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Abstract

Analytical treatment interruptions (ATIs) have become a key methodological approach to evaluate 

the effects of experimental HIV cure-related research interventions. During ATIs, sex partners of 

trial participants might be at risk of acquiring HIV. This risk raises both ethical and feasibility 

concerns about ATI trials. We propose a partner protection package (P3) approach to address 

these concerns. A P3 approach would provide guidance to investigators, sponsors, and those who 

are designing and implementing context-specific partner protections in HIV cure-related trials 

involving ATIs. The approach would also help assure institutional review boards, trial participants, 

and communities that ATI trials with a P3 would provide appropriate partner protections. We offer 

a prototype P3 framework that delineates three basic considerations for protecting participants’ sex 

partners during ATI trials: (1) ensuring the scientific and social value of the ATI and the trial, (2) 

reducing the likelihood of unintended HIV transmission, and (3) ensuring prompt management of 

any acquired HIV infection. We outline possible ways of implementing these basic considerations.
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Introduction

Research on an HIV cure—which would eliminate or control HIV without the need for 

antiretroviral therapy (ART) for a sustained period—is a priority for people living with 

HIV,1 HIV researchers, and research sponsors.2 Five confirmed cases of individuals being 

cured of HIV during cancer treatment3–5 and growing investments in scientific research are 

fuelling interest in finding cure strategies that would be applicable worldwide.2,6

A key methodological tool for testing HIV cure-related interventions is the analytical 

treatment interruption (ATI), which is a controlled and closely monitored pause of ART 

to evaluate the effects of potentially curative interventions.7,8 In ATI trials, participants 

with HIV provide informed consent to interrupt ART and adhere to restrictions on their 

sex behaviour during the ATI to prevent onward HIV transmission. Yet participants’ sex 

partners (henceforth partners) might still be at increased risk of acquiring HIV.9 This risk is 

illustrated by two documented cases of HIV acquisition resulting from unprotected sexual 

activity with ATI trial participants who had interrupted suppressive therapy.10,11

The fact that ATI trials might expose participants’ partners to research-related risks raises 

ethical concerns,12,13 especially since investigators do not currently obtain the partners’ 

consent to be part of ATI trials. The practice also raises feasibility concerns because long-

term community support of ATI trials might be undermined in cases where the associated 

risks to partners are not carefully mitigated. In this Review, we propose a partner protection 

package (P3) approach for trials involving ATIs to address these concerns. A P3 approach 

summarises a bundle of measures that investigators and sponsors of ATI trials worldwide 

can use to reduce the risk of unintended ATI-related HIV transmission, address trial 

participants’ desire for greater freedom of sexual expression, and help ensure that HIV 

cure-related trials can and will be done ethically. We explain why a P3 is needed, describe 

what the package might look like in practice, and identify possible future directions for 

a P3 in the evolving landscape of ATI clinical trials.14,15 Our goal is to complement and 

expand upon existing consensus statements on how to rigorously and safely do ATI trials7 by 

foregrounding ethical and community perspectives.

Analysis of available evidence

In developing our P3 proposal, we did ethical analysis informed by two sources. First, 

we reviewed notes from a virtual series of community-driven conversations facilitated by 

two authors (TM and LF) at the US National Institutes of Health (NIH) Division of AIDS 

(DAIDS) between November, 2020, and August, 2021. These conversations culminated 

in a DAIDS-sponsored virtual workshop, referred to as the partner protection workshop. 

The conversations and workshop included approximately 15 community members and 20 

investigators, sponsors, socio-behavioural scientists, and bioethicists. These participants 

mainly drew on their experiences with ATI trials in the USA, notably trials led by the 

AIDS Clinical Trials Group and the Martin Delaney Collaboratories (funded by DAIDS and 

NIH). The discussions centered community voices around current challenges in ATI trials, 

including partner protection challenges.
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Second, we did a focused literature reviews on partner protection approaches in ATI trials 

(table 1) and the ethics of risks to third parties or bystanders in health-related research (ie, 

people such as partners of ATI trial participants who do not participate in research studies, 

but whom the studies nevertheless place at risk; table 2).58 We included a total of 49 journal 

articles, which were mostly written by authors based in the USA.

The case for partner protections in HIV cure-related trials involving ATIs

Despite intensified efforts, researchers have been unable to identify biomarkers signalling 

that HIV has been eliminated or HIV replication is tightly controlled.59–61 Therefore, ATIs 

remain a key methodological tool for evaluating experimental HIV cure-related research 

interventions. Although early HIV cure-related trials involved short ATIs (lasting a few 

weeks) with restricted viraemia, extended ATIs (lasting a few months) with modest increases 

in HIV viral load (ie, >1000 copies/mL) are increasingly common.7,62 ATIs are being 

extended both because data support their relative safety for participants, and because modest 

viraemia might be scientifically necessary to detect and promote post-intervention control 

(ie, sustained HIV control in the absence of ART).7

More than 20 HIV cure-related trials involving extended ATIs are now active or in the 

pipeline globally.15,63 Extended ATIs pose major challenges in managing partner protections 

and increase the risk that participants might unintentionally transmit HIV to their partners. 

Some participants and partners have reported dissatisfaction with the required use of barrier 

protection or abstinence during ATI trials,24 which might increase in length as ATIs extend 

from months to years. Additionally, in the era of undetectable=untransmittable, people living 

with HIV who maintain an undetectable viral load by taking ART as prescribed cannot 

sexually transmit HIV to others. Therefore, partners of ATI trial participants might assume 

that sex without protection carries no risk of acquiring HIV. For example, barrier-free HIV 

protection (eg, HIV suppression through ART) rather than condom-based protection has 

become the norm in many cultures.17,23 ATI trial participants might also not be familiar or 

comfortable with disclosing their HIV status, asking about their partner’s status, discussing 

the need for HIV prevention, or ascertaining whether partners are using pre-exposure 

prophylaxis (PrEP) with the goal of protecting their partners during an ATI.9,21 Indeed, 

there are two documented cases of HIV transmission during an ATI, and in the ATI trial 

completed in 2022, several participants developed sexually transmitted infections (STIs) 

that resulted from unprotected sexual or drug-related activities.64 These infections might 

have occurred after participants had been counselled about the trial’s requirements for using 

barrier protection and other HIV prevention measures aimed at preventing unintended HIV 

transmission during ATI.

These considerations suggest a real and growing risk that participants in ATI trials 

might transmit HIV to their partners. Although ATI trials involve other specific ethical 

considerations,65–70 the risk of a research-related HIV transmission to partners who do 

not participate in ATI trials—and hence do not consent to this risk—is an important but 

insufficiently addressed ethical concern. Measures to reduce the risk of HIV transmission 

in ATI trials can affect the rights and interests of both participants and their partners. For 
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example, requiring participants to include their partners in discussions with the research 

team could be seen as violating both the participants’ and the partners’ privacy rights.26

The growing risk of HIV transmission in ATI trials also raises concerns about these trials’ 

feasibility. Specifically, potential participants might be reluctant to enrol in case their 

partners are placed at risk of acquiring HIV or the trials make demanding requirements 

in an effort to reduce this risk, such as extended use of abstinence or HIV prevention 

(eg, barrier protection or PrEP).17,20,23,71,72 Likewise, HIV clinicians and public health 

experts might be hesitant to support ATI trials unless appropriate partner protections are in 

place.21,73–76 Sponsors might be reluctant to support ATI trials if the risk of unintentional 

HIV transmission is not adequately managed. Even one additional transmission during an 

ATI could hamper HIV research generally. Finally, community and public support of ATI 

trials and HIV research might also decline if measures to protect participants’ partners are 

not appropriately managed.

To address these concerns, a systematic and ethically justified approach to protecting 

partners of participants in ATI trials is needed. Such an approach would help to ensure that 

the research remains acceptable to communities of interest, and that its potential benefits, 

risks, and burdens remain fairly distributed.40 This approach would also help sponsors, 

investigators, and participants to discharge their ethical obligation to take reasonable 

measures to protect third parties in research from undue harm.49

Proposed P3 framework

One way of developing a systematic and ethically justified approach to protecting sex 

partners of ATI trial participants is to systematise and buttress existing practices and 

recommendations in a comprehensive P3. A P3 would offer guidance to investigators, 

sponsors, and individuals who are designing and implementing trial-specific partner 

protections in HIV cure-related trials involving ATIs. The package would also help to assure 

institutional review boards (IRBs) who are responsible for protecting trial participants, 

third parties in research,77 and communities that ATI trials using a P3 offer appropriate 

partner protections. Although a P3 would not eliminate the risk of HIV transmission 

during ATIs, it would help to assure stakeholders in ATI trials that the residual risk 

results from careful balancing of competing ethical and practical considerations, including 

permitting participants and their partners relative freedom of sexual expression. P3 would 

be analogous to—and have major overlap with—the established prevention package used in 

HIV prevention trials.78–83

To realise this proposal, the first step would be to develop a P3 framework that can guide 

the design and implementation of context-specific partner protections in specific ATI trials. 

Developing such a framework would involve identifying basic considerations for protecting 

the sex partners of participants in ATI trials, providing ethical justification for each basic 

consideration, summarising possible ways of implementing each basic consideration, using 

sound clinical and sociobehavioural evidence whenever possible, highlighting potential 

ethical limitations or tradeoffs with specific approaches to protecting partners, and providing 

explicit ethical justifications for excluding potential basic considerations or their possible 

implementation that have been discussed in the literature.
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To establish a high-quality framework that benefits from broad stakeholder support, a P3 

framework would need to be jointly developed by relevant stakeholders in ATI trials, 

including investigators, sponsors, bioethicists, social scientists, and community members, 

especially people living with HIV and their advocates, former ATI trial participants, and 

participants’ partners. Robust data-driven stakeholder engagement practices84 would need to 

be used to address unanswered questions. Similar to the established prevention package in 

HIV prevention trials,78–83 the P3 framework would require periodical updates as scientific 

knowledge, methodologies, HIV prevention options and cure-related treatments, community 

attitudes, and ethical analysis evolve.

