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About Treatment Action Group

Treatment Action Group (TAG) is an independent, activist and 
community-based research and policy think tank fighting for better 
treatment, prevention, a vaccine, and a cure for HIV, tuberculosis, 

and hepatitis C virus.

www.treatmentactiongroup.org
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Seeking Ethical Guidance on the Provision of 
PrEP in Biomedical Prevention Trials

 An Ethical Tightrope: Balancing rigorous study of 
new biomedical prevention tools against obligations 
to minimize risk for trial participants

 The Good News: PrEP is highly effective when it is 
accessible and taken regularly

 The Bad News: High utilization of PrEP in clinical 
trials would make it extremely difficult to prove 
efficacy of new biomedical tools

 What should be the standards for providing PrEP to 
clinical participants?



Methods

 Bioethics Literature Review

 Questionnaire Targeting Community Advocates in 
HIV Prevention Research



Key Findings from the Literature Review

 Primary Focus: Scientific literature addressing 
TDF/FTC PrEP in biomedical clinical trials

 Three existing sets of guidelines on prevention 
services for trial participants:

 Ethical considerations in biomedical HIV prevention trials 
–UNAIDS/WHO, 2007 [updated 2012].

 HPTN Ethics Guidance for Research - Rennie, S., 
Sugarman, J., and the HPTN Ethics Working Group, 20092

 Good Participatory Practice Guidelines for Biomedical HIV 
Prevention Trials – UNAIDS/AVAC, 2011



Three Sets of Guidelines, No Clear Standard

 UNAIDS/WHO: “Counselling and access to all state-of-
the-art HIV risk-reduction methods”

 HPTN: “Locally sustainable prevention services” and 
“Undue inducement”

 HPTN and UNAIDS/AVAC: Consultations with key 
stakeholders including community members

 The “Rebuttal Presumption:” Researchers must justify 
NOT offering PrEP (Sugarman, Curr Opin HIV AIDS, 2016)

 UNAIDS/WHO: Use of placebo is only acceptable when 
no “HIV prevention modality of the type being studied” 
has been validated
 Obviously applicable to other oral PrEPs, what about other 

modalities?



Approaches from Completed and Ongoing Trials

 HVTN 505: Compared a prime boost regimen 
comprising DNA and adenovirus serotype 5 (Ad5) 
vaccines to placebo 
 Following iPrEx, community and key stakeholder 

consultations

 Logistical analysis found combined efficacy to not be feasible

 Three options: 1. Only PrEP info; 2. PrEP info and outside 
referral; 3. PrEP info and provide PrEP

 Chose option 3 and secured Truvada donation and mail-order 
pharmacy (if needed)

 Increased from 1,350 to 2,200 participants partly to 
accommodate PrEP uptake- ultimately only 13 individuals took 
PrEP



Approaches from Completed and Ongoing Trials

 DISCOVER study: Descovy non-inferior to Truvada using 
“double-dummy’ approach

 CAB-LA trials: Also using a “double-dummy” approach. 
Truvada provided up to 48 weeks after trial

 Two efficacy trials of passive immunization with bNAb
VRC01:
 HVTN 704/HPTN 085: Truvada PrEP offered free of charge to all 

participants
 HVTN 703/HPTN 081: Information and outside referrals to PrEP

 HVTN 702: HIV vaccine efficacy trial in South Africa. 
Providing outside referrals only, with some controversy. 
Tian Johnson: “[T]rials would do well to engage 
advocates to explore opportunities to accelerate the 
national PrEP agenda”



PrEP in Combination 

 Some evidence that TDF/FTC + vaccines may have 
additive or synergistic effects (Excler, et al. AIDS Res Hum 

Retroviruses, 2011; McNicholl, Hum Vaccin Immunother; 2016) 

 Several mechanisms for possible synergy between 
PrEP and vaccines (Janes, et al. AIDS Res Hum Retroviruses, 2013)

 “Although future efficacy trials will be more complex 
in their design, study implementation, and 
evaluation of endpoints, they may become more 
relevant and applicable to diverse populations and 
better suited to the ultimate goal of reducing HIV 
incidence at a population level”



Questionnaire Methodology

 Questionnaire disseminated to community advocates 
involved in prevention research

 Developed by TAG and finalized with feedback from 
five biomedical prevention advocacy partners

 Launched on March 7 and closed on March 20, 2017. 
Promoted via listservs and social media.



