of medical information)and Safe Harbor (European Union
privacy protection standards) programs. Atregularintervals, these datawill be downloaded from
SurveyGizmoto a secure computeratthe Kirby Institute. Allelectronicdatabases will be protected
by password and UNSW firewalls.

Clinical study data will be collected on study specificelectronic case report forms (e CRFs) in
OpenClinica Enterprise. OpenClinica Enterprise complies with U.S. 21 Code of Federal
Regulations Part 11, Electronic Records; ElectronicSignatures. Rolesand access are
controlled, electronicsignatures are enabled, protected healthinformationiis
non-identifiable, and the database is SSLencrypted.

The site Investigatoris responsible forensuring the clinical data collected are complete, accurate
and recordedin a timely manner.

Following each completed or missed participant visit the designated site staff will complete the visit
specificeCRF. Any detected eCRF discrepancies will be addressed with the site staff for clarification.
eCRFs mustbe completed, and must be signed by asite investigatorin a timely manner. Serious
adverse event forms must be signed within seven calendar days of the event. All other CRFs must
be signed within 14 calendar days of the most recent completed or missed visit.

The site investigatoris responsible forensuring the completion of accurate source d ocumentation to
supportthe CRFs. Source documentsincludeall recordings of observations or notations of clinical
activitiesand all reports and records necessary forthe evaluation and reconstruction of the trial.
These include, but are not limited to; participant electronicand/or paper medical records, copies or
transcriptions certified after verification as being accurate copies, laboratory reports, participant
progress notes, pharmacy records and any otherreports or records of procedures performedin
accordance with the protocol or to documentaserious adverse event.

Any documentthatacts as a source document (the point of the initial recording of a piece of data)
should be signed and dated by the personrecording or reviewing the dataforissues of medical
significance (for example the review of laboratory reports). Personssigningthe source documents
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must be listed as a site staff memberworking on the study ora staff memberdelegatedinthe
delegatedlog.

The site investigatoris responsible forretaining all essential documents listed in ICH Good Clinical
Practice guidelines. These must be organisedinacomprehensive filing system thatis accessible to
study monitors and otherrelevant personnel. Study recordsinclude administrative documentation,
documentation of participants screened foras well as participants enrolled in the study, and all
othersource documents. Documents generated by a study that are notrequired by GCP but are
required forthe conduct and management of the study will also be filed.

11.2 Record Retention

Accordingto the TGA requirements the sponsorwillretain all study documents, including essential
documents and participantfiles, foratleast 15 years after the completion of the trial.

The sponsorwill notify the sites when itis appropriate to archive studyfiles. The site Investig ator
remainsresponsibleforand should retain control of the documentation contained in the site
archives, unless otherwise arranged with the sponsorand should allowthe sponsoraccessto this
documentation asrequired. The site will provide the sponsor with written details of aresponsible
contact person andthe location of archived study files for ease of retrieval.

The sponsorwill also inform the site investigator(s)/institution(s) in writing when the study related
records are no longerneeded.
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12.0 Confidentiality of data

12.1 Confidentiality of participant records

By signingthe Clinical Trial Agreement, the site investigator agrees that the sponsor, HREC and/or
regulatory authorities may consult and/or copy study documents to verify information in the case
reportform. By signingthe consentformthe participant agrees tothese processes.

Participant confidentiality in the electronic CRFs will be maintained at all times. Attitude, behavioral
and lifestyle data will be collected by the sponsor using aseparate electronicdata collection system.
No clinical documents containing the participant’s name or otheridentifyinginformation will be
collected by the sponsor. Linkage of clinical and behavioural databases will be done usingthe unique
study identifying numbers generated at enrolment.

It may be necessary forthe sponsor’s representatives, the HREC and regulatory authority
representatives (e.g. TGA) to have direct access to the participant’s medical records. If study
documents need to be photocopied duringthe process of verifying case report form data, the
participant will be identified by aunique code only; full names and otheridentifying information will
be masked.

Sites are responsibleforhandling study datain accordance with the NSW Health Records and
Information Privacy Act (HRIP Act) Statutory Guidelines on Research. All study-related information
will be stored securely atthe study site. All case reportformsand adverse event reports willbe
identified by acoded numberto maintain participant confidentiality. All records that contain names
or otherpersonal identifiers, such as locator forms and informed consent forms, will be stored with
restricted access according to local SOPs.

Forms, lists, logbooks, appointment books, and any otherlistings that link participants’ ID numbers
to identifyinginformation will be stored in aseparate, locked file in an area with limited access.

By signing the Clinical Trial Agreement, the site investigator affirmstothe sponsorthatinformation
provided to them by the sponsorwill be maintainedin confidence and divulged only as necessary to
the ethics committee andinstitution employees directly involved in the study. Both ethics
committee members and employees must also understand the confidentiality requirements forany
information divulged tothem. The data generated by this study will be considered confidential,
exceptwhereitisincludedinapublication asagreedinthe publication policy of this protocol.
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13.0 Analyses and statistical considerations

Thisis a one-arm open-label treatment trial, thatis norandomization and blinding procedures are
used and needto be accounted for in analyses.

13.1 Outcome measures
Main outcome measures willbe:

e timeto accrual of 300 personyears of follow-up on TRUVADA
Seroconversion-freetime on PrEP

e Timeto discontinuation

e Percentage of prescribed doses taken orally in the prescribed period

e Incidentsof HIV

e Incidents of rectal Gonorrheaand Chlamydia

e Seriousadverse reactions

e Anyadverse eventsleadingtointerruption or discontinuation of the study product
(TRUVADA)

e Allstudyendpointsare described in Section 5.0.

13.2 Laboratory analyses

The following analyses will be conducted as a standard of care for population groups at high risk of
HIV in Australia:

e Laboratory analysesto confirm new HIV infection willallow the detection of the main study
endpoint (i.e. seroconversionin PrEP users).

e Laboratory analysestoidentify incident cases of gonorrheaand chlamydia. Both are known
to be STl co-factorsin HIV epidemicin Australia *2and are also markers of risk, and thus a
biological measure of behavioural disinhibition

e laboratory analysesof liverand renal functions

e Laboratory analyses of STl testing, and of Hepatitis Band Cinfection

e Pregnancytestingforall women of child-bearing potential

13.3 Sample size

The study targetisto recruit at least 300 participants and accrue 300 person-years of follow-up on
TRUVADA. Thisis an implementation project; the samplesize is not based on power calculations but
isa pragmaticchoice to evaluate the process and outcomes of limited off-label TRUVADA® use for
purposes of primary HIV prevention. This sample size is based on the evidence of PrEP use and
expression of interestto use PrEP in community-based observational studies conducted in Australia
in 2012-2013 andon the number of participantsthatisfeasible torecruitthrough the participating
publicclinicsin NSW, Australia.

13.4 Statistical analyses
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The analyses will be described in detailin a full Statistical Analysis Plan. Briefly:

Statistical analyses of sexual practices will include an examination of currentawareness of HIV risk
factors and prevention strategies, sexual practices, condom use, TRUVADA® use and adherence to
daily medication schedule. Analyses willalsoinclude comparison of sexual practices overtime
duringthe course of treatmentand up to six months aftertreatment discontinuation (atthree and
six months after completion of the treatment follow-up).

Statistical analyses of adherence to the study medication will focus on assessing time of TRUVADA,
numberand proportion of missed doses, the relationship between sexual practices and medication
use, and the relationship between adherence levels and HIV-free timeon the study product. A sub-
study may be submitted as a future amendmentto include the collection and assessment of blood
plasmalevels of TDF/FTC.

Statistical analyses of the risk of HIV seroconversion amongindividuals on PrEP will focus on
estimating the risk of seroconversion per person-time of follow-up on TRUVADA, the probability of
HIV seroconversion persexual contact amongindividuals taking PrEP (Quinn et al 2000; Jin, Jansson
et al 2010), and the effect modifying role of non-adherence to the prescribed medication schedule,
STl and side-effects leading toinconsistent PrEP use. Analyses of HIV seroconversions will also
include the period of three months after completion of the study treatment using datalinkage with
the NSW HIV registry.

Analyses willbe conducted using appropriate longitudinal regression models with time-varying
exposures. Dataanalysis will be conducted by aresearch officerat the Kirby Institute, underthe
leadership of the Principal and Investigatorand Co-Investigators, using STATA (StataCorp, College
Station, TX, USA). The research team has extensive expertise in the analyses of longitudinal data.

13.5 Interim monitoring and analysis

Members of the Study Management Team (SMT) will conduct an interim analysis of the results when
first 100 participants are recruited. Analyses will focus on safety and adherence to the study
medication. The results of the interim analysis will be reported to the Protocol Steering Committee
(PSC) and Data Safety and Monitoring Board (DSMB). The DSMB will review medication adherence
data at thistime, to determinewhetherthere isaneedto develop furtherapproaches to medication
adherence interventions. Interim results may also be reported to the New South Wales Ministry of
Health and back to community organisations, participants and the community more generally.
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14.0 Ethics committee/regulatory approval and informed consent

14.1 Ethics committee/regulatory approval

This study will be conducted underthe TGA Clinical Trial Notification (CTN) scheme. The sponsor will
arrange regulatory notification forthe study priortoits start.

Under the CTN scheme, the Approving Authority is the institution that grants the final approval for
the conduct of the study. Each site’sinvestigatorisresponsibleforobtaining HRECapproval forthe
protocol and PICFin compliance with local regulatory requirements priorto participant enrollment.

The site investigator may notimplement any deviation from, or changes to the protocol without
agreement by the sponsorand priorreview and documented approval/favourable opinion from the
HREC of an amendment, except where necessary to eliminate animmediate hazard(s) to study
participants, orwhen the change(s) involves only logistical oradministrative aspects of the study
(e.g.change in monitor(s), change of telephone number(s)). The site investigator must also obtain
approval forany amendments to the participantinformation and informed consent form (PICF)
documents. The site investigator must comply with all HREC reporting requirements forall adverse
events, periodicupdates and end of study reports and must agree to abide by any HREC conditions
of approval.

14.2 Informed consent

The site investigator (or equivalent trained designee) is responsible forensuring freely-given written
informed consentis obtained from each potential participant priorto the conduct of any protocol -
specificstudy procedures. The site investigator may delegate the task of obtaining consentto
appropriately qualified Sub-investigator(s). The participant must be informed in atimely manner of
any new information that becomes available during the course of the study that may affect hisor
herwillingness to continue study participation. Additional informed consent requirements are
outlinedinsection 7.1.2Informed consent process.

This study shall be conducted in accordance with the ethical principles laid outin the World Medical
Association Declaration of Helsinki (most currentissued version), the CPMP/ICH Note for Guidance
on Good Clinical Practice (CPMP/ICH/135/95), the National Statement on Ethical Conductin
Research Involving Humans (2007), the requirements of the Therapeutic Goods Administration as
outlinedin thisdocument; and any requirements of relevant Commonwealth and/or State laws.
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15.0 Legallssues

The sponsorwill consult throughout the study with the University of New South Wales Australia
legal teamwhen necessary toaddress any arising legal issues related to the study implementation
and will deal with suchissuesinanappropriate and timely manner, in accordance with the local and
regulatory requirements.

The sponsor has requested and obtained legal advice from the NSW HIV/AIDS Legal Centre (HALC)
aboutrisk to participantsinthis study and has incorporated the legal advice in the design and
procedures of this PrEP implementation study.
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16.0 Governance

This research protocol is funded by NSW Department of Health. The study medication (TRUVADA)
will be provided by Gilead Inc. The study is based at the University of New South Wales (UNSW) and
coordinated through the Kirby Institute for Infection and Immunity in Society. The Kirby Institute has
established governance and implementation structures which use resources efficiently to deliver
program objectives onschedule.

Each participating clinical site within a publichealth organisation will obtain a site-specific
assessment (SSA)forthis study. HREC approval is required priorto SSA submission.

This study will be registered in the Australian New Zealand Clinical Trials Registry and the U.S.
National Library of Medicine clinicaltrials.gov registry.
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In the event of study-related injury, study participants and staff will be covered underthe Certificate
of Currency—Clinical Trials Insurance policy for UNSW including Kirby Institute, which meets the
required indemnity limits.
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18.0 Quality Control (QC) and Quality Assurance (QA)

18.1 AQuality control

The sponsoris responsible forimplementing and maintaining quality control and quality assurance
systems with written standard operating procedures to ensure the study is conducted and data are
generated, documented and reported in compliance with the protocol, Good Clinical Practice
standards and all applicable local laws and regulations relating to the conduct of a clinical trial.

The study will be conductedin full compliance with the protocol. The protocol willnotbe amended
without prior written approval by the sponsor. All protocol amendments must be submitted toand
approved by the HREC priorto theirimplementation.

On behalf of the sponsor, study monitors will visit each site periodically to ensure the study is
conducted, recorded, and reported in accordance with the protocol, Standard Operating Procedures,
GCPs, and applicable regulatory requirements. Monitors will also confirm the quality and accuracy
of study data and documentation, and verify proper storage, dispensing, and accountability of the
investigational study product.

The frequency and number of monitoring visits willdepend upon the recruitment rate as definedin
the monitoring plan. The monitorwill conductamonitoringvisit within two weeks of each SUSAR or
HIV conversion.

18.2 Protocol deviation and Violation
The following definitions and reporting requirements apply.

e A protocol deviation occurs when, without significant consequences, the activitiesona
study diverge fromthe approved protocol, e.g., missing avisit window becausethe subjectis
traveling. A protocol deviation presented in advance of the event may be considered
acceptable by the sponsorand the HREC.

e A protocol violationis a divergencefromthe protocol that reduces the quality or
completeness of the data, makes the participantinformation sheet/informed consentform
inaccurate, or impacts a subject's safety, rights, or welfare. Examples of protocol violations
may include the following:

Inclusion/exclusion criteria not met

Unreported serious adverse events

Use of prohibited medication

Intentional deviation from protocol, Good Clinical Practice, or regulations by study

personnel

o Subjectrepeated non-compliancewith study requirements

O O O O

Protocol deviations and violations will be detailed inthe monitoring reports. Sitesshould reportto
the sponsor within two working days of discovery, any protocol violations wherein inclusion/
exclusion criteriawere not met, serious adverse events were not reported, or the subject’s safety,
rights or welfare were affected.
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19.0 Studyoversight and management committees

19.1 Study Management Team

The Prelude Study Management Team s responsible for ongoing study management, coordination
and implementation. Itincludes the study investigators and personnel based at the HIV
Epidemiology and Prevention Program at The Kirby Institute.

19.2 Protocol Steering Committee

The Protocol Steering Committee (PSC)is responsible for prioritizing research topics, developing
protocols, facilitatingand monitoring the conduct of the research, and reporting study resultsina
timely manner. The PSC conductsits business through periodic meetings (atleast annually). The PSC
includes asubsetof investigators as well as representatives of key community organisations. Other
investigators and site coordinators may also participate in these meetings.

19.3 Data Safety and Monitoring Board

The Data Safety and Monitoring Board (DSMB) is responsibleforadvising the projectteam on the
conduct and progress of the study, the quality of datagenerated, andissues regarding participant
safety. The DSMB may recommend study modification, suspension ortermination, and will
considerany severe unanticipated problems with any aspect of the study, including concerns for
patient welfare orscientificintegrity. The study team and the Protocol Steering Committee (PSC)
willimplement the recommendations of the DSMB.

On-goingreviewduringthe trial will occur after completed follow-up of the first 100 patients and
at completion of the study. HIV seroconversion rates, STl rates, safety events and risk behaviour
will be examined. Ateachreview, the DSMB will recommend to the PSC one of the following
courses of action:

e Continue the study without modification

e Pause enrolment pending either resolution of specificissues oramendment of the protocol

as specified, or
e Terminate the study.

The DSMB will give serious consideration to recomme nding termination of the study inthe event
of:
e Anincreaseinthe numberof Serious Adverse Events (including HIV seroconversions and
positive STl testresults) toalevel considered unacceptable by the DSMB
e Anyincreaseinthe adverse events raising concerns of participant safety.

There will be atleast five members onthe DSMB. The specificmembersare nominated by the PSC.
Membership willinclude, ataminimum:

e Arepresentative of the HIV-positive community

e Astatistician

e Anexpertinclinical trial design and conduct and/orin human research ethics
e Two physicianswho are expertsin HIV clinical care
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The DSMB meets at least annually forthe duration of the study in accordance with the DSMB
charter. All datapresentedatthe DSMB meetingare confidential.

19.4 Medical Officer

The PRELUDE study medical officeris responsible for safety monitoringand review. He or she will
ensure appropriate serious event review and reporting procedures. The Medical Officer will review
all serious adverse events forassessments of relatedness and expectedness, and will advise the
protocol team whetherthe event meets the requirements for expedited reportingand/or further
actionto other parties.
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20.0 Publication Policy

Authorship of publications arising from PRELUDE Study must conform to the standards of the
meetingorjournal where the research findings will be reported.