Sponsors and investigators could use the P3 framework to develop partner protection 

strategies that are tailored to the specific ATI trial, based on careful considerations of 

the given participant population, research setting, community input, available resources, 

local policies, and other relevant considerations.83 The P3 framework could also be used to 

clearly communicate and justify the resulting trial-specific partner protections in research 

protocols, community engagement activities during the informed consent process, and in 

communications with enrolled participants.

A proposed prototype P3 framework

To illustrate our proposal, we offer a prototype P3 framework that outlines basic 

considerations for protecting participants’ partners in ATI trials, as well as how these 

considerations might be implemented in practice (table 3). Our proposed framework is 

drawn from existing literature, although the empirical evidence on partner protections during 

ATIs remains relatively poor and remains largely coming from studies done in the USA. 

We hope that our prototype P3 framework can provide preliminary guidance for ATI trial 

sponsors and investigators until a comprehensive framework has been developed with broad 

stakeholder engagement.

Proposed basic considerations for protecting partners

Peluso and colleagues9 were among the first to develop a risk mitigation package for 

partners of participants in extended ATI trials. This package included counselling checklists, 

HIV and ATI trial disclosure sheets that emphasised directed HIV testing, PrEP,7,13,18,31,85 

and post-exposure prophylaxis (PEP)7,25 partner referrals and navigation assistance.9 Here, 

we integrate this package9 with recommendations from other authors, 7,13,21 current partner 

protection practices in the USA, and community recommendations made at the partner 

protection workshop.

Our prototype P3 framework (table 3) includes three basic considerations for protecting 

participants’ sex partners in ATI trials: ensure the scientific and social value of the ATI 

and the trial, reduce the likelihood of unintended HIV transmission or acquisition during 

ATI, and ensure prompt management of any acquired HIV infection. These three basic 

considerations reflect fundamental tenets in evaluating the risk and potential benefits of 

clinical research trials.89 All recognised ethical frameworks for risk–benefit evaluations 

require that each research intervention in a trial (the ATI in this case) addresses a valuable 

research question (first basic consideration in our prototype P3 framework). When this 
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requirement is met, the frameworks then mandate that the risks of each intervention be 

minimised. Risk reduction can be done by minimising the likelihood of harms occurring 

(second basic consideration) or minimising the severity of any harms that do occur (third 

basic consideration).89

Our prototype P3 framework deliberately excludes two potential basic considerations for 

protecting partners discussed in literature. The first excluded consideration is obtaining 

the partners’ consent to be exposed to ATI-related risks,26 as sex partners are not active 

research participants.9,21 Moreover, seeking their consent would effectively give partners 

the power to veto a potential ATI participant’s decision to enrol in a trial, even when the 

potential participant strongly desires to contribute to HIV cure-related research. Partners’ 

consent would also be difficult to obtain outside stable monogamous relationships and 

would be practically impossible to acquire in case of individuals who might have multiple 

sex partnerships.

The second potential basic consideration we excluded is financial compensation for pain, 

suffering, or loss of future wages for partners who acquire HIV during an ATI, given 

concerns about feasibility and cost. An important ATI trial sponsor in the USA, the NIH, is 

prohibited from providing financial compensation for research-related injuries for research 

participants, preventing compensation for participants’ partners.90

Possible ways of implementing basic partner protections

Our prototype P3 framework outlines possible ways of implementing the three proposed 

basic considerations for protecting participants’ partners, and highlights the potential ethical 

limitations and tradeoffs of the approach (table 3). To ensure the scientific and social value 

of ATI and the trial as a whole, sponsors, investigators, IRBs, and individuals implementing 

ATI trials should ensure that ATI trials use sound scientific methods to generate information 

that can be used to promote the health of people with experience of living with HIV in 

the future. For example, the trials should test a promising HIV cure-related intervention 

or combination of interventions; address research questions that are novel, innovative, 

and grounded in evidence; use a rigorous and feasible trial design and analysis plan; be 

done by high-quality research teams in adequately-resourced sites; and ensure that any 

successful interventions can be implemented downstream.91 Sponsors, investigators, and 

individuals implementing ATI trials should also ensure that the given ATI (eg, short vs 
extended) is needed to answer the trial’s research questions, meaning there is no feasible 

alternative for addressing these questions. Finally, sponsors and investigators should engage 

the community, including people living with HIV, when evaluating the importance of ATI 

and the trial (eg, through a community advisory board).

To reduce the likelihood of unintended HIV transmission during ATIs, sponsors and 

investigators should consider a range of possible measures. For example, they might 

carefully engage participants in ATI trials, enable and encourage participants to protect 

their partners, enable and encourage partners to protect themselves (when possible), monitor 

participants and trial results, select appropriate trial sites, practise good communication, and 

build trust among potential ATI trial participants and community members. Specifically, to 

enable and encourage participants to protect their partners both at the time of enrolment 
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and throughout the ATI trial, sponsors and investigators might provide information or 

counselling on HIV testing,25 support HIV and ATI disclosure discussions, and facilitate 

access to HIV prevention methods (eg, barrier protection, PrEP,7,9,13,17,18,21,31,85 and 

PEP2,21). Ideally, approaches in a range of formats9,21 that are tailored to gender-diverse 

individuals17,22 and local contexts should be used.9 For example, for ATI trials involving 

young women with partners of unknown HIV status, HIV self-test kits might be offered 

to participants to empower them in discussions with their partners.21 Communication with 

participants and their partners might also be enhanced by including or providing access 

to physicians and other members of the trial team who closely reflect the participants’ 

sociodemographic characteristics.

Conversations at the partner protection workshop underscored the importance of facilitating 

partners’ access to research information and communication with the trial team. This 

facilitation can include written information, in-person and telehealth visits,21 provision 

of HIV testing, PrEP or PEP information and directed HIV testing, and PrEP and PEP 

referrals and navigation assistance.7,21 Selecting trial sites that have relationships with 

community HIV physicians might help increase access to these services. Additionally, 

robust community ties can be important for protecting partners by promoting relevant 

and partner protection approaches. Community conversations, health promotion, and social 

marketing campaigns about ATI trials might raise awareness about HIV prevention needs 

for partners of ATI trial participants. Finally, to reduce the harm of HIV infections any 

partners might acquire during an ATI, trials should be done at sites with access to long-term, 

quality HIV-prevention tools and treatment, and established relationships with local health-

care providers and services to ensure linkage to and retention in effective HIV prevention, 

treatment, and care.

Our prototype P3 framework also includes possible ways of reducing the likelihood of HIV 

transmission that might be controversial. For example, although STI monitoring of ATI 

participants is sometimes considered too intrusive, the partner protection workshop revealed 

support for limited monitoring of participants for STIs to protect their partners. Specifically, 

monitoring for incident STIs was seen as potentially acceptable in cases when it detects 

circumstances that might increase the likelihood of HIV transmission during ATIs; builds on 

measures that inform, empower, and motivate participants and their partners; is necessary to 

protect partners; uses the least intrusive, risky, and punitive means possible; and does not 

countervail other ethical considerations for clinical research.92

Similarly, we believe there is a poor relevance for protecting participants’ partners by 

preferentially enrolling people who are judged to be at low risk of transmitting HIV.26 

This partner protection approach is controversial because predicting who is at high versus 

low risk of transmitting HIV can require investigators to ask intrusive questions, runs the 

risk of unfairly excluding potential participants due to possible investigator bias against 

non-monogamous sexual relationships, and might risk lowering recruitment numbers and 

diverse participants’ representation. However, enrolment of some groups over others can be 

justified when it is supported by strong evidence. For example, investigators might consider 

preferentially enrolling prospective participants whose partners are on PrEP and hence are 
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protected from HIV acquisition,7,9,13,17,18,21,31,85 or who state that they do not and will not 

engage in chemsex, which involves an increased risk of transmitting or acquiring HIV.86–88

Our prototype P3 framework deliberately excludes other possible ways of reducing the 

likelihood of HIV transmission. For example, the framework does not include limiting the 

use of placebo arms in ATI trials.26 The track record of HIV cure-related interventions 

remains insufficient to support the prospect of direct clinical benefit for most experimental 

interventions, meaning that any perceived partner protection from these interventions is 

unfounded at this point. Similarly, the framework does not include physically isolating ATI 

participants; for example, in an inpatient unit. As other scholars highlight,25 isolation would 

be unacceptably long, especially during extended ATIs, and risks exacerbating stigma and 

discrimination against people living with HIV. There are less restrictive ways of reducing the 

risk of transmission than isolation.

Finally, to reduce the harm of HIV acquisition during an ATI, our prototype P3 framework 

suggests that trials should be done at sites with access to long-term, quality HIV prevention 

tools and treatment in the community, and established relationships with local health-care 

providers and services to ensure linkage and access to and retention in effective HIV 

prevention and care programmes. Any partner diagnosed with HIV should be referred to 

HIV treatment services without delay, regardless of whether the HIV infection is known to 

be related to the ATI or not.25

We envision that our prototype framework can guide sponsors, investigators, and other 

individuals implementing ATI trials in developing partner protection plans that are tailored 

to the given trial context, and reflecting carefully about the potential ethical tradeoffs 

between protecting participants’ partners, and other scientific and ethical considerations 

(table 3). We also hope that careful consideration of these tradeoffs will allow sponsors, 

investigators, and others to identify ways of avoiding or mitigating these potential ethical 

tradeoffs in protecting partners. For example, if investigators diagnose a new STI in a 

participant on an ATI trial, they can face the ethical tradeoff between protecting the 

participants’ partners (because STIs increase the likelihood of HIV transmission and 

might signal unprotected sex practices21) and ensuring the trial’s scientific and social 

value (because restarting the participant on ART to protect partners entails terminating 

the ATI and losing valuable scientific data). To avoid this tradeoff, investigators might 

consider offering or referring the individual to an STI treatment, additional HIV prevention 

counselling, and psychosocial support as needed. However, restarting ART can be justified 

if these measures are not successful. Investigators might also consider revisiting the trial’s 

counselling materials to avoid similar situations in the future.