Results

 49 responses from individuals in 11 countries (63.8% 
US, South Africa 8.5%, Brazil 4.3%, and Canada 
4.3%)

 87% reported TDF/FTC PrEP approved in their 
country

 60.9% say PrEP is accessible w/o difficulties

 92% involved in HIV prevention research advocacy 
in past 2 years. Nearly all in at least one community 
advisory board (CAB)



CAB Input Outcomes



Truvada PrEP as Standard of HIV Prevention

 86% agreed that TDF/FTC PrEP should be 
considered standard of HIV prevention and provided 
to participants

 “This is not a yes/no answer. While on the one hand 
I agree PrEP should be part of risk reduction 
packages, this needs to be nuanced. There is a big 
difference between providing, facilitating access, or 
allowing participants who are on PrEP to continue 
using it”





Input on Providing PrEP

Provide free, onsite PrEP and related services (48%), 
referrals to both PrEP and services (27.9%), free 
TDF/FTC but referrals for services (23.9%), education 
only (2.1%)



Recommendations for all Biomedical Prevention 
Trials

1. Participants in all biomedical prevention trials 
should be provided with education and referrals for 
oral TDF/FTC PrEP and accompanying services as 
part of a standard prevention package. Trials should 
routinely provide data on the number of participants 
who have been successfully linked to PrEP as a way of 
monitoring impartial education and referrals to PrEP

2. Novel oral PrEP regimens must be shown to be non-
inferior to oral TDF/FTC and never compared with 
placebo



Recommendations for all Biomedical Prevention 
Trials

3. Given the high efficacy and large evidence base for 
TDF/FTC PrEP, it should be the standard that 
researchers opting for only passive referrals to PrEP or 
placing restrictions on PrEP use among trial 
participants must make the case for why they cannot 
or will not provide or allow PrEP in their trial

4. Local community and key stakeholder input on 
PrEP provision is essential. CABs should be trained 
and consulted on PrEP provision in biomedical trials



Recommendations for all Biomedical Prevention 
Trials

5. GPP guidelines should be the standard by which 
trials operate, and GPP guidelines should be integrated 
into UNAIDS/WHO and HPTN guidelines. Guidelines 
must be updated to reflect evolving community 
perspectives on PrEP provision in clinical trials



Additional considerations

 No “one-size-fits-all” approach. Key ethical 
considerations for PrEP Provision:

 Modality and medications being tested: is the modality being 
tested comparable to oral PrEP? Additive and synergistic 
effects?

 Ethical obligation to develop new prevention technologies

 Approval status of TDF/FTC as PrEP in trial location and other 
significant barriers to local access. Do we mirror or exceed real 
world accessibility?

 Novel approaches: More complex/rewarding trial designs? 
Recruitment of individuals who decline PrEP and/or are 
intolerant?



Read More:
http://www.treatmentactiongroup.org/users/hiv-

prep-prevention-trials

Questions?

Jeremiah.Johnson@treatmentactiongroup.org

http://www.treatmentactiongroup.org/users/hiv-prep-prevention-trials
mailto:Jeremiah.Johnson@treatmentactiongroup.org
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The Role of PrEP in Trials

GPP’s Take

Stacey Hannah
Director: Research Engagement
AVAC
October 26, 2017



What is GPP?