Allinvestigators named on the study protocol will be invited to be an authoron each paper, as will
any otherinvestigators/individuals that make a substantial contribution. The invited
investigators/individuals are free to make theirown decisions whetherto become authors on any
paperarising from the study. However, asrecommended in the authorship considerations proposed
by the International Committee of Medical Journal Editors, those who make awritten statement
that they meet each of the following conditions will be included as a co-author:

i) Substantial contributions to conception and design, or acquisition of data, or analysis and
interpretation of data; and

ii) Draftingthe article or revisingit critically forimportantintellectual content; and

iii) Finalapproval of the versionto be published.

All prospective authors of all publications will be notified of publication plansin sufficient time to
participate fully in authorship or otherwiseto have inputinto the contentandreview of the
manuscript.

Authorship orderwill depend on the relative contribution of the individualauthors. Procedures for
decidingorder of authorship should be developed by consensus of the authors at the earliest
appropriate time inthe development of the manuscript or presentation. In general, the first named
author will be the individual who writes the manuscript/presentation. In general, the senior (last)
author will be aseniorinvestigator who has expertise in the subject matter of the
manuscript/presentation, and who has closely supervised the writing of the
manuscript/presentation.

Acquisition of funding, collection of data or general supervision of the research group alone does not
constitute authorship.

If the number of people meetingthe journal’s or meeting’s criteriafor authorshipis greaterthan the
journal or meeting standards allow, a collective authorship designation may be used if allowed by
the journal or meeting. The specificdesignation will be decided by consensus of the authors and
study investigators. If a collective authorshipis used, the persons responsible for the publication or
presentation (i.e. thosewho otherwise would have been individually named as authors) will be
specifiedinamanneragreedto by the journal or meeting.

At an appropriate place inthe publication or presentation, as consistent with the standards of the
journal or meeting, one or more statements should specify:
i) Acknowledgment of contributions that do not justify authorship, including technical
help and financial or material support; and
ii) Financial relationships that may constitute a perceived conflict of interest.

Each personacknowledged by name should give permission in writing or by email to be
acknowledged. Exceptions may be made if the personis deceased or cannot be contacted.

This policy applies regardless of the organisation orinstitution of the investigatorresponsible for
draftingthe publication or presentation.
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A copy of this policy will be included in all PRELUDE Study sub-agreements, sub-contracts, sub-
grants, or sub-study agreements.

This policy also encompasses the publication and presentation of datafrom sub-studies.
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22.0 *Attachments/Appendices

Appendix | TRUVADA Product Information, v.13(23 October 2013)

Appendix Il HIV incidence associated with different risk practicesin homosexualmen

Appendix Il
Box A: Algorithm foridentifyinghomosexual men atrisk foracquiring HIV infection
Box B: Algorithm for identifying heterosexual women at risk for acquiring HIV
infection

AppendixIV  Expectedtoxicities/adverse events associated with TRUVADA

AppendixV  Study process flowchart

AppendixVI  Template Pre-screening Participant Information and Consent Form

Appendix VIIA Template PRELUDE Participant Information and Consent Form (with blood

collection)

Appendix VIIB Template PRELUDE Participant Information and Consent Form (without blood

collection)

Appendix VIl Template PRELUDE Blood Banking Participant Information and Consent Form

*Disclaimer: Templates attached to this documentare usually a ‘Master Template” of the preferred
format, which can be adapted by clinical sites, as appropriate, for site-specific versions of these
documents. The finalversion of any document requires approval by the ethics committee prior to
being implemented. Exceptions to this would include an official documenttemplate (such asa
specific version of a questionnaire) being used, for which the requirements have been revised and a
new version has been issued — then an amendment to the protocol must be submitted to the ethics
committee for review and approval.

PROT 15-09-30 PRELUDE v 4.0
Template SM301-C: Standard Protocol Version 0.1 30 September 2015 Page 78 of 139




Appendix |: TRUVADA Product Information, v.13 (23 October 2013)

https://www.ebs.tga.gov.au/ebs/picmi/picmirepository.nsf/PICMI?OpenForm&t=&qg=emtricitabine
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Appendix Il: HIV incidence associated with different risk practicesin homosexual men

Note: Data forthis table were obtained from the Health in Men (HIM) study conducted during 2001 -

2007. Data were collected forsix month intervals. Due to the specifics of data collection for this
study, notall indicators were available to support each individual eligibility criterion, and some
indicators were collected in somewhat different form, have a different denominator or reference

period.

Risk factor

Unadjusted HIV incidence

All patients regardless of practices

0.78 per 100 PY
95% ClI (0.59-1.02)

A. Very high risk: recommend prescribing
daily PrEP

A regular sexual partner of or having at least
one episode of unprotected sex with an HIV-
infected man with whom condoms were not
consistently used in the last six months®

5.36 per 100 PY
95% CI (2.78-10.25)*

At least one episode of receptive unprotected
anal intercourse (UAI) with any casual HIV-
infected male partner or a male partner of
unknown HIV status during the last six months

2.31 per 100PY
95% CI (1.48-3.63)

Rectal gonorrhoea diagnosis in last six months

7.01 per 100PY
95% CI(2.26-21.74)

Rectal chlamydia diagnosis in last six months

3.57 per 100PY
95% CI (1.34-9.52)

Methamphetamine use in last six months

1.89 per 100PY
95% CI (1.25-2.84)

B. Medium to highrisk: consider
prescribing daily PrEP

More than one episode of anal intercourse
during the last six months when proper condom
use was not achieved (e.g., condoms slipped off
or broke)

1.30 per 100 PY
95% Cl (0.95-1.77)

A regular sexual partner of or having at least
one episode of insertive UAI where the
serostatus of partner was not known or was HIV
positive in the last six months?

0.94 per 100 PY
95% CI (0.35-2.52)*

- In circumcised men

0.65 per 100PY
95% CI (0.16-2.61)

- In uncircumcised men

1.73 per 100PY
95% ClI (0.43-6.90)

! Data used to generate this estimate did not include the treatment andviral load status of the HIV positiveregular
partner as this information was notavailable

’ The estimates produced by the HIM study cannot accountfor the treatment and/or viral load status of the HIV
positiveregular partner as this information was not collected
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Appendix lll: Algorithms for determining eligibilityfor study participation
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Appendix 1l Box A: Algorithms foridentifying homosexual men atrisk foracquiring HIV infection

BEHAVIOURAL ELIGIBILITY CRITERIA FOR PREP FOR HOMOSEXUAL MEN

A. - High risk - Recommend prescribing daily PrEP if the client acknowledges:
being likely to have multiple events of unprotected anal intercourse (UAI), with or without
sharing IDU in the next 3 months (indicating sustained risk)

AND

Having any of the following:

e Regular sexual partner of an HIV-infected man with whom condoms were not consistently
used in the last 3 months (HIV positive partner is not on treatment and/or has detectable
viral load);

e At least one episode of receptive UAI with any casual HIV-infected male partner or a male
partner of unknown HIV status during the last 3 months;

o Rectal gonorrhoea or chlamydia diagnosis during the last 3 months or at screening;

o Methamphetamine use in the last 3 months.

B. Medium risk - Consider prescribing daily PrEP if the client acknowledges:

being likely to have multiple events of UAI with or without sharing IDU, in the next 3 months
(indicating sustained risk)
AND
Any of the following is reported:
e More than one episode of anal intercourse in the last 3 months when proper condom use
was not achieved (e.g., condoms slipped off or broke);
e If client is uncircumcised and reports more than one episode of insertive UAI in the last 3
months where the serostatus of partner was not known or was HIV positive and not on
treatment.

C. Low risk - PrEP is not recommended for individuals who:

e Have no risk exposure other than UAI with a partner with documented sustained
undetectable HIV viral load in the last 3 months;
e Are circumcised and report practicing exclusively insertive UAI in the last 3 months

Note: Homosexual men seeking PrEP for use within serodiscordant partnerships will be
eligible for the PRELUDE Study until evidence is published that shows undetectable viral load
is protective. If this criterion changes, the sponsor will notify each site in writing immediately,
and will follow up with a protocol amendment.
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Appendix |11 Box B: Algorithms foridentifying heterosexual men and women atrisk foracquiring HIV
infection

BEHAVIOURAL ELIGIBILITY CRITERIA FOR PREP FOR HETEROSEXUAL
WOMEN

A. High risk - recommend prescribing daily PrEP if the client acknowledges:

being likely to have multiple events of unprotected vaginal or anal intercourse (UVI or UAI,

respectively), with or without sharing IDU, in the next 3 months (indicating sustained risk)
AND

e Being aregular sexual partner of an HIV-infected man with whom condoms were not
consistently used in the last 3 months (HIV positive partner is not on treatment and/or has
detectable viral load);

B. Medium risk - consider prescribing daily PrEP if:

o afemale client is in serodiscordant heterosexual relationship and is planning natural
conception in the next 3 months

C. Low risk - PrEP is not recommended for individuals who:

e have no risk exposure other than UVI or UAI with a partner with documented sustained
undetectable HIV viral load in the previous 3 months. However, PrEP may be considered
for a female client during a period around attempted conception.
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Appendix IV: Expected toxicities/adverse events associated with TRUVADA
Common Adverse Events

e In HIV-1-uninfectedindividualsin PrEP trials, adverse reactions that were reported by more than 2%
of TRUVADAZ® subjects and more frequently than by placebo subjects were headache, abdominal pain,
and weight decreased.

e The most common adverse events (incidence >10%) reported by HIV-1-infected subjectsin clinical
trials (in combination with efavirenz) are diarrhea, nausea, fatigue, headache, dizziness, depression,
insomnia, abnormal dreams, and rash.

The following side effects have been associated with the use of emtricitabine:

* Headache

* Dizziness

* Tiredness

* Inabilitytosleep,unusual dreams

* Loose or watery stools

* Upsetstomach (nausea) orvomiting

* Abdominal pain

* Rash, itching, which sometimes can be a sign of an allergicreaction

e Skindarkeningofthe palmsand/orsoles

* Increasedcough

* Runnynose

e Abnormalliverfunction tests, which could mean liver damage

* Increasesinpancreaticenzyme (substancesinthe blood), which could mean a problem with the
pancreas

* Increasedtriglycerides

* Increased creatinine phosphokinase, which could mean muscle damage

The following side effects have been associated with the use of tenofovir:

* Upsetstomach, vomiting, gas, loose or watery stools

* Generalized weakness

* Dizziness

* Depression

* Headache

* Abdominal pain

*  Worseningornew kidney damage orfailure

* Inflammation orswelling and possible damage to the pancreas and liver

* Shortness of breath

* Rash

» Allergicreaction: symptoms mayinclude fever, rash, upset stomach, vomiting, loose or watery stools,
abdominal pain, achiness, shortness of breath, ageneral feeling of iliness or a potentially serious
swelling of the face, lips, and/ortongue

* Bonepainand bone changessuch as thinning and softening which may increase the risk of breakage

*  Muscle painand muscle weakness

Serious side effects per TRUVADA prescribing information:
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* lacticacidosis (elevated lacticacid levelsin the blood)and severe hepatomegaly (enlarged liver) with
steatosis (fatty liver) that may resultin liverfailure, other complications or death have been reported
with the use of antiretroviral nucleoside analogues alone orin combination. The liver complications
and death have been seen more oftenin women onthese drugregimens. Some nonspecific
symptoms that mightindicate lacticacidosisinclude: unexplained weight loss, stomach
discomfort/pain, nausea, vomiting, fatigue, cramps, muscle pain, weakness, dizziness or
lightheadedness, shortness of breath, cold or blue hands and feet, and fast or abnormal heartbeats.

* Severe liverproblems. In some casesthese liver problems canlead to death. Symptomsinclude:
jaundice, dark “tea-colored” urine, light-colored stools, loss of appetite for several days orlonger,

nausea, stomach-area pain.

e Worsening of hepatitis B virus (HBV) infection if TRUVADAZ® is stopped.
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Appendix V: Study process flowchart

o P.re-scl:r)eenlngcI , Patient nc:jcl.rlwotlerested e  Collectnon-identifiable
iscussion about and offer oreligible R pre-screening data
to take PrEP g

e Complete attitude,
behavioural and lifestyle

survey

Patientinterested \L

Patient notinterested

Screening Visit o
or eligible

e Obtainconsent
e Complete visit

requirements End of screening
Recommend to

v

complete attitude,
Patienteligible behavioural and lifestyle
survey
Patient declines
>
Enrol and complete
Baseline Visit
e Complete visit
requirements
e Prescribe TRUVADA
Schedule for 1 month
follow-up
Patient accepts \l/ PrEP Discontinuation Visit
e Complete visit
requirements
. « e Schedulefor3 month
FOIIOW'UP \_I's'ts - post-discontinuation
. Complete visit Patient not eligible, follow-up
requirements discontinues, or
e Confirmeligibility study ends
e Continue TRUVADA
e Schedulefornext l
follow-up visit
Post discontinuation follow-
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e Clinical assessments (incl
HIV and STl status)
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PROT 15-09-30 PRELUDE v 4.0
Template SM301-C: Standard Protocol Version 0.1 30 September 2015 Page 86 of 139




Appendix VI Pre-screening Participant Information Sheet and Informed Consent Form Template

Site: Insert Header with institution’s name or institution’s letterhead as required

Participant Information Sheet/Consent Form
PRELUDE Study Pre-screening

[Insert site name if required]

Title Pre-screening for implementation of HIV preexposure
prophylaxis with antiretroviral medications among people at
high risk for HIV infection: A demonstration project

Short Title The PRELUDE Study pre-screening

Protocol Version 15 August 2014

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [Site: insert if required by institution]
Part1: What does my participationinvolve?
1 Introduction

You are invited to provide pre-screening information to see if you may qualify for a research project called
the PRELUDE Study. You are invited because you say you are HIV-negative and may be at increased risk
of getting HIV (Human Immunodeficiency Virus). HIV is the virus that causes Acquired Immunodeficiency
Syndrome, or AIDS. In the PRELUDE research project, a medicine that has been used to treat people who
have HIV will be given to HIV-negative people to evaluate its use as the means to lower their chance of
getting HIV. This is called preexposure prophylaxis or ‘PrEP.” Prophylaxis means doing something to
prevent an illness or infection.

This Participant Information Sheet/Consent Form (PICF) tells you about the pre-screening process for the
PRELUDE Study. Knowing what is involved will help you decide if you want to pre-screen for the study.
There is a separate Participant Information Sheet/Consent Form for the PRELUDE Study, which explains
all of the procedures, risks, and benefits associated with PrEP and the PRELUDE Study research.

Please read this information carefully. Ask questions about anything that you don’'t understand or want to
know more about. Before deciding whether or not to take part, you might want to talk about it with a friend,
partner, family member or your doctor.

Participation in this pre-screening is voluntary. If you don’'t wish to take part, you don’t have to. You will
receive the same quality of care whether or not you take part.

If you decide you want to pre-screen for the PRELUDE research project, you will be asked to sign the
consent section of this document. By signing it you will be telling us that you:
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Understand what you have read

Consent to answer the pre-screening questions for the PRELUDE Study

Consent to complete an on-line survey about attitudes, behavioural and lifestyle as described.
Consent to the use of your personal and health information as described.

You will be given a copy of this Participant Information and Consent Form to keep.

2 What is the purpose ofthis pre-screening process?

The PRELUDE Study will evaluate a new additional way to lower people’s chances of getting HIV and will
enrol participants who meet certain criteria. The purpose of the pre-screening for the PRELUDE Study is
to see whether you meet certain criteria as related to your risk of getting HIV through sex. The purpose of
completing the on-line surwey questions is to collect basic information about why you want to take PrEP,
your attitudes regarding PrEP and HIV, and your risk behaviours.

This research study is being conducted by a group of investigators at the Kirby Institute, the University of
New South Wales, and lead by Dr. Iryna Zablotska.

3 What does participation in this pre-screening involve?

The pre-screening process may be completed before or on the same day as the PRELUDE Study
screening \isit.

The pre-screening consent form must be signed by you before you are asked the HIV risk questions, and
before you complete the on-line attitude, behaviour and lifestyle suney.

At the clinic

For this pre-screening process, doctors who are also researchers on this study will make sure you are a
good candidate for PrEP. You will be asked approximately ten questions to see if you are at increased risk
of getting HIV from sex. The doctor will then give you a unique identification number, a website address
and a user name, for you to use to complete an on-line suney.

In order to qualify for the pre-screening, you must:

Be at least 18 years old

Live in NSW, or visit NSW enough to attend follow-up visits in the PRELUDE Study.

Be willing to take a computer-based suney about your attitudes, behaviours and lifestyle
Be willing and able to consent to pre-screening.

After the pre-screening clinic visit

You will be asked to use your unique identification number to complete a self-administered on-line survey
in a location of your choice (e.g. at home), ideally within two and no more than seven calendar days of the
clinic visit.  If you qualify and start to screen for the PRELUDE Study, you will have to complete the pre-
screening suney before you start taking the PrEP medication.