Possible future directions

Our prototype P3 framework is intended to jump start the development of a comprehensive 

P3 framework. Ideally, a comprehensive P3 framework would expand on several emerging 

issues in ATI trials.7,93

One issue is what extended ATIs (eg, months to years long) imply for partner protections. 

Although the experience with extended ATIs is currently poor, these trials are becoming 

Dubé et al. Page 9

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



increasingly frequent and require further research. A comprehensive P3 framework 

would ideally provide guidance on when it is safe for trial participants to resume sex 

without HIV prevention (eg, barrier protection, or PrEP) after an extended ATI. This 

recommendation should include guidance on extended ATIs in which an experimental HIV 

cure-related intervention appeared to keep participants’ HIV suppressed without ART.85 

A comprehensive P3 framework should also clarify how effective PrEP is in protecting 

participants’ partners during extended ATIs, including whether it is possible to relax other 

partner protection measures (eg, barrier methods) if partners regularly take PrEP.

A second issue concerns how partner protections might need to be adapted as ATI trials 

expand to new populations and settings. To date, most ATI trials have enrolled gay men 

from the USA,14,94–96 and the authors’ own experience as well as the existing literature—

and hence our prototype P3 framework—are largely restricted to this context. However, 

cisgender and transgender women, sexual and gender minorities, and racially and ethnically 

diverse groups are increasingly being engaged in ATI trials,17,22,23 and some of these groups 

are more likely to be at risk of gender-based or intimate partner violence.9,22 Likewise, 

HIV cure-related trials involving ATIs are increasingly being done in Europe (eg, France, 

Spain, the UK),15 and Africa (eg, South Africa).97,98 A comprehensive P3 framework would 

ideally offer guidance on how to adapt partner protections to diverse trial populations and 

settings. The basic considerations for protecting partners and the ways of implementing 

these considerations set out by our prototype P3 framework will probably apply across 

populations and settings. However, the specific tools to protect partners in a given trial 

site need to be context-specific. For example, materials to counsel participants on how to 

disclose HIV status and ATI trial participation and negotiate protections with their partners 

(eg, barrier protection methods) need to be tailored to the extent of HIV stigma and intimate 

partner violence in the community. Similarly, the materials to inform participants’ partners 

about HIV prevention methods need to reflect current use of these methods (eg, PrEP) in 

the community. Information about local laws regarding criminalisation,15 which could place 

participants or their partners at risk of legal prosecution, will also be context-specific.

A third issue is how a comprehensive P3 framework might address the risk of unintended 

HIV transmission beyond sexual contact, for example in participants who might inject 

drugs. Counselling on HIV prevention, ATI disclosure scripts and other tools to reduce the 

likelihood of non-sexual HIV transmission would need to be tailored to these contexts.

Finally, efforts should be made to evaluate our prototype P3 framework and the results of its 

use to develop a comprehensive framework. For example, investigators’ participation in ATI 

trials could be made contingent upon the availability of a robust partner protection plan, and 

such plans could be analysed to identify any missing approaches or tools in our prototype 

framework. To evaluate the prototype P3 framework, it would also be helpful to gather 

information about potential ATI-related HIV transmission events. For example, investigators 

might collect information from ATI trial participants on any incident HIV diagnosis for their 

partners by use of a standard case report form. To determine whether HIV transmission 

occurred within or outside the relationship, HIV genotyping for both the trial participant 

and the partner would be necessary with the consent of both parties. However, this practice 

might not be possible because partners are not enrolled in the trial.

Dubé et al. Page 10

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Ultimately, we hope a comprehensive P3 framework could help inform future guidance on 

partner protections in ATI trials. For example, the field of HIV prevention research has 

established guidance on the standard of prevention in HIV prevention trials.

Even with a comprehensive P3 framework in place, efforts should continue to develop 

methodological alternatives for evaluating HIV cure-related experimental interventions, such 

as biomarkers of viral rebound, which could reduce the need for ATIs in cure-related 

trials. There is also a need to develop new technologies to help participants protect their 

partners, such as reliable and convenient home-based viral load testing to reduce the risk 

of unintended HIV transmission during ATIs.99–101 Similarly, efforts to make effective HIV 

prevention methods (eg, barrier protection and PrEP) universally available should continue 

to protect the partners of ATI trial participants and populations at risk of acquiring HIV. 

Finally, sponsors, investigators, IRBs, and communities should recognise that ATI trials 

involve specific ethical considerations other than those included in the P3 framework.35

Recognising that our P3 proposal can only be one part in facilitating HIV cure-related 

research, we hope that it will spark momentum to develop a comprehensive P3 framework 

that offers systematic and ethically justified guidance for protecting the partners of 

participants in HIV cure-related ATI trials for diverse communities. A comprehensive P3 

framework has the potential to reduce the risk of unintended HIV transmission in ATI 

trials, while also balancing the concerns about sexual restrictions expressed by participants 

and their partners. Therefore, a comprehensive P3 could make a key contribution to the 

successful and ethical conduct of HIV cure-related trials and, ultimately, the development of 

effective HIV cure strategies.
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Key messages

• Analytical treatment interruptions (ATIs) are used to evaluate the effects of 

experimental HIV cure-related interventions. During ATIs, sex partners of 

trial participants might be at risk of acquiring HIV.

• This Review proposes a partner protection package (P3) to address concerns 

around onward HIV transmission during trials involving ATIs.

• Our P3 proposal is informed by a series of community-driven conversations 

and two focused literature reviews.

• The prototype P3 delineates three basic considerations for protecting 

participants’ sex partners during ATI trials: (1) ensuring the scientific and 

social value of the ATI and the trial, (2) reducing the likelihood of unintended 

HIV transmission, and (3) ensuring prompt management of any acquired HIV 

infection.

• The prototype P3 also outlines possible ways of implementing the three basic 

considerations and highlights ethical limitations or tradeoffs with specific 

approaches.

• A comprehensive P3 framework could help make a crucial contribution to the 

successful and ethical conduct of HIV cure-related trials involving ATIs, and 

ultimately, the development of effective HIV cure strategies.
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Search strategy and selection criteria

References for this Review were identified through searches of Embase and Scopus for 

articles published from database inception until Oct 31, 2022. To identify journal articles 

or letters on partner protection approaches in ATI trials, we combined search terms 

related to “HIV cure research”, “analytical treatment interruption”, “partner protection”, 

and “risk mitigation”. To identify journal articles on the ethics of risk to third parties in 

health-related research, we combined search terms related to “ethics”, “bystander risk”, 

“third party risk”, and “clinical research”. Additional journal articles were identified 

through searches of the authors’ personal files. Articles resulting from these searches and 

relevant references cited in those articles were reviewed. Only journal articles published 

in English were included. Please see the appendix (p 1) for more details.

Dubé et al. Page 18

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 19

Ta
b

le
 1

:

Fo
cu

se
d 

lit
er

at
ur

e 
re

vi
ew

 o
n 

pa
rt

ne
r 

pr
ot

ec
tio

n 
ap

pr
oa

ch
es

 in
 A

T
I

L
oc

at
io

n 
of

 
co

rr
es

po
nd

in
g 

au
th

or

A
rt

ic
le

 t
yp

e 
(s

tu
dy

 
de

si
gn

)
K

ey
 fi

nd
in

gs
 o

r 
co

nc
lu

si
on

s

B
ro

m
w

ic
h 

an
d 

M
ill

um
 (

20
17

)16
U

SA
E

th
ic

al
 a

na
ly

si
s

A
na

ly
se

s 
co

m
m

on
 c

on
ce

rn
s 

ab
ou

t i
nf

or
m

ed
 c

on
se

nt
 in

 H
IV

 c
ur

e-
re

la
te

d 
tr

ia
ls

 in
vo

lv
in

g 
A

T
Is

 a
nd

 r
ec

om
m

en
ds

 th
at

 th
e 

in
fo

rm
ed

 
co

ns
en

t p
ro

ce
ss

 s
ho

ul
d 

gi
ve

 p
ro

sp
ec

tiv
e 

pa
rt

ic
ip

an
ts

 a
 f

ai
r 

op
po

rt
un

ity
 to

 u
nd

er
st

an
d 

th
e 

in
fo

rm
at

io
n 

re
le

va
nt

 to
 m

ak
in

g 
a 

go
od

 
de

ci
si

on
 a

bo
ut

 s
tu

dy
 e

nr
ol

m
en

t. 
To

 th
e 

ex
te

nt
 p

os
si

bl
e,

 th
e 

in
fo

rm
ed

 c
on

se
nt

 p
ro

ce
ss

 s
ho

ul
d 

he
lp

 p
ro

sp
ec

tiv
e 

pa
rt

ic
ip

an
ts

 to
 m

ak
e 

go
od

 d
ec

is
io

ns
 (

eg
, b

y 
re

qu
ir

in
g 

th
at

 th
ey

 p
as

s 
a 

co
m

pr
eh

en
si

on
 te

st
 b

ef
or

e 
en

ro
lli

ng
 a

nd
 a

dd
re

ss
in

g 
m

is
un

de
rs

ta
nd

in
gs

 o
ne

 b
y 

on
e)