Set global standard practices 
for stakeholder engagement

Provide trial funders, 
sponsors, and implementers 
with systematic guidance on 
how to effectively engage 
with stakeholders in the 
design and conduct of 
biomedical HIV prevention 
trials



Many, Many Stakeholders



3.10 Standard of  HIV Prevention



Special Considerations

• National legal restrictions

• Funding body restrictions

• Regular review of 
prevention landscape –
scientific validity, national 
approvals, global 
recommendations, 
availability

• Ongoing stakeholder 
literacy and engagement





Percolating Pipeline in PrEP Era
Strategy Trial # Population Status Location PrEP Status

Oral PrEP: Daily oral 
F/TAF

Discover 5,000 MSM & 
transgender

Fully 
enrolled

Canada, Denmark, 
Germany, Ireland, Italy, 
Netherlands, Spain, UK, US

Oral TDF/FTC as part of 
active control in double-
dummy, double-blind design

bNAb: VRC01 infused 
every 2 months

HVTN 704/
HPTN 085

2,700 MSM & 
transgender

Enrolling Brazil, Peru, Switzerland, 
US

Access to oral FTC/TDF PrEP 
offered at no drug cost to 
every participant

HVTN 703/
HPTN 081

1,500 Sexually 
active women

Enrolling Botswana, Kenya, Malawi,
Mozambique, Tanzania,
South Africa, Zimbabwe

Oral TDF/FTC discussed in IC, 
risk reduction counseling 
sessions, and referral 
systems

Vax: ALVAC/gp120 
MF59 adjuvant boost, 
5 doses in 12 months

HVTN 702 5,400 Sexually 
active women 
& men

Enrolling South Africa

Long-acting injectable: 
cabotegravir every 
two months

HPTN 083 4,500 MSM & 
transgender

Enrolling Brazil, Peru, South Africa,
Thailand, US

Oral TDF/FTC as part of 
active control in double-
dummy, double-blind design

HPTN 084 3,200 Sexually 
active women

Planned
start late 
2017

Botswana, Kenya, Malawi,
South Africa, Swaziland, 
Uganda, Zimbabwe

HC/HIV: evaluating 3 
contraceptives for 
possible increased risk

ECHO 7,800 Sexually 
active women

Enrolling Kenya, South Africa, 
Swaziland, Zambia

Participants interested in 
oral TDF/FTC referred as 
programs become available 
in each study community

Vax: Ad26/Mosaic + 
gp140 boost, 4 doses 
in 12 months

HPX2008/
HVTN705

2,600 Sexually 
active women

Planned
start late 
2017

Malawi, Mozambique,
South Africa, Zambia,
Zimbabwe

TBD

Ring/PrEP: dapivirine
ring and oral TDF/FTC

MTN 034/IPM 
045/REACH

300 Sexually 
active women

Planned
start late 
2017

Kenya, South Africa,
Uganda, Zimbabwe

Open-label cross-over; all 
will try both ring and oral, 
then choose









Research to Rollout to Epi Control



GPP in Real Life

• GPP doesn’t just mean a CAB

• GPP doesn’t just mean a stakeholder 
consultation

• GPP doesn’t mean the community is always 
right

• GPP means planning ahead, having a strategy

• GPP means involving relevant stakeholders 
around relevant issues

• GPP means ensuring stakeholders agree that 
their involvement has been meaningful



Applying it to PrEP

• It must be engagement that goes beyond site 
CABs

• Stakeholders are closely involved in rollout of 
PrEP in countries and globally—and advocating 
for it

• The PrEP landscape is shifting—approvals, 
programs, evidence; engagement should follow 
this evolution

• GPP doesn’t mean the community is right; but 
needs an ongoing dialogue and truly 
collaborative decision making



Resources

• PxPulse, AVAC’s new podcast series: 
https://www.avac.org/blog/new-podcast-
series-avac-check-out-px-pulse

• GPP webpage: https://www.avac.org/good-
participatory-practice

• AVAC’s infographic page: 
https://www.avac.org/resources/infographics

• GPP Blueprint: https://www.avac.org/resource/gpp-
blueprint-stakeholder-engagement

https://www.avac.org/blog/new-podcast-series-avac-check-out-px-pulse
https://www.avac.org/good-participatory-practice
https://www.avac.org/resources/infographics
https://www.avac.org/resource/gpp-blueprint-stakeholder-engagement