The sunvey will ask questions about why you want to take PrEP, and how you feel about PrEP. It should
take about 30 minutes to complete the pre-screening suney.

Additional costs and reimbursement
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You will not be paid and there will be no additional costs to you to participate in this pre-screening process.
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This research project has been designed to make sure the researchers interpret the results fairly and
appropriately. It has also been designed to keep study doctors or participants from jumping to conclusions.

4 Otherrelevantinformation aboutthe research project

Participants in this pre-screening process will be adults who are HIV-negative and are at risk of getting HIV
through sex. It is anticipated that between 300 and 600 people will complete this pre-screening process.

5 Do | haveto take partin this pre-screening process?

Participation in any research project, including this pre-screening process, is woluntary. You do not hawe to
be in this project if you do not want to. If you decide to pre-screen now, it is your right to change your mind
later. You are free to withdraw from the pre-screening at any time. If you do decide to pre-screen, you will
be given this Participant Information and Consent Form to sign and you will be given a copy to keep.

If you complete the screening process but either do not qualify for the study or decide not to start taking
PrEP, you will be asked to complete an optional behavioural and lifestyle survey including questions about
why you did not qualify/did not decide to start taking PrEP, so that we better understand how the screening
and enrollment process works.

Your decision whether to take part or not to take part, or to take part and then withdraw, will not affect your
routine treatment, your relationship with those treating you or your relationship with [insert Institution].

6 What are the alternativesto participation?

You do not have to be in the pre-screening process or the PRELUDE Study to receive treatment at this
clinic. A separate PRELUDE Study information sheet and consent form reviews other alternatives and
options to prevent HIV.

7 What arethe possible benefits of taking part?

There is no guarantee or promise that you will receive any benefits from pre- screening for the PRELUDE
Study. There is also no guarantee or promise that you will be enrolled in the PRELUDE study and receive
PREP. Howewer, people may like the idea that they are contributing to new knowledge about the
prevention of HIV, and how people feel about PrEP and why they want to take PrEP.

8 What arethe possiblerisks and disadvantages of taking part?

The questions we will ask you about your sexual behaviour may make you feel uneasy. However, you can
stop answering the questions at any time and can change your mind about participating in this pre-
screening at any time.
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You may feel that some of the questions asked in the survey are stressful or upsetting. If you do not wish to
answer a survey question, you may skip it and go to the next question, or you may stop immediately.

If you become upset or distressed as a result of your participation in the pre-screening, the research team
will be able to arrange for counselling or other appropriate support. Any counselling or support will be
provided by qualified staff who are not members of the research team. This counselling will be provided
free of charge.

9 What if | withdraw from this pre-screening process?

If you decide not to complete the pre-screening process and have not yet completed the on-line suney,
please let a member of the research team know.

If you do withdraw, you will be asked to complete and sign a ‘Withdrawal of Consent’ form; this will be
provided to you by the research team.

If you do withdraw your consent from pre-screening, all the personal information that has already been
collected for pre-screening will be kept so that the results of the research can be measured properly, and to
comply with law. You should be aware that data collected up to the time you withdraw will form part of the
research project results about pre-screening, but they will not contain any personal information about you,
such as your name or address. If you do not want this to happen, you must tell the researcher before you
pre-screen.

Part 2 How is the pre-screening process being conducted?

10 What will happento informationaboutme?

How information is used and stored

By signing the consent form you consent to the research team collecting and using personal information
about you for the pre-screening research project. Any information collected that can identify you will
remain confidential. Your signed pre-screening consent form will be stored safety and kept confidential at
the clinic.

Your de-identified answers to the HIV risk questions, along with your gender, age and sexual orientation
will be shared with the researchers at the Kirby Institute. The Kirby researchers will not see your signed
consent form and therefore will not know your identity.

Only the researchers at the Kirby Institute will have access to your internet-based surwey information. This
information will be stored in a password-protected database (SurveyGizmo), and will be treated as
confidential and securely stored. All of your answers will be stored under your unique pre-screening code
number, and the Kirby researchers will not know your identity. The Kirby researchers WILL be able to use
your code number to link your survey answers with your HIV risk question answers. This will allow them to
learn more about why people would like to take PrEP. The survey will be protected by passwords and
University of New South Wales firewalls. The researchers at the Kirby Institute will not share any of
your survey answers with your clinic doctors, nurses or other staff.

The paper based form with your HIV risk answers will be stored in a locked office, which only the members
of the study team can access.

Your information will only be used for the purpose of this or other related research, and it will only be
disclosed with your permission, except as required by law. Coded data may be used in future related

research.
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Any information obtained for the purpose of this pre-screening and for any future related research that can
identify you will be treated as confidential and securely stored. It will be disclosed only with your
permission, or as required by law.

Publication and presentation of research findings

The findings from the pre-screening part of the PRELUDE Study will be published and/or presented in a
variety of places, most likely combined with everyone else’s information. In any publication and/or
presentation, information will be provided in such a way that you cannot be identified, except with your
permission.

Your rights to your information

In accordance with relevant Australian and New South Wales privacy and other relevant laws, you
have the right to request access to your information collected and stored by the research team. You also
have the right to request that any information with which you disagree, be corrected. Please contact the
study team member named at the end of this document if you would like to access your information.

Information storage after the study

After the end of the study, all study files associated with the PRELUDE Study will be archived in a locked
storage facility and kept for at least 15 years after the end of the study. Coded data in electronic form will
also be stored for this amount of time.

11 Complaints and compensation

If you suffer any distress or psychological injury as a result of this research project, you should contact the
research team as soon as possible. You will be assisted with arranging appropriate treatment and support.

If you have any complaints about any aspect of pre-screening, the way it is being conducted or any
questions about being a research participant in general, then you may contact the complaints person at the
end of this information sheet.

12 Who is organising and funding theresearch?

The PRELUDE research project and this pre-screening is being conducted by the PRELUDE study team
lead by the Chief Investigator, Dr Iryna Zablotska at the Kirby Institute, and is being funded by the NSW
Ministry of Health. No financial benefits are expected for anyone as a result of this pre-screening process.

13 Who hasreviewedthe pre-screening procedure?

All research in Australia inwolving humans is reviewed by an independent group of people called a Human
Research Ethics Committee (HREC). The ethical aspects of pre-screening and of the PRELUDE Study
have been approved by the HREC of the St. Vincent’s Hospital, Darlinghurst NSW. This project will be
carried out according to the National Statement on Ethical Conduct in Human Research (2007). This
statement has been dewveloped to protect the interests of people who agree to participate in human
research studies.

14 Further informationand who to contact
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The person you may need to contact will depend on the nature of your query. If you want any further
information about this project, you can contact the study chief investigator Dr. Iryna Zablotska on 9385-
0951 or any of the following people:

Clinic contact person (for each study site to complete; may provide more than one if

necessary)
Name [Name]
Position [Position]
Telephone [Phone number]
Email [Email address]

For matters relating to research at the site at which you are participating, the details of the local
site complaints person are:

Complaints contact person (for each study site to complete)

Name [Name]

Position Position]
Telephone Phone number]
Email [Email address]

If you have any complaints about any aspect of the project, the way it is being conducted or any
guestions about being a research participant in general, then you may contact:

Reviewing HREC approving this research and HREC Executive Officer details

Reviewing HREC name

St. Vincent’'s Hospital Sydney HREC

HREC Executive Officer

Contact person - HREC Executive Officer

Telephone

8382 2075

Email

research@stvincents.com.au

Local HREC Office contact (Single Site -Research Governance Officer —for each study

site to complete)

Name Name]

Position Position]
Telephone Phone number]
Emalil Email address]
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Consent Form —PRELUDE Study Pre-screening

Title Pre-screening for: implementation of HIV preexposure
prophylaxis with antiretroviral medications among people at
high risk for HIV infection: A demonstration project

Short Title The PRELUDE Study pre-screening

Protocol Version 15 August 2014

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [insert if required by institution]

1) Declaration by Participant

| have read the PRELUDE Study pre-screening Participant Information Sheet or someone has read
it to mein a language that | understand.

| understand the purposes, procedures and risks of the pre-screening as described.
| have had an opportunity to ask questions and | am satisfied with the answers | have received.

| freely agree to participate in this pre-screening process as described and understand that | am
free to withdraw at any time during the study without affecting my future health care.

| understand that | will be given a signed copy of this document to keep.

Name of Participant (please print)

Signature Date

Name of Witness* to
Participant’s Signature (please print)

Signature Date

* Witness is notto be the investigator,a member ofthe study team or their delegate. In the event that an interpreteris
used, the interpreter may not act as a witness to the consentprocess. Witness mustbe 18 years or older.

Declaration by Study Doctor/Senior Researcher

| have given a verbal explanation of the pre-screening process, its procedures and risks and |
believe that the participant has understood that explanation.

Name of Study Doctor/
Senior Researcher! (please print)

Signature Date

T A senior member ofthe research team mustprovide the explanation of, and information concerning, the research
project.

Note: All parties signing the consent section must date their own signature
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Form for Withdrawal of Participation —
PRELUDE Study Pre-screening

Title Pre-screening for implementation of HIV preexposure
prophylaxis with antiretroviral medications among people at
high risk for HIV infection: A demonstration project

Short Title The PRELUDE Study pre-screening

Protocol Version 15 August 2014

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [insert if required by institution]

Declaration by Participant

| wish to withdraw from participation in the above research project and understand that such
withdrawal will not affect my routine treatment, my relationship with those treating me or my
relationship with [insert clinic/Institution].

Name of Participant (please print)

Signature Date

In the event that the participant’s decision to withdraw is communicated verbally, the Study Doctor/Senior
Researcher will need to provide a description of the circumstances in the participant’s source
documentation.

Declaration by Study Doctor/Senior Researcher?

| have given a verbal explanation of the implications of withdrawal from the research project and |
believe that the participant has understood that explanation.

Name of Study Doctor/
Senior Researcher! (please print)

Signature Date

T A seniormember ofthe research team mustprovide the explanation of and information concerning withdrawal from
the research project.

Note: All parties signing the consent section must date their own signature.
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Site: Insert Header with institution’s name or institution’s letterhead as required

Participant Information Sheet/Consent Form

Interventional Study - Adult providing own consent

[Insert site name if required]

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Protocol Version 30 September 2015

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [Site: insert if required by institution]
Part1: What does my participationinvolve?
1 Introduction

You are invited to take part in a research project called PRELUDE because you are HIV-negative and may
be at increased risk of getting HIV (Human Immunodeficiency Virus). HIV is the \irus that causes Acquired
Immunodeficiency Syndrome, or AIDS. In this research project, a medicine that has been used to treat
people who have HIV is given to HIV-negative people to evaluate its use as the means to lower their
chance of getting HIV. This is called preexposure prophylaxis or ‘PrEP.” Prophylaxis means doing
something to prevent an illness or infection.

This Participant Information Sheet/Consent Form (PICF) tells you about this research project. It explains
the tests, treatments and the study requirements inwlved. Knowing what is involved will help you decide if
you want to take part in the research.

Please read this information carefully. Ask questions about anything that you don’'t understand or want to
know more about. Before deciding whether or not to take part, you might want to talk about it with a friend,
partner, family member or your doctor.

Participation in this research is woluntary. If you don’t wish to take part, you don’'t have to. You will receive
the same quality of care whether or not you take part.

If you decide you want to take part in the PRELUDE research project, you will be asked to sign the consent
section of this document. By signing it you will be telling us that you:

e Understand what you have read
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e Consent to take part in the research project
e Consent to hawe the tests and treatments that are described
e Consent to the use of your personal and health information as described.

You will be given a copy of this Participant Information and Consent Form to keep.

2 What is the purpose ofthis research?

More and more people in Australia are getting HIV today, despite all prevention efforts, the availability of
condoms and HIV testing. The NSW government would like to eliminate new HIV cases by the year 2020.
This research will evaluate a new additional way to lower people’s chances of getting HIV.

The drug being used in this project is called TRUVADA, and it is made by Gilead Sciences, Inc. TRUVADA
is a single tablet made up of two different HIV medications: Viread (tenofovir disoproxil fumarate) and
Emtriva (emtricitabine). Both these drugs have been widely used for many years to treat HIV. When used
with other medicines in people who already have HIV, TRUVADA may help reduce the amount of HIV virus
in the blood. It also may increase the number of cells in the blood that help fight off other infections.
TRUVADA does not cure HIV or AIDS, and itis not an HIV vaccine.

In order for medicines to be used in Australia, they have to be approved by the Australian Federal
Gowernment. As a treatment for people who already have HIV, TRUVADA is approved for use in Australia,
the United States, and other countries. As a medicine for PrEP, to lower chances of HIV in those who are
not infected, TRUVADA has been approved in the US, but not in Australia. Therefore, in Australia, this
study is considered experimental.

The purpose of the PRELUDE Study is to develop and evaluate a model of PrEP delivery in health
senvices. It will see whether PrEP is an effective, safe and manageable option to help lower people’s
chances of getting HIV through sex. It will also study whether people in NSW find it easy and agreeable to
take PrEP every day, why they take it, how it feels to take it, and whether it changes how they have sex.
Finally, it will study how easy it is for doctors to use it with their patients, and what it costs the NSW
government and clinics to provide PrEP.

This research study is being conducted by a group of investigators at the Kirby Institute, the University of
New South Wales, and lead by Dr. Iryna Zablotska. It is funded by the NSW Ministry of Health. Gilead
Sciences, who makes TRUVADA, is providing the study drug.

How well does PrEP work?

Research in other countries, including the U.S., has shown that the chances of getting HIV through sex is
lowered for people who take PrEP and use condoms correctly during sex. How well PrEP works depends
on how good people are at taking PrEP every day.

Ovwerall, studies in other countries have shown that taking PrEP lowers the risk of getting HIV by about 86
percent in homosexual, bisexual, and other men who havwe sex with men, and by about 70 percent in
heterosexual adults. This means that some people on these research studies still got infected with HIV
even though they were taking PrEP. However, when researchers looked specifically at people who were
taking PrEP ewery day, they found that the risk of getting HIV was lowered even more. In one study of
2499 homosexual, bisexual and other men who have sex with men, those who took their PrEP pill every
day had their risk of getting HIV lowered by 92 percent. In contrary, the risk of HIV infection was higher in
people who did not take their tablets daily.

3 What does participationin this researchinvolve?
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Your involvement in the PRELUDE study will last up to about 36 months (3 years). This includes up to two
weeks for screening, up to 30 months of taking PrEP (please note that the original period of up to 12
months is now extended to up to 30 months), and the completion of one follow-up \isit and two follow-up
questionnaires after you stop taking PrEP. The owerall study will run for about five years.

By entering the study, you are not committing to being in the study and taking PrEP for the whole 30
months. For example, your participation in the study may end if you are no longer at risk of getting HIV
through sex. You can also withdraw from the study at any time for your own reasons.

Screening Visit
The consent form must be signed by you before any study assessments are done.

First, doctors who are also researchers on this study will confirm that you are a good candidate for PrEP.
A number of tests will be conducted as a standard of care in New South Wales, Australia.

You will be tested for sexually transmitted infections, including HIV, chlamydia, gonorrhoea and syphilis.
For gonorrhoea and chlamydia testing for men, this will be done by performing a swab of your rectum and
collecting urine. Blood will be collected for syphilis, HIV testing and Hepatitis B testing.

For gonorrhoea and chlamydia testing for women, this will be done by performing [sites to fill in method: a
swab of your cervix, and a swab of your rectum if you have had anal sex in the last year AND/OR will be
done by collecting urine]. Blood will be collected for syphilis, HIV testing and Hepatitis B testing .

Your health and blood will be checked to make sure you are not at increased risk of possible side effects
from TRUVADA, such as kidney or liver problems. You will also have a medical examination and will be
asked about your medical history. If you are a woman who can get pregnant, you will have a pregnancy

test before starting PrEP and while taking it, so that you and your doctor can together make an informed
decision whether you start and continue taking PrEP.

Because both of the drugs in TRUVADA work against hepatitis B, you will be tested to know if you have
active hepatitis B. This will allow doctors to recommend you an appropriate treatment. You may also be
offered a vaccine against hepatitis B if the result of this test is negative. If the results show you were
exposed earlier to hepatitis B and the infection has resolved, then you can be in the study. You may also

be tested for Hepatitis C if this is considered standard at the clinic.

For all of these tests, [site to insert wolume in millilitres and teaspoons or tablespoons, e.g. x tablespoons/y
millilitres] of blood will be collected from a wvein in your arm.