C
am

pb
el

l e
t a

l 
(2

02
2)

17
U

SA
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
qu

al
ita

tiv
e 

in
te

rv
ie

w
s)

Su
m

m
ar

is
es

 p
er

ce
pt

io
ns

 o
n 

A
T

Is
 a

nd
 p

ar
tn

er
 p

ro
te

ct
io

n 
m

ea
su

re
s 

fr
om

 te
n 

H
IV

 s
er

od
if

fe
re

nt
 c

ou
pl

es
 in

 th
e 

U
SA

 w
ho

 a
re

 d
iv

er
se

 
in

 te
rm

s 
of

 r
ac

e,
 e

th
ni

ci
ty

, s
ex

, a
nd

 g
en

de
r;

 u
nd

er
sc

or
es

 th
e 

re
la

tio
na

l a
sp

ec
ts

 o
f 

A
T

I 
tr

ia
ls

, a
nd

 th
e 

ne
ed

 to
 e

ng
ag

e 
pa

rt
ne

rs
 w

ith
ou

t 
H

IV

D
aw

so
n 

(2
01

9)
13

U
SA

C
om

m
en

ta
ry

E
xa

m
in

es
 r

el
at

io
na

l e
th

ic
s 

ap
pr

oa
ch

 to
 m

an
ag

in
g 

ri
sk

s 
to

 p
ar

tic
ip

an
ts

’ 
pa

rt
ne

rs
 in

 A
T

I 
tr

ia
ls

; o
ut

lin
es

 f
ou

r 
la

ye
rs

 o
f 

re
sp

on
si

bi
lit

y:
 

re
se

ar
ch

er
s’

 o
bl

ig
at

io
ns

 to
 A

T
I 

pa
rt

ic
ip

an
ts

, r
es

ea
rc

he
rs

’ 
ob

lig
at

io
ns

 to
 p

ar
tn

er
s,

 p
ar

tic
ip

an
ts

’ 
re

sp
on

si
bi

lit
ie

s 
to

 p
ar

tn
er

s,
 a

nd
 

pa
rt

ne
rs

’ 
ob

lig
at

io
ns

 to
 p

ra
ct

ic
e 

sa
fe

 s
ex

D
ee

 e
t a

l (
20

19
)18

U
SA

C
or

re
sp

on
de

nc
e

E
xp

re
ss

es
 c

om
m

un
ity

 c
on

ce
rn

s 
re

ga
rd

in
g 

re
po

rt
in

g 
of

 c
as

es
 o

f 
un

in
te

nd
ed

 H
IV

 tr
an

sm
is

si
on

 b
y 

L
el

iè
vr

e 
an

d 
H

oc
qu

el
ou

x 
(2

01
9)

;10
 a

rg
ue

s 
th

at
 P

rE
P 

re
m

ai
ns

 a
n 

im
po

rt
an

t t
oo

l t
o 

pr
ev

en
t u

ni
nt

en
de

d 
H

IV
 tr

an
sm

is
si

on
 d

ur
in

g 
A

T
I 

tr
ia

ls
 (

de
sp

ite
 a

bs
en

ce
 

of
 u

ni
ve

rs
al

 a
va

ila
bi

lit
y 

of
 P

rE
P)

, t
og

et
he

r 
w

ith
 c

ou
ns

el
lin

g,
 a

nd
 u

se
 o

f 
ba

rr
ie

r 
pr

ot
ec

tio
n;

 a
dv

is
es

 th
at

 P
rE

P 
ac

ce
ss

 m
ig

ht
 r

ed
uc

e 
le

ga
l l

ia
bi

lit
y 

ri
sk

s 
fo

r 
A

T
I 

tr
ia

l p
ar

tic
ip

an
ts

 a
nd

 r
es

ea
rc

h 
si

te
s

D
e 

Sc
he

er
de

r 
et

 a
l 

(2
02

1)
19

B
el

gi
um

So
ci

ob
eh

av
io

ur
al

 
re

se
ar

ch
 (

ne
st

ed
 

qu
al

ita
tiv

e 
in

te
rv

ie
w

s)

Su
m

m
ar

is
es

 e
xp

er
ie

nc
es

 o
f 

11
 p

ar
tic

ip
an

ts
 in

vo
lv

ed
 in

 H
IV

 c
ur

e 
re

se
rv

oi
r 

tr
ia

l i
nv

ol
vi

ng
 a

n 
A

T
I;

 r
ep

or
ts

 th
at

 p
ar

tic
ip

at
io

n 
in

 th
e 

A
T

I 
ph

as
e 

ca
n 

be
co

m
e 

bu
rd

en
so

m
e 

du
e 

to
 th

e 
ri

sk
 o

f 
H

IV
 tr

an
sm

is
si

on
 c

au
se

d 
by

 v
ir

al
 r

eb
ou

nd

D
ub

é 
et

 a
l (

20
18

)20
U

SA
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
qu

al
ita

tiv
e 

in
te

rv
ie

w
s)

Su
m

m
ar

is
es

 p
er

sp
ec

tiv
es

 o
f 

36
 in

fo
rm

an
ts

 f
ro

m
 th

re
e 

st
ak

eh
ol

de
r 

gr
ou

ps
 (

12
 p

eo
pe

 w
ith

 H
IV

, 1
1 

cl
in

ic
ia

n-
re

se
ar

ch
er

s,
 a

nd
 1

3 
po

lic
y 

m
ak

er
s 

an
d 

bi
oe

th
ic

is
ts

) 
on

 A
T

Is
; p

ro
vi

de
s 

ge
ne

ra
l c

on
si

de
ra

tio
ns

 f
or

 e
ff

ec
tiv

e 
an

d 
et

hi
ca

l i
m

pl
em

en
ta

tio
n 

of
 A

T
Is

 in
cl

us
iv

e 
of

 r
ob

us
t p

ar
tn

er
 p

ro
te

ct
io

n 
m

ea
su

re
s 

an
d 

co
un

se
lli

ng
 o

f 
st

ud
y 

pa
rt

ic
ip

an
ts

 d
ur

in
g 

A
T

Is

D
ub

é 
et

 a
l (

20
21

)21
U

SA
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
qu

al
ita

tiv
e 

in
te

rv
ie

w
s)

Su
m

m
ar

is
es

 e
th

ic
al

 a
nd

 p
ra

ct
ic

al
 c

on
si

de
ra

tio
ns

 f
or

 r
is

k 
m

iti
ga

tio
n 

to
 s

ex
 p

ar
tn

er
s 

du
ri

ng
 A

T
Is

 d
er

iv
ed

 f
ro

m
 2

1 
in

-d
ep

th
 in

te
rv

ie
w

s 
w

ith
 f

iv
e 

ty
pe

s 
of

 in
fo

rm
an

ts
 (

bi
oe

th
ic

is
ts

, c
om

m
un

ity
 m

em
be

rs
, b

io
m

ed
ic

al
 H

IV
 c

ur
e 

re
se

ar
ch

er
s,

 s
oc

io
be

ha
vi

ou
ra

l s
ci

en
tis

ts
, 

an
d 

ep
id

em
io

lo
gi

st
s)

, a
nd

 H
IV

 c
ar

e 
pr

ov
id

er
s;

 r
ev

ie
w

s 
po

ss
ib

le
 m

ea
su

re
s 

to
 p

ro
te

ct
 b

ot
h 

A
T

I 
pa

rt
ic

ip
an

ts
 a

nd
 th

ei
r 

se
x 

pa
rt

ne
rs

D
ub

é 
et

 a
l (

20
21

)22
U

SA
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
qu

al
ita

tiv
e 

in
te

rv
ie

w
s)

Su
m

m
ar

is
es

 c
on

si
de

ra
tio

ns
 f

or
 in

cr
ea

si
ng

 r
ac

ia
l, 

et
hn

ic
, g

en
de

r, 
an

d 
se

xu
al

 d
iv

er
si

ty
 in

 A
T

I 
tr

ia
ls

 a
s 

th
is

 r
el

at
es

 to
 p

ar
tn

er
 

pr
ot

ec
tio

n 
m

ea
su

re
s 

de
ri

ve
d 

fr
om

 2
1 

in
-d

ep
th

 in
te

rv
ie

w
s 

w
ith

 f
iv

e 
ty

pe
s 

of
 in

fo
rm

an
ts

 (
bi

oe
th

ic
is

ts
, c

om
m

un
ity

 m
em

be
rs

, 
bi

om
ed

ic
al

 H
IV

 c
ur

e 
re

se
ar

ch
er

s,
 s

oc
io

be
ha

vi
ou

ra
l s

ci
en

tis
ts

, a
nd

 e
pi

de
m

io
lo

gi
st

s)
, a

nd
 H

IV
 c

ar
e 

pr
ov

id
er

s;
 h

ig
hl

ig
ht

s 
ne

ed
s 

to
 

pa
y 

at
te

nt
io

n 
to

 a
nd

 r
ec

og
ni

se
 th

e 
im

po
rt

an
ce

 o
f 

ge
nd

er
 a

nd
 p

ow
er

 d
yn

am
ic

s 
in

 A
T

I 
tr

ia
ls

D
ub

é 
et

 a
l (

20
22

)23
U

SA
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
qu

al
ita

tiv
e 

in
te

rv
ie

w
s)

Su
m

m
ar

is
es

 p
er

ce
pt

io
ns

 o
n 

A
T

Is
 a

nd
 p

ar
tn

er
 p

ro
te

ct
io

n 
m

ea
su

re
s 

fr
om

 te
n 

ra
ci

al
, e

th
ni

c,
 s

ex
, a

nd
 g

en
de

r 
di

ve
rs

e 
m

in
or

ity
 H

IV
 

se
ro

di
ff

er
en

t c
ou

pl
es

 in
 th

e 
U

SA
; d

is
cu

ss
es

 h
ow

 p
ar

tn
er

s 
w

ith
 a

nd
 w

ith
ou

t H
IV

 w
ou

ld
 w

an
t t

o 
ke

ep
 e

ac
h 

ot
he

r 
pr

ot
ec

te
d 

du
ri

ng
 

A
T

Is
, a

nd
 u

nd
er

sc
or

es
 r

el
at

io
ns

hi
p 

dy
na

m
ic

s 
in

 d
ec

is
io

ns
 to

 p
ar

tic
ip

at
e 

in
 H

IV
 c

ur
e-

re
la

te
d 

re
se

ar
ch

D
ub

é 
et

 a
l (

20
22

)24
U

SA
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
ne

st
ed

 
su

rv
ey

s)

Su
m

m
ar

is
es

 e
xp

er
ie

nc
es

 o
f 

A
C

T
G

 5
34

5 
pa

rt
ic

ip
an

ts
 u

nd
er

go
in

g 
a 

sh
or

t-
te

rm
 A

T
I 

in
 th

e 
U

SA
. I

n 
th

is
 s

tu
dy

, a
bo

ut
 h

al
f 

of
 

pa
rt

ic
ip

an
ts

 w
ho

 c
om

pl
et

ed
 th

e 
po

st
-A

T
I 

qu
es

tio
nn

ai
re

 r
ep

or
te

d 
se

x 
du

ri
ng

 th
e 

A
T

I.
 O

ne
 p

ar
tic

ip
an

t r
ep

or
te

d 
th

at
 th

ei
r 

pa
rt

ne
r 

di
d 

no
t l

ik
e 

th
e 

pa
rt

ne
r 

pr
ot

ec
tio

n 
m

ea
su

re
s

E
ya

l a
nd

 D
ee

ks
 

(2
01

9)
12

U
SA

E
di

to
ri

al
In

tr
od

uc
es

 th
e 

sp
ec

ia
l J

ou
rn

al
 o

f I
nf

ec
tio

us
 D

is
ea

se
s 

(2
01

9)
 s

up
pl

em
en

t o
n 

pa
rt

ne
r 

pr
ot

ec
tio

ns
 in

 A
T

I 
tr

ia
ls

E
ya

l a
nd

 M
ag

al
ha

es
 

(2
01

9)
25

U
SA

C
om

m
en

ta
ry

E
va

lu
at

es
 e

th
ic

al
 a

cc
ep

ta
bi

lit
y 

of
 is

ol
at

in
g 

A
T

I 
tr

ia
l p

ar
tic

ip
an

ts
 a

nd
 c

on
cl

ud
es

 th
at

 is
ol

at
io

n 
is

 u
nw

ar
ra

nt
ed

, a
lth

ou
gh

 th
e 

et
hi

cs
 

ar
e 

co
m

pl
ex

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 20

L
oc

at
io

n 
of

 
co

rr
es

po
nd

in
g 

au
th

or

A
rt

ic
le

 t
yp

e 
(s

tu
dy

 
de

si
gn

)
K

ey
 fi

nd
in

gs
 o

r 
co

nc
lu

si
on

s

E
ya

l (
20

19
)*

26
U

SA
C

om
m

en
ta

ry
Pr

ov
id

es
 a

 lo
w

-h
an

gi
ng

 f
ru

it 
ap

pr
oa

ch
 to

 a
dd

re
ss

in
g 

th
e 

ri
sk

 o
f 

H
IV

 tr
an

sm
is

si
on

 in
 A

T
I 

tr
ia

ls
 a

nd
 e

va
lu

at
es

 d
if

fe
re

nt
 r

is
k 

m
iti

ga
tio

n 
st

ra
te

gi
es

 a
t d

if
fe

re
nt

 s
ta

ge
s 

of
 s

tu
dy

 c
on

du
ct

: r
ec

ru
itm

en
t (

eg
, e

xc
lu

si
on

 c
ri

te
ri

a,
 in

fo
rm

ed
 c

on
se

nt
, a

nd
 p

ay
m

en
t)

, 
tr

ia
l o

pe
ra

tio
ns

 (
eg

, e
du

ca
tio

n,
 A

R
T

 r
es

ta
rt

, i
so

la
tio

n,
 a

nd
 p

la
ce

bo
),

 p
ro

te
ct

iv
e 

ca
re

 f
or

 p
ar

tn
er

s 
(e

g,
 d

es
ig

ni
ng

 p
ar

tn
er

s 
as

 s
tu

dy
 

pa
rt

ic
ip

an
ts

),
 a

nd
 m

ea
su

re
s 

to
 r

ed
uc

e 
ha

rm
 f

ro
m

 in
fe

ct
io

n 
(e

g,
 tr

ea
tm

en
t s

up
po

rt
 a

nd
 c

on
fl

ic
t o

f 
in

te
re

st
)

E
ya

l (
20

19
)27

U
SA

C
om

m
en

ta
ry

C
la

ri
fi

es
 o

ne
 b

ar
ri

er
 to

 g
re

at
er

 p
ar

tn
er

 p
ro

te
ct

io
n—

th
e 

fa
ls

e 
be

lie
f 

th
at

 in
cr

ea
se

d 
pr

ot
ec

tio
ns

 w
ou

ld
 m

ak
e 

sp
on

so
rs

 o
r 

re
se

ar
ch

 
in

st
itu

tio
ns

 li
ab

le
 in

 th
e 

ca
se

 o
f 

H
IV

 tr
an

sm
is

si
on

Fo
la

ya
n 

et
 a

l (
20

19
)

†2
8

N
ig

er
ia

C
or

re
sp

on
de

nc
e

A
rg

ue
s 

th
at

 c
ur

re
nt

 e
vi

de
nc

e 
fo

r 
pa

rt
ne

r 
pr

ot
ec

tio
ns

 s
up

po
rt

s 
un

de
te

ct
ab

le
=

un
tr

an
sm

is
si

bl
e 

w
he

n 
th

e 
pa

rt
ne

r 
w

ith
 H

IV
 is

 
un

de
te

ct
ab

le
, a

nd
 P

rE
P 

sh
ou

ld
 n

ot
 b

e 
w

ith
he

ld
 f

ro
m

 s
ex

 p
ar

tn
er

s 
of

 A
T

I 
tr

ia
l p

ar
tic

ip
an

ts
 d

ur
in

g 
A

T
Is

; p
oi

nt
 o

ut
 th

at
 A

T
I 

tr
ia

ls
 

of
fe

r 
an

 o
pp

or
tu

ni
ty

 to
 c

ol
le

ct
 e

vi
de

nc
e 

ab
ou

t P
rE

P 
ef

fi
ca

cy
 in

 th
e 

co
nt

ex
t o

f 
vi

ra
l r

eb
ou

nd
s

Jo
hn

so
n 

an
d 

Fo
la

ya
n 

(2
01

9)
†2

9

So
ut

h 
A

fr
ic

a
C

or
re

sp
on

de
nc

e
E

xp
re

ss
ed

 c
on

ce
rn

s 
on

 r
ep

or
tin

g 
of

 H
IV

 tr
an

sm
is

si
on

 e
ve

nt
s 

as
 p

ar
t o

f 
a 

th
er

ap
eu

tic
 H

IV
 v

ac
ci

ne
 tr

ia
l, 

na
m

el
y 

th
e 

to
ne

 o
f 

re
po

rt
in

g,
 a

m
ou

nt
 o

f 
pe

rs
on

al
 d

et
ai

ls
 in

cl
ud

ed
 a

bo
ut

 p
eo

pl
e 

in
vo

lv
ed

, a
nd

 v
al

ue
 ju

dg
em

en
t a

bo
ut

 th
e 

pa
rt

ic
ip

an
t b

ei
ng

 a
n 

H
IV

 
ac

tiv
is

t

Ju
lg

 e
t a

l (
20

19
)7

U
SA

C
on

se
ns

us
 s

ta
te

m
en

t
Su

m
m

ar
is

es
 c

on
se

ns
us

 f
ro

m
 4

1 
ex

pe
rt

s 
on

 th
e 

co
nd

uc
t o

f 
A

T
I 

tr
ia

ls
 a

nd
 h

ig
hl

ig
ht

s 
of

fe
ri

ng
 P

rE
P 

an
d 

H
IV

 te
st

in
g 

re
fe

rr
al

 
in

fo
rm

at
io

n 
as

 w
ay

s 
to

 r
ed

uc
e 

th
e 

ri
sk

 o
f 

H
IV

 tr
an

sm
is

si
on

 to
 s

ex
 p

ar
tn

er
s

L
au

 e
t a

l (
20

22
)30

A
us

tr
al

ia
M

at
he

m
at

ic
al

 
m

od
el

lin
g

E
st

im
at

es
 th

e 
ri

sk
 o

f 
H

IV
 tr

an
sm

is
si

on
 d

ur
in

g 
A

T
Is

 d
ep

en
di

ng
 o

n 
A

T
I 

du
ra

tio
n,

 A
R

T
 r

es
ta

rt
 c

ri
te

ri
a,

 a
nd

 ty
pe

 o
f 

se
x 

ac
ts

L
el

iè
vr

e 
an

d 
H

oc
qu

el
ou

x 

(2
01

9)
*1

0

U
SA

C
as

e 
re

po
rt

Su
m

m
ar

is
es

 th
e 

fi
rs

t c
as

e 
re

po
rt

 o
f 

H
IV

-1
 tr

an
sm

is
si

on
 to

 a
 s

ex
 p

ar
tn

er
 d

ur
in

g 
A

T
I,

 in
 H

IV
 s

er
od

if
fe

re
nt

 h
et

er
os

ex
ua

l c
ou

pl
es

 a
ft

er
 

or
al

 s
ex

 in
 a

 th
er

ap
eu

tic
 H

IV
 v

ac
ci

ne
 c

lin
ic

al
 tr

ia
l d

on
e 

in
 F

ra
nc

e;
 r

ec
om

m
en

ds
 r

ei
nf

or
ci

ng
 th

e 
ri

sk
 o

f 
se

co
nd

ar
y 

H
IV

 tr
an

sm
is

si
on

 
du

ri
ng

 A
T

I 
tr

ia
ls

 in
 c

on
ve

rs
at

io
ns

 w
ith

 p
ar

tic
ip

an
ts

 a
nd

 p
ro

po
se

s 
pr

es
cr

ib
in

g 
Pr

E
P 

to
 p

ar
tn

er
s

L
el

iè
vr

e 
(2

01
9)