The samples collected for the standard of care tests will include: [site to insert accordingly.]
In order to qualify for the study, you must:

Be at least 18 years old

Have a negative HIV test within seven days of starting PrEP

Not show possible signs of having HIV

Be at high and ongoing risk for getting HIV

Live in NSW, or visit NSW enough to attend all of your follow-up visits

Be eligible for Medicare

Be able to take TRUVADA once ewery day for at least 30 days

Be able to attend clinic follow-up \isits

Be willing and able to have your blood collected at some of the follow-up visits as outlined below.
Be willing to take a computer-based survey about your attitudes, behaviours and lifestyle at the
beginning of the study, after each follow-up \isit, and twice after you stop taking PrEP.

e Be willing and able to consent to this study.
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You will not be allowed to be enrolled in this study if you have certain kidney or liver problems, if you have
to take certain medications that might make PrEP unsafe, if you have known allergies to PrEP, or if you
are breastfeeding. You also cannot be in this study if you have any conditions that would make it difficult
for you to take PrEP every day, such as certain mental health issues, memory loss, difficulty thinking or
some intellectual disabilities. If you will be in prison or if you plan to be away from NSW for a period of 3
months or longer during the study, you cannot be in this study because you will not be able to attend your
follow-up wisits.

In addition, the study doctor may ask you whether you have any symptoms consistent with a new HIV
infection and you have experienced any known or suspected exposure to HIV during the last 30 days. If
you have, you will receive additional HIV testing, and may be asked to delay starting PrEP for up to one
month until the conclusive result of that testing. It is very important for your safety during this study
that you tell the doctor if you are experiencing any of the following at screening or before you start
PrEP. It is also very important that you tell your doctor about any of these at your follow -up visits. If
you do but it is not time for your regularly-scheduled follow-up visit, please contact your doctor or
the study coordinator.

o Fewer

e Feeling tired (fatigue)
Muscle aches (myalgia)
Joint aches (arthralgia)
Skin rash
Headache
Sore throat (pharyngitis)
Night sweats
¢ Swelling of the lymph nodes around the head and neck (cenical adenopathy)

There may be a few days between the time you start screening for this study, and the time you can start
taking PrEP medication. If you encounter a high-risk sexual event before you start taking TRUVADA,
please tell your study doctor immediately, so that your study doctor can assess whether you need to
receive medication for “Post-Exposure Prophylaxis,” or PEP before you start taking PrEP. This will not
affect your ability to start taking PrEP once you finish with PEP if you are eligible.

When you first asked about this research, the clinic doctor collected some basic information about who is
interested in PrEP and why (age, gender, sexual orientation, and answers to the HIV risk questions). You
also completed an internet based suney on attitudes, behaviour and lifestyle. The pre-screening
questionnaire did not contain any identifiable information. If you decide to be in this study, you will be
asked to consent to allow that information to be linked with your PRELUDE study information. The study
will also collect information about any PEP you may have taken right before starting PrEP.

Starting PrEP

After you have met all study criteria, you will be given a prescription for 30 days of TRUVADA. You will be
asked to start taking TRUVADA as PrEP immediately. Your doctor will provide you with information to help
you remember to take TRUVADA ewery day. You will also receive condoms, and counselling on condom
use and safe sex.

It is important to know that:

e You will be expected to take TRUVADA ewery day, as per the instructions

e You will be encouraged to practice safe sex, including consistent and correct use of
condoms

e You will have regular HIV and STI testing, at each quarterly follow-up visit and as needed
between study visits.
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How do | take PrEP?

A tablet of TRUVADA must be taken by mouth once a day, at about the same time every day, and itis
recommended to be taken with food. For this study, you will be asked to take PrEP daily for at least 30
days. You may continue to take PrEP every day for up to 30 months total (please note that the original
period on PrEP up to 12 months is now extended to up to 30 months).

If you miss a dose of TRUVADA, your doctor may advise you to take the missed pill as soon as you
remember on that same day, but to not take more than one dose of TRUVADA in a 24 hour period. Your
doctor may also advise that if you miss a dose, and it is almost time for your next dose, to wait and take the
next dose at your regular time. Contact your medical provider as soon as possible if you take more than
one pill of TRUVADA a day, to awid owverdosing.

TRUVADA should be stored at room temperature in its original container. The container should be kept
tightly closed and out of the reach of children. Do not give TRUVADA prescribed to you to other people.

Follow-up Visits while taking PrEP

After you start the study, you will attend a follow-up \isit at the clinic one month after you start taking PrEP,
and then every three months after you start taking PrEP, for up to 30 months (that is the original period of
taking PrEP up to 12 months is now extended to up to 30 months). At each of these \sits, you will have an
HIV test. It is very important that you take these HIV tests because TRUVADA cannot be taken alone by
people who are HIV-positive (see HIV Infection section below).

At each follow-up visit you will be asked about your health, how well you remembered to take TRUVADA,
and your sexual practices including safer sex practices. Each study \sit will be about 15 minutes longer
than your regular clinic visits.

At each of the quarterly visits (every three months), you will again be tested for HIV and sexually
transmitted infections, and will be tested for your kidney and liver health. A total of about [site to insert
wolume in millilitres and teaspoons or tablespoons, e.g. x tablespoons/y millilitres] of blood will be collected
from a wein in your arm for these tests. If you are a woman who can get pregnant, you will also be given a
pregnancy test. You will be reminded about how to take PrEP, and will be given safe sex information,
senvices, or referral for any senices you might need.

You may also have an additional 25 millilitres (ml) or 1 and a half tablespoons of blood collected at some of
the follow-up \isits,, to measure the amount of TRUVADA that is present in your blood. You will have no
more than three collections of this blood during the study.

If you are still eligible to continue taking PrEP, you will be given a new prescription for TRUVADA at these
visits.

All of these follow-up procedures and discussions are considered standard care for people who are at risk
for HIV infection and/or are taking anti-HIV medications. This means that even if PrEP wasn’t considered
research, these things would be done for your health and safety.

Within two and no more than within seven days of each clinic visit while you are taking PrEP, you will
complete a self-administered, web-based, online questionnaire. The questionnaire will take approximately
30 minutes to complete. If you do not have a home computer that you are able to use, then you will be
provided an alternate means of completing the questionnaire. The surwey does not work well on mobile
devices, so should be completed on a desktop or laptop computer. The questions will ask about things like
your relationships, sexual practices and other related behaviour (in the preceding three months or since
your last online questionnaire), your beliefs and attitudes about HIV and its prevention, and your
experience with taking PrEP. It will also ask about how often you have taken your study medications since
your previous online questionnaire. This includes information on when you have taken or missed doses of
PrEP and when you have had and had not use condoms. The more accurate the information, the more
useful it will be for the research and future use of PrEP.

The answers to the online questionnaire go directly to the researchers at the Kirby Institute. They will not
share any of your survey answers with your clinic, doctors, nurses or other staff. The study researchers
are using the answers from these survweys to see how PrEP changes peoples’ lives in general, not at an
individual level. PRELUDE Study Participant Information Sheet v5.030 September 2015 Page 99
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Stopping PreP

It is your right as a research participant to decide to stop taking PrEP at any time. During the 30-month
period, you may choose to stop the PrEP medication if you feel that you no longer need it. Your study
doctor may also have you stop the PrEP medication if she or he feels it is not needed, or itis not safe for
you stay on PrEP. For example, you will be stopped from the study if you become HIV positive, if you start
to experience kidney, liver or other unacceptable health problems, or if you need medication that interacts
with TRUVADA.

It is strongly recommended for your safety that you take PrEP for at least 30 days at a time. Your doctor
will discuss with you how to plan to stop PrEP during the study period if you need to. This may also involve
taking TRUVADA as “Post-Exposure Prophylaxis,” or PEP, if you and your doctor find out that you might
have been exposed to HIV. If at any time during the study you stop taking PrEP and start taking PEP, the
results of your HIV, STI and other tests taken because you are on PEP will be collected for the study as
well. If you become HIV positive during this study, the results of any additional tests about your HIV
infection, such as tests of resistance to different HIV treatments, will be collected for this study.

When you stop taking PrEP at any time during the study (including at 30 months), you will attend an end-of-
study visit. At this visit, all quarterly follow-up \isit procedures will be conducted.

If you change your mind about stopping TRUVADA and want to start taking it again, you can re-enter the
study within the six months after you stopped, as long as you still qualify and the study is still open for re-
enrolment. The option to re-enter will not be available during the last four months of the study or if the study
has been filled.

Follow-up Visits after you stop taking PrEP

Three and six months after you stop taking PrEP, you will complete the on-line questionnaires for the
researchers at Kirby, as already described. You will also be asked if the researchers can have access to
your information from the NSW HIV Registry up to six months after you stop taking PrEP. That will allow
the researchers to see if you test positive for HIV after you stop taking PrEP.

Additional costs and reimbursement

You will not be paid and there will be no additional costs to you to be in this project. All tests and medical
care required as part of the research project will be provided to you as it normally would be through
Medicare. During the 30 month period, the medication will be provided free-of-charge by Gilead Sciences.
Because this study wants to know what it will be like to use PrEP in the real-world, you will not be
reimbursed for your travel to the clinics, clinic parking, your time, or other expenses associated with the
research project.

This research project has been designed to make sure the researchers interpret the results fairly and
appropriately. It has also been designed to keep study doctors or participants from jumping to conclusions.

4 What do | haveto do?

Participation in this study does not require any changes to your diet or to your participation in sports. It is
important let the study doctor know any other medications you are already taking or start taking while on
TRUVADA.
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Even if this was not a research study, all people who take PrEP will need to do other things to prevent
getting infected with HIV and other sexually transmitted infections.

People who take PrEP must:

e Take PrEP every day. Not taking PrEP ewvery day can increase your risk of getting HIV. Because
this is so important, your doctor will talk with you about the best ways to help you remember to take
your pill.

e Continue using condoms every time when having sex: PrEP is not 100 percent effective in
preventing HIV, and does not protect against getting other sexually transmitted infections, like
herpes, gonorrhoea, and syphilis.

e Letthe study doctor know if they have not been taking PrEP every day and may have been
exposed to HIV: When taken ewvery day, PrEP can still take at least seven days to build up the
maximum protection. If you think you have been exposed to HIV, your doctor will discuss your risk
with you, and whether you may need Post-Exposure Prophylaxis. Do not wait until your next
follow-up wisit to discuss this with your doctor. It is important to start Post-Exposure Prophylaxis
within 72 hours after you were exposed to HIV.

It is also important to know that:

e Taking extra pills will not provide you with extra protection.
e PrEP is not a “morning after” pill; it will not work if only taken right before or right after exposure to HIV.
e If you decide to stop taking PrEP for any reason, you should make sure you have taken PrEP every
day for four weeks after the last time you may have had sex that put you at risk of HIV.
e If you have been exposed to HIV, your doctor may recommend to stop PrEP and take a course of Post-
Exposure Prophylaxis.

5 Otherrelevantinformation aboutthe research project

Participants in this study will be adults who are HIV-negative and are at risk of getting HIV through sex. The
study allows “up to 300 person-years” of PrEP. This means that if everyone who participates takes one
year of TRUVADA, there will be 300 people in the study. However, there may be more people in the study
if at least some participants take TRUVADA for less than one year.

Everyone in the study will take TRUVADA for PrEP, and everyone will have the same study visits. The
PRELUDE Study is open to all adults regardless of sex, gender or sexual preference. There will be
between four and 12 sites inwolved in the project. The coordinating principal investigator for this project is
Dr Iryna Zablotska. The PRELUDE Study Management Team is responsible for the day-to-day
management and coordination of the study. Each clinic in the study also has investigators who are part of
the study.

6 Do | haveto take partin this research project?

Participation in any research project is woluntary. You do not have to be in this project if you do not want to.
If you decide to be in this project now, itis your right to change your mind later. You are free to withdraw
from the project at any time. If you do decide to take part, you will be given this Participant Information and
Consent Form to sign and you will be given a copy to keep.

Your decision whether to take part or not to take part, or to take part and then withdraw, will not affect your

routine treatment, your relationship with those treating you or your relationship with [insert Institution].
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7 What are the alternativesto participation?

You do not have to be in this research project to receive treatment at this clinic. Other options to prevent
HIV include: advice and counselling on safe sex practices including the use of condoms, and regular HIV
and STI testing. HIV post-exposure prophylaxis (PEP) is available at your clinic after any sexual or
injecting exposures that may have put you at risk of getting HIV. Your study doctor will discuss these
options with you before you decide whether or not to take part in this research project. You can also
discuss these options with your local doctor.

Other anti-HIV medications are currently being studied for use as PrEP. Howewer, no other medications
have been approved for the prevention of HIV.

8 What arethe possible benefits of taking part?

There is no guarantee or promise that you will receive any benefits from being in this research project.
Research shows that taking TRUVADA ewery day, combined with safer sex practices including using
condoms during sex, may decrease your risk of getting HIV. Some participants may experience direct
health benefits due to testing for HIV and STIs more regularly than they would normally otherwise.
Participants may also like the idea that they are contributing to new knowledge about the prevention of HIV.

9 What arethe possiblerisks and disadvantages of taking part?

Medications often cause side effects. You may have none, some, or all of the effects known to be
associated with the use of TRUVADA and listed below. They may be mild, moderate or severe. If you have
any of these side effects, or are worried about them, talk with your study doctor. Your study doctor will also
be looking out for side effects.

There may be side effects that the researchers do not expect or do not know about which may be serious.
Tell your study doctor immediately about any new or unusual symptoms that you experience.

Many side effects go away shortly after treatment ends. However, sometimes side effects can be serious,
long lasting or permanent. If a severe side effect or reaction occurs, your study doctor may need to stop
your treatment. Your study doctor will discuss the best way of managing any side effects with you.

Possible Side Effects of TRUVADA

TRUVADA has not been used in HIV negative people as much as it has been used in people who are HIV
positive. In people who are HIV negative, it has only been used by seweral thousands of participants in
clinical trials of PrEP and by HIV negative people taking it as part of Post-Exposure Prophylaxis or PEP.
The dose of TRUVADA used in PEP and PrEP is the same, and in both cases it is taken as a daily tablet.
People who take TRUVADA for PrEP and PEP usually take TRUVADA for shorter periods of time than
those who take TRUVADA for HIV treatment. As well, people who take TRUVADA for HIV treatment most
often take more than one HIV medication at the same time.

In people who did not have HIV and took TRUVADA for PrEP: In previous research studies, between
three and nine percent of such participants reported the following four side effects, and these levels were
higher than among the participants who did not take TRUVADA (took a “sugar pill”):

e headache

e stomach pain

e inwluntary weight loss

e nausea or upset stomach

In PrEP studies where these side effects were reported, these were modest, usually only occurred in the

first one or two months of taking the drug and did not last.
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In people who have HIV who took TRUVADA: the most common (reported in 10 percent and greater)

side effects according to the company that makes TRUVADA are:
e diarrhoea

nausea/upset stomach

tiredness

headache

dizziness

depression

difficulty sleeping

strange dreams

rash

Possible allergic reaction: In clinical trials of TRUVADA, a small number of people have had an allergic
reaction to tenofovir, one of the drugs in TRUVADA. Symptoms of an allergic reaction may include fever,
rash, upset stomach, vomiting, loose or watery stools, stomach pain, achiness, shortness of breath, a
general feeling of illness or a potentially serious swelling of the face, lips, and/or tongue.

The company that makes TRUVADA also warns that the following changes in laboratory tests are possible.
This information is based mostly on experience with people who take TRUVADA for HIV treatment, and on
other drugs that are like TRUVADA. Because HIV by itself can also cause these same problems, it is
difficult to know how much TRUVADA alone contributes to kidney and bone disease:

kidney problems

decreases in the minerals in their bones
build-up of lactic acid in the blood
enlarged liver

Because the last two of these side effects are so serious, the symptoms of each are listed below. Call
your doctor immediately if you get these symptoms:

Symptoms of too much lactic acid in the blood Symptoms of severe liver problems

* weakness or being more tired than usual  your skin or the white part of your eyes turns
* unusual muscle pain yellow
» being short of breath or fast breathing e dark “tea-colored” urine

* nausea, vomiting, and stomach-area pain
+ cold or blue hands and feet

« feel dizzy or lightheaded

+ fast or abnormal heartbeats ¢ nhausea

* stomach-area pain

* light-colored stools
* loss of appetite for several days or longer

To manage kidney and liver health: Your doctor will be taking blood tests to check you kidneys and liver
before you start and while you are taking TRUVADA. Your study doctor may tell you to stop taking
TRUVADA if you dewelop kidney or liver problems during the study.

Bone health:

People who have HIV infection have usually taken anti-HIV treatment for long periods of time and have
taken more than one HIV medication including the type of drugs that are in TRUVADA. They hawe
experienced a three- to four-percent decline in the minerals in their bones.

In HIV negative people on TRUVADA bone scans were taken only in two other PrEP research studies —
one using TRUVADA and one using one out of the two drugs that make up TRUVADA. These scans found
that less than one percent of study participants tested experienced a small decrease in the minerals in their
bones during the first few months of PrEP. This decline either stopped getting worse or
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returned to normal after the first few months. No increase in bone breaks was observed. Because of this,
bone scans are not recommended for HIV negative people in this study. Howevwer, if you have a history of
bone fractures/breaks or if you are at significant risk for osteoporosis, please tell the study doctor, who will
help you manage this risk.