31
U

SA
C

om
m

en
ta

ry
A

rg
ue

s 
fo

r 
Pr

E
P 

pr
ov

is
io

n 
to

 s
ex

 p
ar

tn
er

s 
of

 A
T

I 
tr

ia
l p

ar
tic

ip
an

ts
, b

ut
 r

ai
se

s 
po

ss
ib

le
 c

om
pl

ic
at

io
ns

 (
eg

, P
rE

P 
ef

fi
ca

cy
 o

nl
y 

ev
al

ua
te

d 
in

 c
om

bi
na

tio
n 

w
ith

 o
th

er
 H

IV
 p

re
ve

nt
io

n 
to

ol
s,

 e
ff

ec
t m

ig
ht

 d
if

fe
r 

be
tw

ee
n 

po
pu

la
tio

n 
gr

ou
ps

, a
bs

en
ce

 o
f 

da
ta

 o
n 

Pr
E

P 
ef

fi
ca

cy
 a

ga
in

st
 v

ir
al

 r
eb

ou
nd

s 
in

 A
T

I 
tr

ia
ls

, H
IV

 a
cq

ui
si

tio
n 

ca
n 

oc
cu

r 
am

on
g 

Pr
E

P 
us

er
s,

 s
af

et
y 

co
nc

er
ns

 w
ith

 u
se

 o
f 

Pr
E

P,
 p

ol
ic

y 
co

ns
id

er
at

io
ns

, a
nd

 p
ri

va
cy

 c
on

ce
rn

s 
w

ith
 s

ec
on

da
ry

 p
ar

tn
er

s)
; c

on
cl

ud
es

 th
at

 P
rE

P 
fo

r 
pa

rt
ne

rs
 s

ho
ul

d 
be

 c
om

pl
em

en
te

d 
by

 a
 

w
id

e 
ra

ng
e 

of
 p

ar
tn

er
 p

ro
te

ct
io

n 
m

ea
su

re
s

M
ar

go
lis

 a
nd

 D
ee

ks
 

(2
01

9)
32

U
SA

C
om

m
en

ta
ry

 (
de

ba
te

)
Pr

es
en

ts
 tw

o 
op

po
si

ng
 v

ie
w

s 
on

 th
e 

us
e 

of
 A

T
Is

: M
ar

go
lis

 a
rg

ue
s 

fo
r 

th
e 

ne
ed

 to
 c

ap
ita

lis
e 

on
 s

en
si

tiv
e 

as
sa

ys
 to

 r
ed

uc
e 

th
e 

ri
sk

 o
f 

un
in

te
nd

ed
 H

IV
 tr

an
sm

is
si

on
s,

 w
hi

le
 D

ee
ks

 a
rg

ue
s 

th
at

 A
T

Is
 r

em
ai

n 
un

av
oi

da
bl

e 
in

 H
IV

 c
ur

e-
re

la
te

d 
st

ud
ie

s,
 a

nd
 r

is
ks

 to
 p

ar
tn

er
s 

or
 n

on
-p

ar
tic

ip
an

ts
 c

an
 b

e 
m

an
ag

ed
 th

ro
ug

h 
in

fo
rm

ed
 c

on
se

nt
 a

nd
 c

ar
ef

ul
 m

on
ito

ri
ng

Pe
lu

so
 e

t a
l (

20
20

)9
U

SA
C

om
m

en
ta

ry
O

ut
lin

es
 a

 p
ra

ct
ic

al
 a

pp
ro

ac
h 

to
 r

is
k 

m
iti

ga
tio

n 
du

ri
ng

 A
T

I 
st

ud
ie

s 
do

ne
 a

t t
he

 U
ni

ve
rs

ity
 o

f 
C

al
if

or
ni

a,
 S

an
 F

ra
nc

is
co

, i
nc

lu
di

ng
: 

tr
ea

tm
en

t i
nt

er
ru

pt
io

n 
st

ud
y 

ri
sk

 m
iti

ga
tio

n 
sc

ri
pt

, p
re

-A
T

I 
ri

sk
 m

iti
ga

tio
n 

co
un

se
lli

ng
 c

he
ck

lis
t, 

on
go

in
g 

A
T

I 
ri

sk
 m

iti
ga

tio
n 

co
un

se
lli

ng
 c

he
ck

lis
t, 

A
T

I 
st

ud
y 

di
sc

lo
su

re
 s

he
et

, a
nd

 p
ar

tn
er

-d
ir

ec
te

d 
Pr

E
P 

ed
uc

at
io

n 
an

d 
na

vi
ga

tio
n 

m
at

er
ia

ls

U
ga

rt
e 

et
 a

l 
(2

02
0)

11
Sp

ai
n

C
as

e 
re

po
rt

Su
m

m
ar

is
es

 th
e 

se
co

nd
 c

as
e 

re
po

rt
 o

f 
H

IV
-1

 tr
an

sm
is

si
on

 to
 a

 s
ex

 p
ar

tn
er

 d
ur

in
g 

A
T

I,
 in

 H
IV

 s
er

od
if

fe
re

nt
 c

ou
pl

es
 o

f 
m

en
 w

ho
 

ha
ve

 s
ex

 w
ith

 m
en

 in
 a

 th
er

ap
eu

tic
 H

IV
 v

ac
ci

ne
 c

lin
ic

al
 tr

ia
l d

on
e 

in
 S

pa
in

; r
ec

om
m

en
ds

 p
re

sc
ri

bi
ng

 P
rE

P 
to

 s
ex

 p
ar

tn
er

s 
w

ith
ou

t 
H

IV
 d

ur
in

g 
A

T
I 

an
d 

re
co

gn
is

in
g 

th
at

 P
rE

P 
im

pl
em

en
ta

tio
n 

re
m

ai
ns

 r
es

tr
ic

te
d 

in
 s

om
e 

co
un

tr
ie

s

va
n 

Pa
as

se
n 

et
 a

l 
(2

02
2)

33
N

et
he

rl
an

ds
So

ci
ob

eh
av

io
ur

al
 

re
se

ar
ch

 (
qu

al
ita

tiv
e 

in
te

rv
ie

w
s)

Su
m

m
ar

is
es

 r
es

ul
ts

 f
ro

m
 2

0 
in

-d
ep

th
 in

te
rv

ie
w

s 
w

ith
 p

eo
pl

e 
w

ho
 in

iti
at

ed
 A

R
T

 d
ur

in
g 

ac
ut

e 
H

IV
 in

fe
ct

io
n 

in
 th

e 
N

et
he

rl
an

ds
, 

an
d 

re
po

rt
s 

th
at

 v
ir

al
 r

eb
ou

nd
 a

nd
 in

cr
ea

se
d 

in
fe

ct
io

us
ne

ss
 d

ur
in

g 
A

T
I 

ar
e 

m
aj

or
 c

on
ce

rn
s;

 o
f 

th
e 

st
ud

y 
sa

m
pl

e,
 m

or
e 

th
an

 h
al

f 
of

 
pa

rt
ic

ip
an

ts
 w

ou
ld

 c
on

si
de

r 
un

de
rg

oi
ng

 a
 b

ri
ef

 A
T

I,
 b

ut
 o

nl
y 

on
e 

w
ou

ld
 c

on
si

de
r 

an
 e

xt
en

de
d 

A
T

I

A
T

I=
an

al
yt

ic
al

 tr
ea

tm
en

t i
nt

er
ru

pt
io

n.
 P

rE
P=

pr
e-

ex
po

su
re

 p
ro

ph
yl

ax
is

.

* Jo
ur

na
l a

rt
ic

le
s 

or
 le

tte
rs

 a
dd

ed
 f

ro
m

 th
e 

au
th

or
s’

 p
er

so
na

l d
at

ab
as

es
 o

r 
id

en
tif

ie
d 

by
 th

e 
fo

cu
se

d 
lit

er
at

ur
e 

re
vi

ew
 o

n 
th

e 
et

hi
cs

 o
f 

th
ir

d-
pa

rt
y 

ri
sk

s 
in

 h
ea

lth
-r

el
at

ed
 r

es
ea

rc
h 

(t
ab

le
 2

).

† Jo
ur

na
l a

rt
ic

le
s 

or
 le

tte
rs

 id
en

tif
ie

d 
by

 a
n 

an
on

ym
ou

s 
pe

er
 r

ev
ie

w
er

.