HIV infection

People with HIV need full HIV medication and treatment. You will have an HIV test at every follow-up \isit.
If you become infected with HIV, your study doctor will have you stop taking PrEP immediately. This is
because taking TRUVADA by itself when you have HIV can make the virus resistant to some HIV drugs so
that they may no longer work for you and limit your HIV treatment options over time.

Hepatitis B infection

If you become infected with Hepatitis B while you are taking TRUVADA, please tell your study doctor
immediately, and do not stop taking TRUVADA on your own. If you stop TRUVADA while you have
Hepatitis B, your hepatitis symptoms may get worse. You study doctor will help you stop taking TRUVADA
and will monitor you for safety.

Pregnancy and breastfeeding

The effects of TRUVADA on an unborn child and on a newborn baby are not known. You may not
participate in this study if you are breast-feeding at the start of the study. If you are female and you can
possibly get pregnant, you must also take a pregnancy test at every follow-up \isit. All participants are
expected to continue use of safer sex practices [non-Catholic sites may add: including the use of
condoms].

Any participants who are taking PrEP in conjunction with conception must take daily doses of TRUVADA
beginning one month before a conception attempt. TRUVADA must continue to be taken daily until one
month after the last attempt to conceive.

Women who become pregnant while in this study should make an informed decision about whether or not
to keep taking PrEP while pregnant. If you become pregnant during this study, you should tell your study
doctor immediately. Your study doctor will discuss with you your risks of HIV infection during pregnancy,
the possible risks of TRUVADA on your pregnancy and child, and whether or not you should stay in the
study.

If you become pregnant, we will ask for copies of or access to the parts of your medical records that
discuss your pregnancy, delivery, and your infant’s health.

Other risks

Having a blood sample taken may cause some discomfort, pain or bruising. Sometimes, the blood vessel
may swell, or blood may clot in the blood vessel, or the spot from which blood is taken could become
inflamed. Some people may feel dizzy when having blood taken, and may occasionally faint. Rarely, there
could be a minor infection or bleeding. If this happens, it can be easily treated.

You may experience pain or discomfort from the rectal or cenical swab. In some cases, you may have
some bleeding.

The questions we will ask you about your sexual behaviour may make you feel uneasy. However, you do
not have to answer any question that you do not want to and you can stop answering the questions at any
time.

Although your information will be kept confidential by study staff, it is possible that your friends, family or
people in your community may find out that you are in this study. If that happens, you may experience
stigma as a result of being inwolved in a study about HIV. If this or any other issue may make you become
upset or distressed, the study doctor will be able to arrange for counselling or other appropriate support
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Any counselling or support will be provided by qualified staff who are not members of the research project
team. This counselling will be provided free of charge.

10 What will happento my samples?

Your blood will be collected at the beginning of the study and at follow-up \isits, to check your kidney and
liver health, and to test for HIV, STI and hepatitis B infection. This is considered routine care for people
who take TRUVADA for PrEP. The study team will know that these samples belong to you as they will be
sent to the lab with your personal information, as they normally are for routine care.

If a test shows you have HIV or Hepatitis, you will have follow-up counselling and appropriate medical
advice. If your test results are positive, the study doctors are required by law to notify government health
authorities. Signing the consent form means that you agree to have this testing; it will not be done without
your consent.

As mentioned before, 25 millilitres (ml) blood may be collected at some of the follow-up \isits, to measure
the amount of TRUVADA in your blood. This will tell the study researchers about how study participants
took TRUVADA according to the instructions. Your doctor will not be given the results of your drug lewel
blood tests because the study researchers are using this test to examine the use of PrEP in the study
group as a whole, not to examine how often an individual uses the PrEP medication. Analyses of the
cumulated samples will be conducted at the midpoint and/or the end of the study period.

For these tests, your study ID number, date of birth, and a 2 x 2 name code (firsttwo letters of yourfirst

name — firsttwo letters of yourlast name) will be placed on your sample tubes and the form the site uses
to document your blood draw. The ID number can be linked back to you by using a decoding key, which will
be stored separately and only known to an authorized member/s of the research study team. The study
researchers will be able to link your sample results to your other data by using your study ID number.
These samples of your blood will be transferred twice. First, they will be sentto the St Vincent's Centre for
Applied Medical Research laboratory for processing. This laboratory will be able to see your ID number,
your date of birth and your name code (2 x 2 code comprising first two letters of participant’s first name —
first two letters of subject’s surname). This laboratory must comply with all confidentiality requirements.

The samples will then be sent to the Clinical Pharmacology Analytical Lab (CPAL) at the Johns Hopkins
University School of Medicine, Baltimore Maryland, USA, for analysis of the level of TRUVADA present.
This laboratory will be able to see only your study ID number, but not your date of birth or name code.

You will be asked to provide additional consent for the collection and storage of your blood for banking
purposes.

11 Whatif newinformation arises duringthis research project?

Sometimes during a research project, new information becomes available about the medication that is
being studied. If this happens, your study doctor will tell you about it and will discuss with you whether you
want to continue. If you decide to withdraw, your study doctor will make arrangements for your regular
health care to continue. If you decide to continue in the research project you may be asked to sign an
updated consent form that has the new information in it.

Also, on receiving new information, your study doctor might consider it to be in your best interest to
withdraw you from the research project. If this happens, he/ she will explain the reasons and arrange for
your regular health care to continue.

12 Canl haveothertreatments duringthis research project?
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It is not anticipated that TRUVADA will affect any other medications you may be taking. Howewer, itis
important to let the study doctor know about any other medications or treatments you may be taking and/or
using, including ower-the-counter medications, vitamins or herbal remedies, acupuncture or other
alternative treatments. You should also tell your study doctor about any changes to these during your time
in the research project. Your study doctor will explain to you which treatments or medications cannot be
used if you are inwolved in the PRELUDE study.

13 Whatif | withdraw from this research project?

If you decide to withdraw from this project, please let a member of the research team know before you do
so. This will allow you to find out about any possible health risks or special requirements before you stop.

If you do withdraw your consent during this research project, the study team will ask you to continue to
complete the attitude, behavioural and lifestyle questionnaires online. All the personal information that they
have already collected for this study will be kept so that the results of the research can be measured
properly, and to comply with law. You should be aware that data collected up to the time you withdraw will
form part of the research project results. If you do not want this to happen, you must tell the researcher
before you join the PRELUDE study.

If you choose to stop taking PrEP, you can still agree to complete the discontinuation and 3 months post-
discontinuation follow-up \isits, to complete discontinuation and post-discontinuation online surveys, and/or
to allow the team to check your HIV status six months after you discontinue. If you agree to any of these
activities after you stop PrEP, please do not complete the revocation of consent form until these follow-up
activities are completed.

14 Couldthisresearch projectbe stopped unexpectedly?

This research project may be stopped unexpectedly for reasons which may include:
e Unacceptable side effects
e PrEP being shown not to be effective
e Decisions by local regulatory/health authorities.

15 What happens whentheresearch projectends?

PrEP will be available to you for up till the end of the study. At the present time TRUVADA is not registered
for use in Australia. At the end of this study Gilead Sciences may not agree to continue to supply
TRUVADA, or may agree to provide an ongoing supply but only under certain conditions and for a limited
time period. Atthe end of the study, if the study drug is still not registered in Australia AND subsidised on
the PBS for your condition, then [insert study site name] will not be able to fund ongoing supplies of the
drug. TRUVADA may newer be registered in Australia for PrEP. This means that TRUVADA may not be
available or may be expensive for you to buy. Your study doctor will discuss with you other options to help
prevent HIV infection.

We estimate that all participants in the study will have completed the study by the end of 2018. After this
time, the data will be analysed and a one-page summary of results will be prepared for all participants.
Study staff will send copies of the summary to each participating clinic and you will be given the summary
at your next routine clinic visit with your doctor.

Part 2 How is the research projectbeing conducted?
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16 What will happento informationaboutme?

How information is used and stored

By signing the consent form you agree to let the study doctor and related research staff collect and
use personal information about you for the research project. Any information collected for this research
project that can identify you will remain confidential.

Information collected for this research will be kept in two different databases:

Health information: Health information collected about you for this research will be entered into and
stored in a study-specific password-protected database. This information will be coded, which means that
your name won't be included. Howewer, the study staff can link this information back to the rest of your
personal information, such as your clinic medical records or Commonwealth and State agency health and
disease-related registries, by using a decoding key containing your date of birth. Your research health
information may also be recorded in your health records at the clinic. If at any time during the study your
study doctor requests additional HIV testing beyond the standard screening test, copies of these additional
test results will be collected so that the researchers can better understand the HIV testing processes
involved with PrEP management. Your name and all identifying information will be blocked out and your
study ID number will be written on any photocopies collected by the researcher.

Behavioural survey information: Only the researchers at the Kirby Institute will have access to your
internet-based surwey information. This information will be stored in a password-protected database
(SuneyGizmo), and will be treated as confidential and securely stored. All participants will be allocated a
study number, and all electronic data will be stored under this code, so your name and identifying
information will not be stored with the information collected about you during the study. The behavioural
survey system will store your preferred email address so that the system can send you invitations to
compete the surweys, and automatic reminders if you do not complete a survey within the prefered time
frame. Your email address is stored separately from your clinical information. Your name is not stored in
any database.

All electronic databases kept at the Kirby Institute will be protected by passwords and University of New
South Wales firewalls. Identifying details (such as your name and contact details) and the fact that you are
participating in this study will be known only to: your doctor; the research nurse/s at your clinic; and the
project leader and research assistant based at the Kirby Institute, UNSW, Sydney. The project leader and
research assistant at the Kirby Institute will need your name and contact details so as to assist with follow-
up and provide you with information about the study as it progresses.

The researchers at the Kirby Institute will not share any of your surey answers with your clinic doctors,
nurses or other staff. Howewer, if you do not complete a behavioural survey within the preferred time frame
nor after you have received two electronic reminders, the Kirby Institute researchers may ask the study
staff to contact you to provide another reminder.

Any paper based forms used for this study will be stored in a locked office, which only the members of the
study team can access.

Your information will only be used for the purpose of this or other related research, and it will only be
disclosed with your permission, except as required by law. Coded data may be used in future related
research.

Information about you may be obtained from your health records held at this and other health senices for
the purpose of this research. By signing the consent form you agree to the study team accessing health
records if they are relevant to your participation in this research project.

Any information obtained for the purpose of this research project and for any future related research
described in Part 16 that can identify you will be treated as confidential and securely stored. It will be
disclosed only with your permission, or as required by law.
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Inspection of research records

It is possible that your health research study records may be inspected in order to make sure that the study
is being conducted appropriately and safely, and that the information is being reported truthfully. Possible
inspectors include: representatives from the Kirby Institute, relevant authorities and authorised
representatives of the Kirby Institute, the institution relevant to this Participant Information Sheet, [Name of
institution], or as required by law. By signing the Consent Form, you authorise release of, or access to, this
confidential information to these relevant study personnel and regulatory authorities.

Publication and presentation of research findings

The findings from this research project will be published and/or presented in a variety of places, most likely
combined with everyone else’s information. In any publication and/or presentation, information will be
provided in such a way that you cannot be identified, except with your permission.

Your rights to your information

In accordance with relevant Australian and New South Wales privacy and other relevant laws, you
have the right to request access to your information collected and stored by the research team. You also
have the right to request that any information with which you disagree, be corrected. Please contact the
study team member named at the end of this document if you would like to access your information.

Information storage after the study

After the end of the study, your study files will be archived in a locked storage facility and kept for at least
15 years after the end of the study. Coded data in electronic form will also be stored for this amount of time.

17 Complaints and compensation

If you suffer any injuries or have complications as a result of this research project, you should contact the
study team as soon as possible and you will be assisted with arranging appropriate medical treatment.

You may have a right to take legal action to obtain compensation for any injuries or complications resulting
from your participation in the study. Compensation from the sponsor of this study, the University of New
South Wales, may be available if your injury or complication is caused by the drugs or procedures, or by
the negligence of any of the parties conducting the study. If you receive compensation that includes an
amount for medical expenses, you will be required to pay for your medical treatment from those
compensation monies.

If you are not eligible for compensation for your injury or complication under the law, but are eligible for
Medicare, you can receive any medical treatment required to treat the injury or complication, free of charge,
as a public patient in any Australian public hospital.

The people running this study agree to follow the Medicines Australia Guidelines for Compensation for
Injury Resulting from Participation in an Industry-Sponsored Clinical Trial. These Guidelines allow for some
claims for compensation to be settled without the need for legal action to be taken. The fact that the people
running this study have agreed to abide by these guidelines in respect of the clinical trial does not affect
your rights to pursue legal action in respect of any injury you may suffer as a result of participation. You
can obtain a copy of these Guidelines from the Secretary of the Human Research Ethics Committee.”

18 Who is organising and funding theresearch?
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This research project is being conducted by the Chief Investigator, Dr Iryna Zablotska at the Kirby Institute,
and is being funded by the NSW Ministry of Health. The manufacturer of TRUVADA, Gilead Sciences, is
providing the study drug.

[Insert site name] will receive payments from the NSW Ministry of Health for time spent undertaking this
research project. No member of the research team will receive personal financial benefit from your
involvement in this research project (other than their ordinary wages).

Gilead Sciences may benefit financially from this research project if, for example, the project assists Gilead
to obtain approval for TRUVADA to be used as PrEP in Australia.

In addition, if knowledge acquired through this research leads to discoweries that are of commercial value
to Gilead Sciences, the study doctors or their institutions, there will be no financial benefit to you or your
family from these discoveries.

19 Who hasreviewedtheresearchproject?

All research in Australia invohing humans is reviewed by an independent group of people called a Human
Research Ethics Committee (HREC). The ethical aspects of this research project have been approved by

the HREC of the St. Vincent’s Hospital, Darlinghurst NSW. This project will be carried out according to the
National Statement on Ethical Conduct in Human Research (2007). This statement has been dewveloped to
protect the interests of people who agree to participate in human research studies.

20 Further informationand who to contact

The person you may need to contact will depend on the nature of your query. If you want any further
information about this project or if you have any medical problems which may be related to your
involvement in the project (for example, any side effects), you can contact the study chief investigator Dr.
Iryna Zablotska on 9385-0951 or any of the following people:

Clinical contact person (for each study site to complete; may provide more than one if
necessary)

Name [Name]

Position Position]
Telephone Phone number]
Email [Email address]

For matters relating to research at the site at which you are participating, the details of the local
site complaints person are:

Complaints contact person (for each study site to complete)

Name [Name]

Position Position]
Telephone Phone number]
Email [Email address]

If you have any complaints about any aspect of the project, the way it is being conducted or any
guestions about being a research participant in general, then you may contact:
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Reviewing HREC approving this research and HREC Executive Officer details

Reviewing HREC name

St. Vincent’'s Hospital Sydney HREC

HREC Reference number | HREC/14/SVH/130

HREC Executive Officer Contact person - HREC Executive Officer
Telephone 8382 2075

Email research@stvincents.com.au

Local HREC Office contact (Single Site -Research Governance Officer —for each study

site to complete)

Name Name]

Position Position]
Telephone Phone number]
Email Email address]

PRELUDE Study ParticipantInformation Sheet v5.0

30 September 2015

PROT 15-09-30 PRELUDE v 4.0

Page 110 of 16

Template SM301-C: Standard Protocol Version 0.1 30 September 2015 Page 110 of 139




Appendix VIIA Participant Information Sheet and Informed Consent Form Template

Consent Form

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Protocol Version 30 September 2015

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [insert if required by institution]

Declaration by Participant: Consent to be in the PRELUDE Study

| have read the Participant Information Sheet or someone has read it to me in a language that | understand.
| understand the purposes, procedures and risks of the research described in the project.

| give permission for my doctors, other health professionals, hospitals or laboratories outside this hospital to
release information to [Insert site name here] concerning my disease and treatment for the purposes of this
project. | understand that such information will remain confidential.

| give permission to link my details using a unique identifying code with the Commonwealth and State
agency health and disease-related registries. Such registries include, but are not limited to, registries of
HIV, STis and use of HIV post-exposure prophylaxis. This information will allow more accurate
ascertainment of HIV and STI diagnoses, as well as the use of the antiretroviral medications outside of the
demonstration project PRELUDE.

| have had an opportunity to ask questions and | am satisfied with the answers | have received.

| freely agree to participate in this research project as described and understand that | am free to withdraw
at any time during the study without affecting my future health care.

| understand that | will be given a signed copy of this document to keep.

| understand that if | decide to discontinue the study treatment, | may be asked to attend follow-up visits to
allow collection of information regarding my health status. Alternatively, the investigator/sponsor will
request my permission to access my medical records for collection of follow-up information for research
and analysis.

Please initial one option for the following (yes or no):

| agree that the Kirby Institute may contact me about future research projects that | may qualify for.

(initial one option) Yes No

Name of Participant (please print)

Signature Date
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Name of Witness* to
Participant’s Signature (please print)

Signature Date

* Witness is notto be the investigator,a member ofthe study team or their delegate. In the event that an interpreteris
used, the interpreter may not act as a witness to the consentprocess. Witness mustbe 18 years or older.

Declaration by Study Doctor/Senior Researcher

| have given a verbal explanation of the research project, its procedures and risks and | believe
that the participant has understood that explanation.

Name of Study Doctor/
Senior Researcher’ (please print)

Signature Date

T A senior member ofthe research team mustprovide the explanation of, and information concerning, the research
project.

Note: All parties signing the consent section must date their own signature.
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Form for Withdrawal of Participation

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Protocol Version 30 September 2015

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [insert if required by institution]

Declaration by Participant

| wish to withdraw from participation in the above research project and understand that such
withdrawal will not affect my routine treatment, my relationship with those treating me or my
relationship with [insert clinic/Institution].

Name of Participant (please print)

Signature Date

In the event that the participant’s decision to withdraw is communicated verbally, the Study Doctor/Senior
Researcher will need to provide a description of the circumstances in the participant’s source
documentation.

Declaration by Study Doctor/Senior Researcher?

| have given a verbal explanation of the implications of withdrawal from the research project and |
believe that the participant has understood that explanation.

Name of Study Doctor/
Senior Researcher! (please print)

Signature Date

T A seniormember ofthe research team mustprovide the explanation of and information concerning withdrawal from
the research project.

Note: All parties signing the consent section must date their own signature.
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Site: Insert Header with institution’s name or institution’s letterhead as required

Participant Information Sheet/Consent Form

Interventional Study - Adult providing own consent

[Insert site name if required)]

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Protocol Version 30 September 2015

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [Site: insert if required by institution]
Part1: What does my participationinvolve?
1 Introduction

You are invited to take part in a research project called PRELUDE because you are HIV-negative and may
be at increased risk of getting HIV (Human Immunodeficiency Virus). HIV is the virus that causes Acquired
Immunodeficiency Syndrome, or AIDS. In this research project, a medicine that has been used to treat
people who have HIV is given to HIV-negative people to evaluate its use as the means to lower their
chance of getting HIV. This is called preexposure prophylaxis or ‘PrEP.’” Prophylaxis means doing
something to prevent an illness or infection.

This Participant Information Sheet/Consent Form (PICF) tells you about this research project. It explains
the tests, treatments and the study requirements inwlved. Knowing what is inwolved will help you decide if
you want to take part in the research.

Please read this information carefully. Ask questions about anything that you don’'t understand or want to
know more about. Before deciding whether or not to take part, you might want to talk about it with a friend,
partner, family member or your doctor.

Participation in this research is woluntary. If you don’t wish to take part, you don’'t have to. You will receive
the same quality of care whether or not you take part.

If you decide you want to take part in the PRELUDE research project, you will be asked to sign the consent
section of this document. By signing it you will be telling us that you:

e Understand what you have read
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e Consent to take part in the research project
e Consent to have the tests and treatments that are described
e Consent to the use of your personal and health information as described.

You will be given a copy of this Participant Information and Consent Form to keep

2 What is the purpose ofthis research?

More and more people in Australia are getting HIV today, despite all prevention efforts, the availability of
condoms and HIV testing. The NSW government would like to eliminate new HIV cases by the year 2020.
This research will evaluate a new additional way to lower people’s chances of getting HIV.

The drug being used in this project is called TRUVADA, and it is made by Gilead Sciences, Inc. TRUVADA
is a single tablet made up of two different HIV medications: Viread (tenofovir disoproxil fumarate) and
Emtriva (emtricitabine). Both these drugs have been widely used for many years to treat HIV. When used
with other medicines in people who already have HIV, TRUVADA may help reduce the amount of HIV virus
in the blood. It also may increase the number of cells in the blood that help fight off other infections.
TRUVADA does not cure HIV or AIDS, and itis not an HIV vaccine.

In order for medicines to be used in Australia, they have to be approved by the Australian Federal
Gowernment. As a treatment for people who already have HIV, TRUVADA is approved for use in Australia,
the United States, and other countries. As a medicine for PrEP, to lower chances of HIV in those who are
not infected, TRUVADA has been approved in the US, but not in Australia. Therefore, in Australia, this
study is considered experimental.

The purpose of the PRELUDE Study is to develop and evaluate a model of PrEP delivery in health
senvices. It will see whether PrEP is an effective, safe and manageable option to help lower people’s
chances of getting HIV through sex. It will also study whether people in NSW find it easy and agreeable to
take PrEP every day, why they take it, how it feels to take it, and whether it changes how they hawe sex.
Finally, it will study how easy it is for doctors to use it with their patients, and what it costs the NSW
government and clinics to provide PrEP.

This research study is being conducted by a group of investigators at the Kirby Institute, the University of
New South Wales, and lead by Dr. Iryna Zablotska. It is funded by the NSW Ministry of Health. Gilead
Sciences, who makes TRUVADA, is providing the study drug.

How well does PrEP work?

Research in other countries, including the U.S., has shown that the chances of getting HIV through sex is
lowered for people who take PrEP and use condoms correctly during sex. How well PrEP works depends
on how good people are at taking PrEP every day.

Owerall, studies in other countries have shown that taking PrEP lowers the risk of getting HIV by about 44
percent in homosexual, bisexual, and other men who have sex with men, and by about 70 percent in
heterosexual adults. This means that some people on these research studies still got infected with HIV
even though they were taking PrEP. However, when researchers looked specifically at people who were
taking PrEP ewery day, they found that the risk of getting HIV was lowered even more. In one study of
2499 homosexual, bisexual and other men who have sex with men, those who took their PrEP pill every
day had their risk of getting HIV lowered by 92 percent. In contrary, the risk of HIV infection was higher in
people who did not take their tablets daily.

3 What does participation in this researchinvolve?
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Your involvement in the PRELUDE study will last up to about 36 months (3 years). This includes up to two
weeks for screening, up to 30 months of taking PrEP (please note that the original period on PrEP up to 12
months is now extended to up to 30 months) and the completion of one follow-up \isit and two follow-up
questionnaires after you stop taking PrEP. The owerall study will run for about five years.

By entering the study, you are not committing to being in the study and taking PrEP for the whole 30
months. For example, your participation in the study may end if you are no longer at risk of getting HIV
through sex. You can also withdraw from the study at any time for your own reasons.

Screening Visit
The consent form must be signed by you before any study assessments are done.

First, doctors who are also researchers on this study will confirm that you are a good candidate for PrEP.
A number of tests will be conducted as a standard of care in New South Wales, Australia.

You will be tested for sexually transmitted infections, including HIV, chlamydia, gonorrhoea and syphilis.
For gonorrhoea and chlamydia testing for men, this will be done by performing a swab of your rectum and
collecting urine. Blood will be collected for syphilis, HIV testing and Hepatitis B testing.

For gonorrhoea and chlamydia testing for women, this will be done by performing [sites to fill in method: a
swab of your cervix, and a swab of your rectum if you have had anal sex in the last year AND/OR will be
done by collecting urine]. Blood will be collected for syphilis, HIV testing and Hepatitis B testing .

Your health and blood will be checked to make sure you are not at increased risk of possible side effects
from TRUVADA, such as kidney or liver problems. You will also have a medical examination and will be
asked about your medical history. If you are a woman who can get pregnant, you will have a pregnancy
test before starting PrEP and while taking it, so that you and your doctor can together make an informed
decision whether you start and continue taking PrEP.

Because both of the drugs in TRUVADA work against hepatitis B, you will be tested to know if you have
active hepatitis B. This will allow doctors to recommend you an appropriate treatment. You may also be
offered a vaccine against hepatitis B if the result of this test is negative. If the results show you were
exposed earlier to hepatitis B and the infection has resolved, then you can be in the study. You may also
be tested for Hepatitis C if this is considered standard at the clinic.

For all of these tests, [site to insert wolume in millilitres and teaspoons or tablespoons, e.g. x tablespoons/y
millilitres] of blood will be collected from a vein in your arm.

The samples collected for the standard of care tests will include: [site to insert accordingly.]

In order to qualify for the study, you must:

Be at least 18 years old

Have a negative HIV test within seven days of starting PrEP

Not show possible signs of having HIV

Be at high and ongoing risk for getting HIV

Live in NSW, or visit NSW enough to attend all of your follow-up visits

Be eligible for Medicare

Be able to take TRUVADA once every day for at least 30 days

Be able to attend clinic follow-up \isits

e Be willing to take a computer-based suney about your attitudes, behaviours and lifestyle at the
beginning of the study, after each follow-up \isit, and twice after you stop taking PrEP.

e Be willing and able to consent to this study.
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You will not be allowed to be enrolled in this study if you have certain kidney or liver problems, if you have
to take certain medications that might make PrEP unsafe, if you have known allergies to PrEP, or if you
are breastfeeding. You also cannot be in this study if you have any conditions that would make it difficult
for you to take PrEP ewery day, such as certain mental health issues, memory loss, difficulty thinking or
some intellectual disabilities. If you will be in prison or if you plan to be away from NSW for a period of 3
months or longer during the study, you cannot be in this study because you will not be able to attend your
follow-up visits.

In addition, the study doctor may ask you whether you have any symptoms consistent with a new HIV
infection and you have experienced any known or suspected exposure to HIV during the last 30 days. If
you have, you will receive additional HIV testing, and may be asked to delay starting PrEP for up to one
month until the conclusive result of that testing. It is very important for your safety during this study
that you tell the doctor if you are experiencing any of the following at screening or before you start
PrEP. It is also very important that you tell your doctor about any of these at your follow -up visits. If
you do but it is not time for your regularly-scheduled follow-up visit, please contact your doctor or
the study coordinator.

e Fewer

e Feeling tired (fatigue)

e Muscle aches (myalgia)
Joint aches (arthralgia)
Skin rash
Headache
Sore throat (pharyngitis)
Night sweats
¢ Swelling of the lymph nodes around the head and neck (cenical adenopathy)

There may be a few days between the time you start screening for this study, and the time you can start
taking PrEP medication. If you encounter a high-risk sexual event before you start taking TRUVADA,
please tell your study doctor immediately, so that your study doctor can assess whether you need to
receive medication for “Post-Exposure Prophylaxis,” or PEP before you start taking PrEP. This will not
affect your ability to start taking PrEP once you finish with PEP if you are eligible.

When you first asked about this research, the clinic doctor collected some basic information about who is
interested in PrEP and why (age, gender, sexual orientation, and answers to the HIV risk questions). You
also completed an internet based suney on attitudes, behaviour and lifestyle. The pre-screening
questionnaire did not contain any identifiable information. If you decide to be in this study, you will be
asked to consent to allow that information to be linked with your PRELUDE study information. The study
will also collect information about any PEP you may have taken right before starting PrEP.

Starting PreP

After you have met all study criteria, you will be given a prescription for 30 days of TRUVADA. You will be
asked to start taking TRUVADA as PrEP immediately. Your doctor will provide you with information to help
you remember to take TRUVADA ewery day. You will also receive condoms, and counselling on condom
use and safe sex.

It is important to know that:

e You will be expected to take TRUVADA ewery day, as per the instructions

e You will be encouraged to practice safe sex, including consistent and correct use of
condoms

e You will have regular HIV and STI testing, at each quarterly follow-up visit and as needed
between study visits.
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How do | take PrEP?

A tablet of TRUVADA must be taken by mouth once a day, at about the same time every day, and itis
recommended to be taken with food. For this study, you will be asked to take PrEP daily for at least 30
days. You may continue to take PrEP every day for up to 30 months in total (please note that the original
period on PrEP up to 12 months is how extended to up to 30 months)

If you miss a dose of TRUVADA, your doctor may advise you to take the missed pill as soon as you
remember on that same day, but to not take more than one dose of TRUVADA in a 24 hour period. Your
doctor may also advise that if you miss a dose, and it is almost time for your next dose, to wait and take the
next dose at your regular time. Contact your medical provider as soon as possible if you take more than
one pill of TRUVADA a day, to awid owerdosing.

TRUVADA should be stored at room temperature in its original container. The container should be kept
tightly closed and out of the reach of children. Do not give TRUVADA prescribed to you to other people.

Follow-up Visits while taking PrEP

After you start the study, you will attend a follow-up \isit at the clinic one month after you start taking PreP,
and then ewvery three months after you start taking PrEP, for up to 30 months (that is the original period of
taking PrEP up to 12 months is now extended to up to 30 months). At each of these \sits, you will have an
HIV test. It is very important that you take these HIV tests because TRUVADA cannot be taken alone by
people who are HIV-positive (see HIV Infection section below).

At each follow-up visit you will be asked about your health, how well you remembered to take TRUVADA,
and your sexual practices including safer sex practices. Each study \sit will be about 15 minutes longer
than your regular clinic visits.

At each of the quarterly \visits (every three months), you will again be tested for HIV and sexually
transmitted infections, and will be tested for your kidney and liver health. A total of about [site to insert
wlume in millilitres and teaspoons or tablespoons, e.g. x tablespoons/y millilitres] of blood will be collected
from a wein in your arm for these tests. If you are a woman who can get pregnant, you will also be given a
pregnancy test. You will be reminded about how to take PrEP, and will be given safe sex information,
senices, or referral for any senices you might need.

If you are still eligible to continue taking PrEP, you will be given a new prescription for TRUVADA at these
visits.

All of these follow-up procedures and discussions are considered standard care for people who are at risk
for HIV infection and/or are taking anti-HIV medications. This means that even if PrEP wasn’t considered
research, these things would be done for your health and safety.

Within two and no more than within seven days of each clinic visit while you are taking PrEP, you will
complete a self-administered, web-based, online questionnaire. The questionnaire will take approximately
30 minutes to complete. If you do not have a home computer that you are able to use, then you will be
provided an alternate means of completing the questionnaire. The surwey does not work well on mobile
devices, so should be completed on a desktop or laptop computer. The questions will ask about things like
your relationships, sexual practices and other related behaviour (in the preceding three months or since
your last online questionnaire), your beliefs and attitudes about HIV and its prevention, and your
experience with taking PrEP. It will also ask about how often you have taken your study medications since
your previous online questionnaire. This includes information on when you have taken or missed doses of
PrEP and when you havwe had and had not use condoms. The more accurate the information, the more
useful it will be for the research and future use of PrEP.

The answers to the online questionnaire go directly to the researchers at the Kirby Institute. They will not
share any of your survey answers with your clinic, doctors, nurses or other staff. The study researchers
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are using the answers from these sureys to see how PrEP changes peoples’ lives in general, not at an
individual level.

Stopping PrEP

It is your right as a research participant to decide to stop taking PrEP at any time. During the 30-month
period, you may choose to stop the PrEP medication if you feel that you no longer need it. Your study
doctor may also have you stop the PrEP medication if she or he feels it is not needed, or it is not safe for
you stay on PrEP. For example, you will be stopped from the study if you become HIV positive, if you start
to experience kidney, liver or other unacceptable health problems, or if you need medication that interacts
with TRUVADA.

It is strongly recommended for your safety that you take PrEP for at least 30 days at a time. Your doctor
will discuss with you how to plan to stop PrEP during the study period if you need to. This may also involve
taking TRUVADA as “Post-Exposure Prophylaxis,” or PEP, if you and your doctor find out that you might
have been exposed to HIV. If at any time during the study you stop taking PrEP and start taking PEP, the
results of your HIV, STI and other tests taken because you are on PEP will be collected for the study as
well. If you become HIV positive during this study, the results of any additional tests about your HIV
infection, such as tests of resistance to different HIV treatments, will be collected for this study.

When you stop taking PrEP at any time during the study (including at 30 months), you will attend an end-of-
study wisit. At this visit, all quarterly follow-up \isit procedures will be conducted.

If you change your mind about stopping TRUVADA and want to start taking it again, you can re-enter the
study within the six months after you stopped, as long as you still qualify and the study is still open for re-
enrolment. The option to re-enter will not be available during the last four months of the study or if the study
has been filled.

Follow-up Visits after you stop taking PrEP

Three and six months after you stop taking PrEP, you will complete the on-line questionnaires for the
researchers at Kirby, as already described. You will also be asked if the researchers can have access to
your information from the NSW HIV Registry up to six months after you stop taking PrEP. That will allow
the researchers to see if you test positive for HIV after you stop taking PrEP.

Additional costs and reimbursement

You will not be paid and there will be no additional costs to you to be in this project. All tests and medical
care required as part of the research project will be provided to you as it normally would be through
Medicare. During the 30 month period, the medication will be provided free-of-charge by Gilead Sciences.
Because this study wants to know what it will be like to use PrEP in the real-world, you will not be
reimbursed for your travel to the clinics, clinic parking, your time, or other expenses associated with the
research project.

This research project has been designed to make sure the researchers interpret the results fairly and
appropriately. It has also been designed to keep study doctors or participants from jumping to conclusions.

4 What do | haveto do?

Participation in this study does not require any changes to your diet or to your participation in sports. It is
important let the study doctor know any other medications you are already taking or start taking while on
TRUVADA.

Even if this was not a research study, all people who take PrEP will need to do other things to prevent
getting infected with HIV and other sexually transmitted infections.
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People who take PrEP must:

e Take PrEP every day. Not taking PrEP ewvery day can increase your risk of getting HIV. Because
this is so important, your doctor will talk with you about the best ways to help you remember to take
your pill.

e Continue using condoms every time when having sex: PrEP is not 100 percent effective in
preventing HIV, and does not protect against getting other sexually transmitted infections, like
herpes, gonorrhoea, and syphilis.

e Letthe study doctor know if they have not been taking PrEP every day and may have been
exposed to HIV: When taken ewvery day, PrEP can still take at least seven days to build up the
maximum protection. If you think you have been exposed to HIV, your doctor will discuss your risk
with you, and whether you may need Post-Exposure Prophylaxis. Do not wait until your next
follow-up wisit to discuss this with your doctor. It is important to start Post-Exposure Prophylaxis
within 72 hours after you were exposed to HIV.

It is also important to know that:

e Taking extra pills will not provide you with extra protection.
e PrEP is not a “morning after” pill; it will not work if only taken right before or right after exposure to HIV.
e If you decide to stop taking PrEP for any reason, you should make sure you havwe taken PrEP every
day for four weeks after the last time you may have had sex that put you at risk of HIV.
e If you have been exposed to HIV, your doctor may recommend to stop PrEP and take a course of Post-
Exposure Prophylaxis.

5 Otherrelevantinformation aboutthe research project

Participants in this study will be adults who are HIV-negative and are at risk of getting HIV through sex. The
study allows “up to 300 person-years” of PrEP. This means that if everyone who participates takes one
year of TRUVADA, there will be 300 people in the study. However, there may be more people in the study
if at least some participants take TRUVADA for less than one year.

Everyone in the study will take TRUVADA for PrEP, and everyone will have the same study visits. The
PRELUDE Study is open to all adults regardless of sex, gender or sexual preference. There will be
between four and 12 sites involved in the project. The coordinating principal investigator for this project is
Dr Iryna Zablotska. The PRELUDE Study Management Team is responsible for the day-to-day
management and coordination of the study. Each clinic in the study also has investigators who are part of
the study.

6 Do | haveto take partin this research project?

Participation in any research project is voluntary. You do not have to be in this project if you do not want to.
If you decide to be in this project now, itis your right to change your mind later. You are free to withdraw
from the project at any time. If you do decide to take part, you will be given this Participant Information and
Consent Form to sign and you will be given a copy to keep.

Your decision whether to take part or not to take part, or to take part and then withdraw, will not affect your
routine treatment, your relationship with those treating you or your relationship with [insert Institution].

7 What are the alternativesto participation?
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You do not have to be in this research project to receive treatment at this clinic. Other options to prevent
HIV include: advice and counselling on safe sex practices including the use of condoms, and regular HIV
and STI testing. HIV post-exposure prophylaxis (PEP) is available at your clinic after any sexual or
injecting exposures that may have put you at risk of getting HIV. Your study doctor will discuss these
options with you before you decide whether or not to take part in this research project. You can also
discuss these options with your local doctor.

Other anti-HIV medications are currently being studied for use as PrEP. Howewver, no other medications
have been approved for the prevention of HIV.

8 What arethe possible benefits of taking part?

There is no guarantee or promise that you will receive any benefits from being in this research project.
Research shows that taking TRUVADA ewery day, combined with safer sex practices including using
condoms during sex, may decrease your risk of getting HIV. Some participants may experience direct
health benefits due to testing for HIV and STIs more regularly than they would normally otherwise.
Participants may also like the idea that they are contributing to new knowledge about the prevention of HIV.

9 What arethe possiblerisks and disadvantages of taking part?

Medications often cause side effects. You may have none, some, or all of the effects known to be
associated with the use of TRUVADA and listed below. They may be mild, moderate or sewere. If you have
any of these side effects, or are worried about them, talk with your study doctor. Your study doctor will also
be looking out for side effects.

There may be side effects that the researchers do not expect or do not know about which may be serious.
Tell your study doctor immediately about any new or unusual symptoms that you experience.

Many side effects go away shortly after treatment ends. However, sometimes side effects can be serious,
long lasting or permanent. If a severe side effect or reaction occurs, your study doctor may need to stop
your treatment. Your study doctor will discuss the best way of managing any side effects with you.

Possible Side Effects of TRUVADA

TRUVADA has not been used in HIV negative people as much as it has been used in people who are HIV
positive. In people who are HIV negative, it has only been used by several thousands of participants in
clinical trials of PrEP and by HIV negative people taking it as part of Post-Exposure Prophylaxis or PEP.
The dose of TRUVADA used in PEP and PrEP is the same, and in both cases it is taken as a daily tablet.
People who take TRUVADA for PrEP and PEP usually take TRUVADA for shorter periods of time than
those who take TRUVADA for HIV treatment. As well, people who take TRUVADA for HIV treatment most
often take more than one HIV medication at the same time.

In people who did not have HIV and took TRUVADA for PrEP: In previous research studies, between
three and nine percent of such participants reported the following four side effects, and these lewels were
higher than among the participants who did not take TRUVADA (took a “sugar pill”):

headache

stomach pain

involuntary weight loss

e nausea or upset stomach

In PrEP studies where these side effects were reported, these were modest, usually only occurred in the
first one or two months of taking the drug and did not last.

In people who have HIV who took TRUVADA: the most common (reported in 10 percent and greater)

side effects according to the company that makes TRUVADA are:
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diarrhoea
nausea/upset stomach
tiredness

headache

e dizziness

e depression

o difficulty sleeping

e strange dreams

e rash

Possible allergic reaction: In clinical trials of TRUVADA, a small number of people have had an allergic
reaction to tenofovir, one of the drugs in TRUVADA. Symptoms of an allergic reaction may include fewer,
rash, upset stomach, vomiting, loose or watery stools, stomach pain, achiness, shortness of breath, a
general feeling of illness or a potentially serious swelling of the face, lips, and/or tongue.

The company that makes TRUVADA also warns that the following changes in laboratory tests are possible.
This information is based mostly on experience with people who take TRUVADA for HIV treatment, and on
other drugs that are like TRUVADA. Because HIV by itself can also cause these same problems, it is
difficult to know how much TRUVADA alone contributes to kidney and bone disease:

kidney problems

decreases in the minerals in their bones
build-up of lactic acid in the blood
enlarged liver

Because the last two of these side effects are so serious, the symptoms of each are listed below. Call
your doctor immediately if you get these symptoms:

Symptoms of too much lactic acid in the blood Symptoms of severe liver problems

+ weakness or being more tired than usual * your skin or the white part of your eyes turns
* unusual muscle pain yellow
* being short of breath or fast breathing e dark “tea-colored” urine

* nausea, vomiting, and stomach-area pain « light-colored stools
+ cold or blue hands and feet :

. feel dizzy or lightheaded * loss of appetite for several days or longer
+ fast or abnormal heartbeats ¢ nhausea

* stomach-area pain

To manage kidney and liver health: Your doctor will be taking blood tests to check you kidneys and liver
before you start and while you are taking TRUVADA. Your study doctor may tell you to stop taking
TRUVADA if you dewelop kidney or liver problems during the study.

Bone health:

People who hawe HIV infection have usually taken anti-HIV treatment for long periods of time and hawe
taken more than one HIV medication including the type of drugs that are in TRUVADA. They have
experienced a three- to four-percent decline in the minerals in their bones.

In HIV negative people on TRUVADA bone scans were taken only in two other PrEP research studies —
one using TRUVADA and one using one out of the two drugs that make up TRUVADA. These scans found
that less than one percent of study participants tested experienced a small decrease in the minerals in their
bones during the first few months of PrEP. This decline either stopped getting worse or returned to normal
after the first few months. No increase in bone breaks was observed. Because of this, bone scans are not
recommended for HIV negative people in this study. Howeer, if you hawe a
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history of bone fractures/breaks or if you are at significant risk for osteoporosis, please tell the study doctor,
who will help you manage this risk.

HIV infection

People with HIV need full HIV medication and treatment. You will have an HIV test at every follow-up wisit.
If you become infected with HIV, your study doctor will have you stop taking PrEP immediately. This is
because taking TRUVADA by itself when you have HIV can make the virus resistant to some HIV drugs so
that they may no longer work for you and limit your HIV treatment options over time.

Hepatitis B infection

If you become infected with Hepatitis B while you are taking TRUVADA, please tell your study doctor
immediately, and do not stop taking TRUVADA on your own. If you stop TRUVADA while you have
Hepatitis B, your hepatitis symptoms may get worse. You study doctor will help you stop taking TRUVADA
and will monitor you for safety.

Pregnancy and breastfeeding

The effects of TRUVADA on an unborn child and on a newborn baby are not known. You may not
participate in this study if you are breast-feeding at the start of the study. If you are female and you can
possibly get pregnant, you must also take a pregnancy test at every follow-up \sit. All participants are
expected to continue use of safer sex practices [non-Catholic sites may add: including the use of
condoms].

Any participants who are taking PrEP in conjunction with conception must take daily doses of TRUVADA
beginning one month before a conception attempt. TRUVADA must continue to be taken daily until one
month after the last attempt to conceive.

Women who become pregnant while in this study should make an informed decision about whether or not
to keep taking PrEP while pregnant. If you become pregnant during this study, you should tell your study
doctor immediately. Your study doctor will discuss with you your risks of HIV infection during pregnancy,
the possible risks of TRUVADA on your pregnancy and child, and whether or not you should stay in the
study.

If you become pregnant, we will ask for copies of or access to the parts of your medical records that
discuss your pregnancy, delivery, and your infant’s health.

Other risks

Having a blood sample taken may cause some discomfort, pain or bruising. Sometimes, the blood vessel
may swell, or blood may clot in the blood vessel, or the spot from which blood is taken could become
inflamed. Some people may feel dizzy when having blood taken, and may occasionally faint. Rarely, there
could be a minor infection or bleeding. If this happens, it can be easily treated.

You may experience pain or discomfort from the rectal or cenical swab. In some cases, you may have
some bleeding.

The questions we will ask you about your sexual behaviour may make you feel uneasy. However, you do
not have to answer any question that you do not want to and you can stop answering the questions at any
time.

Although your information will be kept confidential by study staff, it is possible that your friends, family or
people in your community may find out that you are in this study. If that happens, you may experience
stigma as a result of being involved in a study about HIV. If this or any other issue may make you become
upset or distressed, the study doctor will be able to arrange for counselling or other appropriate support.
Any counselling or support will be provided by qualified staff who are not members of the research project

team. This counselling will be provided free of charge.PRELUDE Study ParticipantInformation Sheet V5.0
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10 What will happento my samples?

Your blood will be collected at the beginning of the study and at follow-up sits, to check your kidney and
liver health, and to test for HIV, STI and hepatitis B infection. This is considered routine care for people
who take TRUVADA for PrEP. The study team will know that these samples belong to you as they will be
sent to the lab with your personal information, as they normally are for routine care.

If a test shows you have HIV or Hepatitis, you will have follow-up counselling and appropriate medical
advice. If your test results are positive, the study doctors are required by law to notify government health
authorities. Signing the consent form means that you agree to have this testing; it will not be done without
your consent.

11 What if new information arises during this research project?

Sometimes during a research project, new information becomes available about the medication that is
being studied. If this happens, your study doctor will tell you about it and will discuss with you whether you
want to continue. If you decide to withdraw, your study doctor will make arrangements for your regular
health care to continue. If you decide to continue in the research project you may be asked to sign an
updated consent form that has the new information in it.

Also, on receiving new information, your study doctor might consider it to be in your best interest to
withdraw you from the research project. If this happens, he/ she will explain the reasons and arrange for
your regular health care to continue.

12 Canl haveothertreatments duringthis research project?

It is not anticipated that TRUVADA will affect any other medications you may be taking. Howewer, itis
important to let the study doctor know about any other medications or treatments you may be taking and/or
using, including ower-the-counter medications, vitamins or herbal remedies, acupuncture or other
alternative treatments. You should also tell your study doctor about any changes to these during your time
in the research project. Your study doctor will explain to you which treatments or medications cannot be
used if you are inwlved in the PRELUDE study.

13 Whatif | withdraw from this research project?

If you decide to withdraw from this project, please let a member of the research team know before you do
so. This will allow you to find out about any possible health risks or special requirements before you stop.

If you do withdraw your consent during this research project, the study team will ask you to continue to
complete the attitude, behavioural and lifestyle questionnaires online. All the personal information that they
have already collected for this study will be kept so that the results of the research can be measured
properly, and to comply with law. You should be aware that data collected up to the time you withdraw will
form part of the research project results. If you do not want this to happen, you must tell the researcher
before you join the PRELUDE study.

If you choose to stop taking PrEP, you can still agree to complete the discontinuation and 3 months post-
discontinuation follow-up \sits, to complete discontinuation and post-discontinuation online survweys, and/or
to allow the team to check your HIV status six months after you discontinue. If you agree to any of these
activities after you stop PrEP, please do not complete the revocation of consent form until these follow-up
activities are completed.
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14 Couldthisresearch projectbe stopped unexpectedly?

This research project may be stopped unexpectedly for reasons which may include:
e Unacceptable side effects
e PrEP being shown not to be effective
e Decisions by local regulatory/health authorities.

15 What happenswhentheresearch projectends?

PrEP will be available to you for up till the end of the study. At the present time TRUVADA is not registered
for use in Australia. At the end of this study Gilead Sciences may not agree to continue to supply
TRUVADA, or may agree to provide an ongoing supply but only under certain conditions and for a limited
time period. Atthe end of the study, if the study drug is still not registered in Australia AND subsidised on
the PBS for your condition, then [insert study site name] will not be able to fund ongoing supplies of the
drug. TRUVADA may never be registered in Australia for PrEP. This means that TRUVADA may not be
available or may be expensive for you to buy. Your study doctor will discuss with you other options to help
prevent HIV infection.

We estimate that all participants in the study will have completed the study by the end of 2018. After this
time, the data will be analysed and a one-page summary of results will be prepared for all participants.
Study staff will send copies of the summary to each participating clinic and you will be given the summary
at your next routine clinic visit with your doctor.

Part 2 How is the research projectbeing conducted?

16 What will happento informationaboutme?

How information is used and stored

By signing the consent form you agree to let the study doctor and related research staff collect and
use personal information about you for the research project. Any information collected for this research
project that can identify you will remain confidential.

Information collected for this research will be kept in two different databases:

Health information: Health information collected about you for this research will be entered into and
stored in a study-specific password-protected database. This information will be coded, which means that
your name won't be included. Howewer, the study staff can link this information back to the rest of your
personal information, such as your clinic medical records or Commonwealth and State agency health and
disease-related registries, by using a decoding key containing your date of birth. Your research health
information may also be recorded in your health records at the clinic. If at any time during the study your
study doctor requests additional HIV testing beyond the standard screening test, copies of these additional
test results will be collected so that the researchers can better understand the HIV testing processes
inwlved with PrEP management. Your name and all identifying information will be blocked out and your
study ID number will be written on any photocopies collected by the researcher.

Behavioural survey information: Only the researchers at the Kirby Institute will have access to your
internet-based surwey information. This information will be stored in a password-protected database
(SuneyGizmo), and will be treated as confidential and securely stored. All participants will be allocated a
study number, and all electronic data will be stored under this code, so your name and identifying
information will not be stored with the information collected about you during the study. The behavioural
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survey system will store your preferred email address so that the system can send you invitations to
compete the suneys, and automatic reminders if you do not complete a suney within the prefered time
frame. Your email address is stored separately from your clinical information. Your name is not stored in
any database._Only one member of the research team at the Kirby Institute, who is responsible for
manaqing the behavioural survey system, will be able to access the database; s/he has signed the
confidentiality agreement and s/he does not have access to any other personal identifying information or to
your clinical records. Furthermore, because your email address is stored only for follow-up purposes, it will
be erased from the system as soon as you complete your final follow-up survey or when you withdraw your
consent to participate in the study, whichever comes first.

All electronic databases kept at the Kirby Institute will be protected by passwords and University of New
South Wales firewalls. Identifying details (such as your name and contact details) and the fact that you are
participating in this study will be known only to: your doctor; the research nurse/s at your clinic; and the
project leader and research assistant based at the Kirby Institute, UNSW, Sydney. The project leader and
research assistant at the Kirby Institute will need your name and contact details so as to assist with follow-
up and provide you with information about the study as it progresses.

The researchers at the Kirby Institute will not share any of your survey answers with your clinic doctors,
nurses or other staff. However, if you do not complete a behavioural survey within the preferred time frame
nor after you have received two electronic reminders, the Kirby Institute researchers may ask the study
staff to contact you to provide another reminder. If you do not respond to these reminders, we will consider
that you are not willing to take a computer-based suney. Please note that in order to qualify for the study,
you must, among other criteria, be willing to take a computer-based survey about your attitudes,

behaviours and lifestyle at the beginning of the study, after each follow-up \isit, and twice after you stop
taking PrEP. You may, therefore, no longer receive an extension for access to PrEP within the study.
Howewer, you will be able to receive a prescription for PrEP and access it outside the study.

Any paper based forms used for this study will be stored in a locked office, which only the members of the
study team can access.

Your information will only be used for the purpose of this or other related research, and it will only be
disclosed with your permission, except as required by law. Coded data may be used in future related
research.

Information about you may be obtained from your health records held at this and other health senices for
the purpose of this research. By signing the consent form you agree to the study team accessing health
records if they are relevant to your participation in this research project.

Any information obtained for the purpose of this research project and for any future related research
described in Part 16 that can identify you will be treated as confidential and securely stored. It will be
disclosed only with your permission, or as required by law.

Inspection of research records

It is possible that your health research study records may be inspected in order to make sure that the study
is being conducted appropriately and safely, and that the information is being reported truthfully. Possible
inspectors include: representatives from the Kirby Institute, relevant authorities and authorised
representatives of the Kirby Institute, the institution relevant to this Participant Information Sheet, [Name of
institution], or as required by law. By signing the Consent Form, you authorise release of, or access to, this
confidential information to these relevant study personnel and regulatory authorities.

Publication and presentation of research findings

The findings from this research project will be published and/or presented in a variety of places, most likely
combined with everyone else’s information. In any publication and/or presentation, information will be
provided in such a way that you cannot be identified, except with your permission.

Your rights to your information
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In accordance with relevant Australian and New South Wales privacy and other relevant laws, you
have the right to request access to your information collected and stored by the research team. You also
have the right to request that any information with which you disagree, be corrected. Please contact the
study team member named at the end of this document if you would like to access your information.

Information storage after the study

After the end of the study, your study files will be archived in a locked storage facility and kept for at least
15 years after the end of the study. Coded data in electronic form will also be stored for this amount of time.

17 Complaints and compensation

If you suffer any injuries or have complications as a result of this research project, you should contact the
study team as soon as possible and you will be assisted with arranging appropriate medical treatment.

You may have a right to take legal action to obtain compensation for any injuries or complications resulting
from your participation in the study. Compensation from the sponsor of this study, the University of New
South Wales, may be available if your injury or complication is caused by the drugs or procedures, or by
the negligence of any of the parties conducting the study. If you receive compensation that includes an
amount for medical expenses, you will be required to pay for your medical treatment from those
compensation monies.

If you are not eligible for compensation for your injury or complication under the law, but are eligible for
Medicare, you can receive any medical treatment required to treat the injury or complication, free of charge,
as a public patient in any Australian public hospital.

The people running this study agree to follow the Medicines Australia Guidelines for Compensation for
Injury Resulting from Participation in an Industry-Sponsored Clinical Trial. These Guidelines allow for some
claims for compensation to be settled without the need for legal action to be taken. The fact that the people
running this study have agreed to abide by these guidelines in respect of the clinical trial does not affect
your rights to pursue legal action in respect of any injury you may suffer as a result of participation. You
can obtain a copy of these Guidelines from the Secretary of the Human Research Ethics Committee.”

18 Who is organising and funding theresearch?

This research project is being conducted by the Chief Investigator, Dr Iryna Zablotska at the Kirby Institute,
and is being funded by the NSW Ministry of Health. The manufacturer of TRUVADA, Gilead Sciences, is
providing the study drug.

[Insert site name] will receive payments from the NSW Ministry of Health for time spent undertaking this
research project. No member of the research team will receive personal financial benefit from your
involvement in this research project (other than their ordinary wages).

Gilead Sciences may benefit financially from this research project if, for example, the project assists Gilead
to obtain approval for TRUVADA to be used as PrEP in Australia.

In addition, if knowledge acquired through this research leads to discoweries that are of commercial value
to Gilead Sciences, the study doctors or their institutions, there will be no financial benefit to you or your
family from these discoweries.
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19 Who hasreviewedtheresearchproject?

All research in Australia involving humans is reviewed by an independent group of people called a Human

Research Ethics Committee (HREC). The ethical aspects of this research project have been approved by

the HREC of the St. Vincent’s Hospital, Darlinghurst NSW. This project will be carried out according to the
National Statement on Ethical Conduct in Human Research (2007). This statement has been developed to
protect the interests of people who agree to participate in human research studies.

20 Further informationand who to contact

The person you may need to contact will depend on the nature of your query. If you want any further
information about this project or if you have any medical problems which may be related to your
involvement in the project (for example, any side effects), you can contact the study chief investigator Dr.
Iryna Zablotska on 9385-0951 or any of the following people:

Clinical contact person (for each study site to complete; may provide more than one if
necessary)

Name Name]

Position Position]
Telephone Phone number]
Email Email address]

For matters relating to research at the site at which you are participating, the details of the local
site complaints person are:

Complaints contact person (for each study site to complete)

Name [Name]

Position [Position]
Telephone Phone number]
Emalil Email address]

If you have any complaints about any aspect of the project, the way it is being conducted or any
guestions about being a research participant in general, then you may contact:

Reviewing HREC approving this research and HREC Executive Officer details

Reviewing HREC name

St. Vincent’'s Hospital Sydney HREC

HREC Reference number

HREC/14/SVH/130

HREC Executive Officer

Contact person - HREC Executive Officer

Telephone

8382 2075

Email

research@stvincents.com.au

Local HREC Office contact (Single Site -Research Governance Officer —for each study

site to complete)

Name [Name]

Position [Position]
Telephone [Phone number]
Email [Email address]
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Consent Form

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Protocol Version 30 September 2015

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [insert if required by institution]

Declaration by Participant: Consentto be in the PRELUDE Study

| have read the Participant Information Sheet or someone has read it to me in a language that |
understand.

| understand the purposes, procedures and risks of the research described in the project.

| give permission for my doctors, other health professionals, hospitals or laboratories outside this
hospital to release information to [Insert site name here] concerning my disease and treatment for
the purposes of this project. | understand that such information will remain confidential.

| give permission to link my details using a unique identifying code with the Commonwealth and
State agency health and disease-related registries. Such registries include, but are not limited to,
registries of HIV, STls and use of HIV post-exposure prophylaxis. This information will allow more
accurate ascertainment of HIV and STI diagnoses, as well as the use of antiretroviral medications
outside of the demonstration project PRELUDE.

| have had an opportunity to ask questions and | am satisfied with the answers | have received.

| freely agree to participate in this research project as described and understand that | am free to
withdraw at any time during the study without affecting my future health care.

I understand that | will be given a signed copy of this document to keep.

| understand that if | decide to discontinue the study treatment, | may be asked to attend follow-up
visits to allow collection of information regarding my health status. Alternatively, the
investigator/sponsor will request my permission to access my medical records for collection of
follow-up information for research and analysis.

Please initial one option for the following (yes or no):

| agree that the Kirby Institute may contact me about future research projects that | may
qualify for.

(initial one option) Yes No

PRELUDE Participant Consent Form 30 September 2015 5.0 Page 129 of 3

PROT 15-09-30 PRELUDE v 4.0
Template SM301-C: Standard Protocol Version 0.1 30 September 2015 Page 129 of 139
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and Informed Consent Form Template

Name of Participant (please print)

Signature Date

Name of Witness* to
Participant’s Signature (please print)

Signature Date

* Witness is notto be the investigator,a member ofthe study team or their delegate. In the event that an interpreteris
used,the interpreter may not act as a witness to the consentprocess. Witness mustbe 18 years or older.

Declaration by Study Doctor/Senior Researcher

| have given a verbal explanation of the research project, its procedures and risks and | believe
that the participant has understood that explanation.

Name of Study Doctor/
Senior Researcher” (please print)

Signature Date

T A senior member ofthe research team mustprovide the explanation of, and information concerning, the research
project.

Note: All parties signing the consent section must date their own signature
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Form for Withdrawal of Participation

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Protocol Version 02 October 2015

Protocol Number HEPP 1403

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [insert if required by institution]

Declaration by Participant

I wish to withdraw from participation in the above research project and understand that such
withdrawal will not affect my routine treatment, my relationship with those treating me or my
relationship with [insert clinic/Institution].

Name of Participant (please print)

Signature Date

In the event that the participant’s decision to withdraw is communicated verbally, the Study Doctor/Senior

Researcher will need to provide a description of the circumstances in the participant’s source
documentation.

Declaration by Study Doctor/Senior Researcher?

| have given a verbal explanation of the implications of withdrawal from the research project and |
believe that the participant has understood that explanation.

Name of Study Doctor/
Senior Researcher’ (please print)

Signature Date

T A seniormember ofthe research team mustprovide the explanation of and information concerning withdrawal from
the research project.

Note: All parties signing the consent section must date their own signature.
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Appendix VIIl PRELUDE Blood Banking Participant Information and Consent Form Template

[ClinicLogo] ‘ 4

(irby Institute

PARTICIPANT INFORMATION SHEET AND CONSENT FORM

BLOOD SAMPLE COLLECTION AND STORAGE

St Vincent’s Centre for Applied Medical Research Biobank

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Project Sponsor The Kirby Institute for Infection and Immunity in Society
Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [Site: insert if required by institution]

Request

You are invited to take part in the optional collection and storage of extra blood samples
because you are a participant in the PRELUDE Study.

We ask that you consider giving your permission for storage of a sample of your blood at
the St Vincent's Centre for Applied Medical Research laboratory for possible use in future
research.

Please read this information carefully. Ask questions about anything that you don’t
understand or want to know more about. Before deciding whether or not to take part, you
might want to talk about it with a friend, partner, family member or your doctor.

Participation in this optional ‘blood banking’ is voluntary. If you don’'t wish to take part,
you don’'t have to. Should you choose not to participate in this optional “blood banking”
component, this will not affect your participation in the main study.

This form provides you with information to help you decide whether you will allow this.

St Vincent’s Centre for Applied Medical Research Biobank
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What kind of sample will be taken, and how?’

As part of the main PRELUDE Study, you will have an extra sample of blood taken for
storage at the one-month follow-up visit, and later at months 6, and 12 (about ten
millilitres or two teaspoons). This will be collected by a trained nurse from a vein in your
arm. If you take a break from taking TRUVADA® for any reason, this schedule may
change to accommodate that break. However, you will have no more than three
collections of this blood during the study,

The blood will be processed in a laboratory. The remaining substance, called serum, will
then be stored for possible future research use.

If you agree to participate in this blood sample storage sub-study, you will be consenting
to allowing the blood samples to be stored and analysed beyond the end of the
PRELUDE Study. The samples will be stored indefinitely.

2. ‘Will the sample be identifiable as mine after it is stored?’

Your personal identifiers, such as your full name and date of birth, will be removed, and
this will be replaced with a unique code on all sample labels. However, these stored
tissue samples could be re-identifiable as yours.

Any identifiable information that is collected about you in connection with this study will
remain confidential and will be disclosed only with your permission, or except as required
by law.

All participants will be allocated a study number, and all electronic data will be stored
under this code, so your name and identifying information will not be stored with the
information collected about you during the study. All electronic databases kept at the
Kirby Institute will be protected by passwords and University of New South Wales
firewalls. ldentifying details (such as your name and contact details) and the fact that you
are participating in this study will be known only to: your doctor; the research nurse/s at
your clinic; and the project leader and research assistant based at the Kirby Institute,
UNSW.

3. ‘What will happen to my sample?’

Your sample will be stored at the St Vincent's Centre for Applied Medical Research
Biobank, Sydney, indefinitely.

We wish to store (or ‘bank’) the sample for potential, and as yet unspecified, research in
the future. Not all potentially beneficial future research can be known at any one time, as
the need for future research is determined by ongoing developments in the field. If you
agree to your sample being stored, you will be asked to sign a specific consent form to
store your sample in this way.

St Vincent’s Centre for Applied Medical Research Biobank
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4. ‘How will | know if my samples are being used in the future?’

If you agree to your sample/s being stored for future research, they may be used for
research projects in the future with the approval of a Human Research Ethics Committee.
The information obtained from future tests will not reveal anything about your health
status. Therefore, neither you nor your doctors will be contacted by the Researchers in
connection with the research or any information about the results of tests performed on
the sample that you donate for this sub-study.

It may be possible to provide you with feedback about the findings of potential future
research, should you agree to be contacted by the Kirby Institute when the study is
completed.

5. ‘Who will have access to my tissue sample once it has been stored?’

The research team responsible for ensuring appropriate standards are met in storing and
managing your specimens will have access to your sample/s. Researchers involved in
research approved by a Human Research Ethics Committee may also have access to
your sample.

6. ‘Will drug or biotechnology companies be able to use my sample for profit in
the future?’

There is the possibility that research involving your blood sample may result in
commercially viable technology or treatments. You will not however be able to claim
financial benefit from any discoveries arising from the use of your sample.

7. ‘How long will my tissue sample be stored?’

Your sample will be stored indefinitely.

8. ‘Will | be able to get my sample back if | change my mind once it has been
stored in the ‘tissue bank’?’

You may contact your study doctor at any time and request that your sample be
destroyed, where this can be done.

9. ‘Who should | contact if | have concerns about the conduct of this study?’

This study has been approved by St Vincent's Hospital HREC. Any person with concerns
or complaints about the conduct of this study should contact the
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Research Office who is nominated to receive complaints from research participants. You
should contact them on 02 8382 2075 and quote HREC/14/SVH/130.

The conduct of this study at the [name of site] has been authorised by the [name of
organisation]. Any person with concerns or complaints about the conduct of this study
may also contact the [Research Governance Officer or other officer] on [telephone
number] and quote reference number [insert SSA reference number]

Thank you for taking the time to consider this study. If youwish to take partin it,
please sign the attached consent form. This information sheet is for you to keep.
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[Clinic Logo ‘

»
‘ Kirby Institute

BLOOD SAMPLE COLLECTION AND STORAGE
[To be used in conjunction with a Participant Information Sheet]

St Vincent’s Centre for Applied Medical Research Biobank

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study

Project Sponsor The Kirby Institute for Infection and Immunity in Society

Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [Site: insert if required by institution]

(0] TR
agree to donate my blood/tissue as described in the Participant Information Sheet
set out above.

2. | acknowledge that | have read the Participant Information Sheet, which explains
why | have been asked to donate blood/tissue. The nature and risks of this blood
sample storage bank have been explained to me to my satisfaction.

3. Before signing this consent form, | have been given the opportunity of asking any
guestions relating to any possible physical and mental harm | might suffer as a
result of my participation and | have received satisfactory answers.

4. | understand that | may be able to request my stored samples be destroyed, and
this will not prejudice to my relationship to the Kirby Institute, the University of New
South Wales, [insert site name], St Vincent's Centre for Applied Medical Research
Biobank, or my doctor.

5. | agree that research data gathered relating to my samples may be published,
provided that | cannot be identified.

6. | understand that if | have any questions relating to my participation in this tissue
bank, | may contact [Clinician’s name].on telephone [insert telephone number]., who
will be happy to answer them.

7. | acknowledge receipt of a copy of this Consent Form and the Participant

Information Sheet.
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Please initial one option for the following (yes or no):

| wish to be contacted with feedback about the findings of potential future research that is done
using my banked samples.

(initial one option) Yes No

Complaints may be directed to the, Research Office on 02 83822075

Signature of participant Please PRINT name Date
Signature of witness Please PRINT name Date
Signature of investigator Please PRINT name Date
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[ClinicLogo] ‘

>
(irby Institute

BLOOD SAMPLE COLLECTION AND STORAGE

St Vincent’s Centre for Applied Medical Research Biobank

Title Implementation of HIV preexposure prophylaxis with
antiretroviral medications among people at high risk for HIV
infection: A demonstration project

Short Title The PRELUDE Study
Project Sponsor The Kirby Institute for Infection and Immunity in Society
Coordinating Principal Investigator Dr. Iryna Zablotska, The Kirby Institute

Associate Investigator(s) [Site: insert if required by institution]

REVOCATION OF CONSENT

| hereby wish to WITHDRAW my consent to participate in the blood sample storage bank
described above and understand that such withdrawal WILL NOT jeopardise any
treatment or my relationship with the Kirby Institute, the University of New South Wales,
[insert site name], StVincent's Centre for Applied Medical Research Biobank, or my
doctor.

Signature Date
Please PRINT Name

The section for Revocation of Consent should be forwarded to (INSERT name and full
address of Principal Investigator).
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