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 21

Ta
b

le
 2

:

Fo
cu

se
d 

lit
er

at
ur

e 
re

vi
ew

 o
n 

th
e 

et
hi

cs
 o

f 
th

ir
d-

pa
rt

y 
ri

sk
s 

in
 h

ea
lth

-r
el

at
ed

 r
es

ea
rc

h

L
oc

at
io

n 
of

 
co

rr
es

po
nd

in
g 

au
th

or

A
rt

ic
le

 t
yp

e 
(s

tu
dy

 d
es

ig
n)

K
ey

 fi
nd

in
gs

 o
r 

co
nc

lu
si

on
s

B
ot

ki
n 

(2
00

1)
*3

4
U

SA
R

eg
ul

at
or

y 
an

al
ys

is
A

rg
ue

s 
th

at
 it

 is
 p

os
si

bl
e 

to
 p

ro
te

ct
 th

e 
ri

gh
ts

 a
nd

 w
el

fa
re

 o
f 

th
ir

d 
pa

rt
ie

s 
in

 s
ur

ve
y 

an
d 

pe
di

gr
ee

 r
es

ea
rc

h 
(e

g,
 f

am
ily

 m
em

be
rs

) 
w

ith
ou

t h
in

de
ri

ng
 th

os
e 

pr
oj

ec
ts

 w
ith

 e
xt

en
si

ve
 c

on
se

nt
 r

eq
ui

re
m

en
ts

; a
pp

lie
s 

th
e 

co
nd

iti
on

s 
fo

r 
w

ai
vi

ng
 in

fo
rm

ed
 c

on
se

nt
 f

ro
m

 r
es

ea
rc

h 
pa

rt
ic

ip
an

ts
 s

et
 o

ut
 in

 th
e 

U
SA

 r
es

ea
rc

h 
re

gu
la

tio
ns

 to
 th

ir
d 

pa
rt

ie
s 

an
d 

co
nc

lu
de

s 
th

at
 o

bt
ai

ni
ng

 in
fo

rm
at

io
n 

ab
ou

t f
am

ily
 m

em
be

rs
 a

nd
 

so
ci

al
 c

on
ta

ct
s 

fo
r 

re
se

ar
ch

 p
ur

po
se

s 
ge

ne
ra

lly
 m

ee
ts

 th
es

e 
co

nd
iti

on
s

E
ya

l e
t a

l (
20

18
)35

U
SA

C
om

m
en

ta
ry

A
dv

an
ce

s 
a 

pr
oc

ed
ur

al
 a

pp
ro

ac
h 

fo
r 

pr
ot

ec
tio

ns
 o

w
ed

 to
 s

tu
dy

 n
on

-p
ar

tic
ip

an
ts

 (
eg

, f
et

us
es

, s
ex

 p
ar

tn
er

s,
 h

ou
se

ho
ld

, a
nd

 c
om

m
un

ity
 

m
em

be
rs

);
 p

ro
po

se
s 

us
in

g 
a 

qu
es

tio
nn

ai
re

 o
n 

no
n-

pa
rt

ic
ip

an
t r

is
ks

 a
s 

pa
rt

 o
f 

gr
an

t a
pp

lic
at

io
ns

 a
nd

 e
st

ab
lis

hi
ng

 g
ui

de
lin

es
 f

or
 a

cc
ep

ta
bl

e 
ri

sk
s 

ba
se

d 
on

 in
fo

rm
at

io
n 

ga
in

ed
 f

ro
m

 th
es

e 
qu

es
tio

nn
ai

re
s;

 th
es

e 
gu

id
el

in
es

 c
an

 b
e 

as
 s

im
pl

e 
as

 a
 c

he
ck

lis
t

E
ya

l e
t a

l (
20

19
)27

U
SA

In
fo

rm
al

 
lit

er
at

ur
e 

re
vi

ew
 

an
d 

gu
id

el
in

e 
re

vi
ew

In
fo

rm
al

ly
 r

ev
ie

w
s 

ke
y 

re
se

ar
ch

 e
th

ic
s 

gu
id

el
in

es
 a

nd
 r

eg
ul

at
io

ns
, a

ca
de

m
ic

 s
ch

ol
ar

sh
ip

, a
nd

 r
es

ea
rc

h 
st

ud
ie

s 
an

d 
fi

nd
s 

di
ff

er
en

ce
s 

in
 h

ow
 th

ey
 c

on
si

de
r 

ri
sk

 to
 th

ir
d 

pa
rt

ie
s 

in
 m

ed
ic

al
 r

es
ea

rc
h;

 s
ug

ge
st

s 
th

at
 d

ee
pe

r 
in

ve
st

ig
at

io
n 

of
 th

e 
et

hi
cs

 o
f 

pr
ot

ec
tin

g 
re

se
ar

ch
 

by
st

an
de

rs
 is

 n
ee

de
d

E
ya

l (
20

20
)*

36
U

SA
E

th
ic

al
 a

na
ly

si
s

A
rg

ue
s 

th
at

 p
os

iti
on

s 
on

 th
e 

ap
pr

op
ri

at
e 

pr
ot

ec
tio

n 
of

 th
ir

d 
pa

rt
ie

s 
in

 r
es

ea
rc

h 
ca

n 
in

fo
rm

 p
os

iti
on

s 
ab

ou
t t

he
 a

pp
ro

pr
ia

te
 p

ro
te

ct
io

n 
of

 
st

ud
y 

pa
rt

ic
ip

an
ts

; s
pe

ci
fi

ca
lly

, i
ns

of
ar

 a
s 

up
pe

r 
lim

its
 to

 r
is

ks
 to

 th
ir

d 
pa

rt
ie

s 
ar

e 
im

pl
au

si
bl

e,
 s

o 
ar

e 
up

pe
r 

ri
sk

 li
m

its
 to

 p
ar

tic
ip

an
ts

Fe
rn

an
de

z 
Ly

nc
h 

(2
02

0)
*3

7

U
SA

E
th

ic
al

 a
na

ly
si

s
A

rg
ue

s 
th

at
 n

on
-c

on
se

nt
in

g 
re

se
ar

ch
 p

ar
tic

ip
an

ts
 a

nd
 n

on
-c

on
se

nt
in

g 
th

ir
d 

pa
rt

ie
s,

 w
he

n 
ex

po
se

d 
to

 s
im

ila
r 

re
se

ar
ch

- 
re

la
te

d 
ri

sk
, 

ar
e 

en
tit

le
d 

to
 th

e 
sa

m
e 

pr
ot

ec
tio

n;
 h

ow
ev

er
, i

ns
te

ad
 o

f 
th

e 
m

in
im

al
 r

is
k 

th
re

sh
ol

d 
se

t o
ut

 in
 r

eg
ul

at
io

ns
 f

or
 r

es
ea

rc
h 

in
vo

lv
in

g 
no

n-
co

ns
en

tin
g 

pa
rt

ic
ip

an
ts

, t
he

 r
ea

so
na

bl
e 

ri
sk

 th
re

sh
ol

d 
fr

om
 to

rt
 la

w
 s

ho
ul

d 
be

 a
pp

lie
d 

to
 b

ot
h 

no
n-

co
ns

en
tin

g 
pa

rt
ic

ip
an

ts
 a

nd
 th

ir
d 

pa
rt

ie
s

Fr
ow

e 
(2

02
0)

38
Sw

ed
en

E
th

ic
al

 a
na

ly
si

s
A

rg
ue

s 
th

at
 r

ec
en

tly
 p

ro
po

se
d 

th
re

sh
ol

d 
ac

co
un

ts
 o

f 
pe

rm
is

si
bl

e 
ri

sk
 im

po
si

tio
n 

on
 th

ir
d 

pa
rt

ie
s 

(e
g,

 n
ea

r 
ze

ro
 r

is
ks

, r
is

ks
 n

o 
gr

ea
te

r 
th

an
 in

 o
rd

in
ar

y 
lif

e)
 a

re
 im

pl
au

si
bl

e.
 P

ro
po

se
s 

in
st

ea
d 

th
at

 w
e 

sh
ou

ld
 u

se
 a

 r
at

io
 a

cc
ou

nt
, w

ei
gh

in
g 

th
e 

po
te

nt
ia

l r
is

ks
 to

 th
ir

d 
pa

rt
ie

s 
ag

ai
ns

t t
he

 p
ot

en
tia

l b
en

ef
its

 o
f 

th
e 

tr
ia

ls
, w

he
n 

th
ir

d 
pa

rt
y 

co
ns

en
t i

s 
no

t a
lw

ay
s 

re
qu

ir
ed

; s
ug

ge
st

s 
th

at
 h

ig
he

r 
ri

sk
s 

m
ig

ht
 b

e 
im

po
se

d 
on

 
th

ir
d 

pa
rt

ie
s 

if
 th

ey
 b

en
ef

it 
fr

om
 th

e 
re

se
ar

ch
; i

de
nt

if
ia

bl
e 

th
ir

d 
pa

rt
ie

s 
sh

ou
ld

 s
om

et
im

es
 b

e 
gi

ve
n 

th
e 

op
po

rt
un

ity
 to

 r
ef

us
e 

ex
po

su
re

 to
 

re
se

ar
ch

-r
el

at
ed

 r
is

ks

H
an

se
r 

(2
02

0)
39

U
SA

E
th

ic
al

 a
na

ly
si

s
A

rg
ue

s 
th

at
 th

ir
d 

pa
rt

ie
s 

ca
n 

ha
ve

 r
ig

ht
s 

to
 n

ot
 b

e 
en

da
ng

er
ed

 b
y 

re
se

ar
ch

 a
ct

iv
iti

es
 th

at
 a

re
 s

tr
on

g 
en

ou
gh

 to
 r

eq
ui

re
 o

bt
ai

ni
ng

 th
ei

r 
in

fo
rm

ed
 c

on
se

nt
; t

he
 s

tr
en

gt
h 

of
 th

es
e 

ri
gh

ts
 d

ep
en

ds
 o

n 
th

e 
lik

el
ih

oo
d 

an
d 

m
ag

ni
tu

de
 o

f 
ha

rm
 to

 th
ir

d 
pa

rt
ie

s,
 a

nd
 h

ow
 th

e 
ha

rm
 is

 
re

la
te

d 
to

 th
e 

re
se

ar
ch

 a
ct

iv
ity

H
au

sm
an

 (
20

07
)40

U
SA

E
th

ic
al

 a
na

ly
si

s
E

xa
m

in
es

 w
he

th
er

 I
R

B
s 

sh
ou

ld
 h

av
e 

th
e 

re
sp

on
si

bi
lit

y 
of

 p
ro

te
ct

in
g 

th
ir

d 
pa

rt
ie

s 
fr

om
 r

es
ea

rc
h 

ri
sk

s—
ei

th
er

 p
ro

ce
ss

- 
re

la
te

d 
or

 
ou

tc
om

e-
re

la
te

d;
 a

rg
ue

s 
th

at
 I

R
B

s 
ar

e 
no

t t
he

 a
pp

ro
pr

ia
te

 b
od

ie
s 

to
 p

ro
te

ct
 th

ir
d 

pa
rt

ie
s 

be
ca

us
e:

 th
ir

d-
pa

rt
y 

pr
ot

ec
tio

n 
is

 a
 m

at
te

r 
of

 
pu

bl
ic

 p
ol

ic
y,

 n
ot

 o
f 

re
gu

la
tio

n,
 I

R
B

s 
ne

ed
 to

 b
e 

co
nc

er
ne

d 
on

ly
 w

ith
 h

um
an

 p
ar

tic
ip

an
ts

 p
er

 m
an

da
te

, t
he

re
 m

ig
ht

 b
e 

co
nf

lic
t b

et
w

ee
n 

pr
ot

ec
tin

g 
pa

rt
ic

ip
an

ts
 v

er
su

s 
th

ir
d-

pa
rt

ie
s,

 a
nd

 d
if

fe
re

nt
 c

ri
te

ri
a 

sh
ou

ld
 g

ov
er

n 
pr

ot
ec

tio
n 

of
 p

ar
tic

ip
an

ts
 v

er
su

s 
th

ir
d 

pa
rt

ie
s

H
er

in
gt

on
 a

nd
 

Ta
no

na
 (

20
20

)41
U

SA
E

th
ic

al
 a

na
ly

si
s

A
rg

ue
s 

th
at

 r
es

ea
rc

h 
et

hi
cs

 is
 in

ad
eq

ua
te

 to
 g

ov
er

n 
ri

sk
s 

to
 th

ir
d 

pa
rt

ie
s,

 th
at

 th
ir

d-
pa

rt
y 

ri
sk

s 
m

us
t b

e 
tr

ea
te

d 
as

 p
ol

iti
ca

l a
nd

 in
st

itu
tio

na
l 

pr
ob

le
m

s,
 a

nd
 th

at
 th

ir
d-

pa
rt

y 
ri

sk
s 

ar
e 

pr
ob

le
m

s 
of

 ju
st

ic
e 

th
at

 m
us

t b
e 

so
lv

ed
 w

ith
 a

 p
ol

iti
ca

l p
hi

lo
so

ph
y 

of
 s

ci
en

ce

H
ol

de
r 

(1
98

2)
*4

2
U

SA
C

as
e 

st
ud

y
E

xa
m

in
es

 e
th

ic
al

 a
nd

 le
ga

l c
on

si
de

ra
tio

ns
 f

or
 r

is
ks

 to
 s

ex
 p

ar
tn

er
s 

in
 c

on
tr

ac
ep

tiv
e 

re
se

ar
ch

 a
nd

 th
e 

ri
sk

 o
f 

un
w

an
te

d 
pr

eg
na

nc
y;

 
ad

va
nc

es
 th

at
 p

ar
tic

ip
an

ts
 s

ho
ul

d 
be

 a
sk

ed
 to

 d
is

cu
ss

 th
e 

st
ud

y 
w

ith
 th

ei
r 

pa
rt

ne
rs

 b
ut

 o
bt

ai
ni

ng
 th

e 
pa

rt
ne

rs
’ 

co
ns

en
t o

r 
pe

rm
is

si
on

 is
 n

ot
 

re
qu

ir
ed

K
en

dl
er

 (
20

01
)43

U
SA

C
as

e 
st

ud
y

A
rg

ue
s 

th
at

 th
e 

ri
sk

s 
to

 th
ir

d 
pa

rt
ie

s 
fr

om
 o

bt
ai

ni
ng

 f
am

ily
 h

is
to

ry
 in

fo
rm

at
io

n 
in

 b
io

m
ed

ic
al

 r
es

ea
rc

h 
ca

n 
be

 m
in

im
is

ed
 b

y 
sa

fe
gu

ar
ds

 to
 

co
nf

id
en

tia
lit

y 
an

d 
da

ta
 in

te
gr

ity
 a

nd
 r

ar
el

y 
w

ar
ra

nt
 o

bt
ai

ni
ng

 th
ir

d 
pa

rt
y 

co
ns

en
t, 

ev
en

 in
 r

es
ea

rc
h 

on
 p

ur
po

rt
ed

ly
 s

en
si

tiv
e 

di
so

rd
er

s 
(e

g,
 

ps
yc

hi
at

ri
c 

di
so

rd
er

s 
an

d 
dr

ug
 u

se
)

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 22

L
oc

at
io

n 
of

 
co

rr
es

po
nd

in
g 

au
th

or

A
rt

ic
le

 t
yp

e 
(s

tu
dy

 d
es

ig
n)

K
ey

 fi
nd

in
gs

 o
r 

co
nc

lu
si

on
s

K
im

m
el

m
an

 

(2
00

5)
*4

4

C
an

ad
a

E
th

ic
al

 a
na

ly
si

s
A

rg
ue

s 
th

at
 tr

ad
iti

on
al

 r
es

ea
rc

h 
et

hi
cs

 is
 in

ad
eq

ua
te

 f
or

 a
dd

re
ss

in
g 

ri
sk

s 
to

 th
ir

d 
pa

rt
ie

s 
by

 r
ev

ie
w

in
g 

va
ri

ou
s 

ca
se

s 
an

d 
es

ta
bl

is
he

d 
et

hi
ca

l 
pr

in
ci

pl
es

; c
al

ls
 f

or
 a

 s
us

ta
in

ed
 in

qu
ir

y 
on

 th
e 

et
hi

cs
 o

f 
th

ir
d-

pa
rt

y 
ri

sk
 in

 b
io

m
ed

ic
al

 r
es

ea
rc

h

K
im

m
el

m
an

 
(2

00
7)

45
C

an
ad

a
G

ui
de

lin
e 

re
vi

ew
R

ev
ie

w
s 

ho
w

 e
th

ic
s 

co
de

s 
ha

ve
 a

pp
ro

ac
he

d 
ri

sk
s 

to
 th

ir
d 

pa
rt

ie
s 

an
d 

ar
gu

es
 th

at
 e

xi
st

in
g 

gu
id

an
ce

 is
 n

ot
 c

om
pr

eh
en

si
ve

; s
ta

te
s 

th
at

 th
ir

d 
pa

rt
ie

s 
de

se
rv

e 
pr

ot
ec

tio
ns

, a
nd

 o
ut

lin
es

 p
os

si
bl

e 
co

ns
id

er
at

io
ns

 f
or

 th
ei

r 
pr

ov
is

io
n 

(e
g,

 r
is

k,
 w

he
th

er
 b

ys
ta

nd
er

s 
ca

n 
be

 id
en

tif
ie

d 
in

 
ad

va
nc

e,
 w

he
th

er
 b

ys
ta

nd
er

s 
ar

e 
in

di
vi

du
al

s 
or

 p
lu

ra
l, 

an
d 

w
he

th
er

 b
ys

ta
nd

er
s 

ar
e 

hi
st

or
ic

al
ly

 d
is

ad
va

nt
ag

ed
)

K
im

m
el

m
an

 
(2

02
0)

46
C

an
ad

a
E

th
ic

al
 a

na
ly

si
s

R
ei

te
ra

te
s 

w
hy

 th
ir

d 
pa

rt
ie

s 
w

ho
 a

re
 e

xp
os

ed
 to

 r
es

ea
rc

h-
re

la
te

d 
ri

sk
s 

ar
e 

en
tit

le
d 

to
 p

ro
te

ct
io

ns
; a

rg
ue

s 
th

at
 I

R
B

s 
ar

e 
in

 th
e 

be
st

 p
os

iti
on

 
to

 s
ig

na
l t

o 
re

se
ar

ch
er

s 
an

d 
sp

on
so

rs
 th

at
 th

ir
d 

pa
rt

ie
s 

sh
ou

ld
 b

e 
pr

ot
ec

te
d 

in
 r

es
ea

rc
h

L
ou

ns
bu

ry
 e

t a
l 

(2
00

7)
47

U
SA

G
ui

de
lin

e 
re

vi
ew

A
rg

ue
s 

th
at

 d
at

a 
co

lle
ct

io
n 

an
d 

m
an

ag
em

en
t s

tr
at

eg
ie

s 
ca

n 
re

du
ce

 r
is

ks
 to

 th
ir

d 
pa

rt
ie

s 
(e

g,
 f

am
ily

 m
em

be
rs

, f
ri

en
ds

, c
o-

w
or

ke
rs

) 
in

 
ps

yc
ho

so
ci

al
 a

nd
 h

ea
lth

-b
eh

av
io

ur
al

 r
es

ea
rc

h,
 s

uc
h 

th
at

 th
ei

r 
co

ns
en

t t
o 

th
es

e 
ri

sk
s 

is
 n

ot
 r

eq
ui

re
d

M
ur

ph
y 

an
d 

W
ei

je
r 

(2
02

2)
48

C
an

ad
a

E
th

ic
al

 a
na

ly
si

s
R

ej
ec

ts
 th

e 
st

an
da

rd
 v

ie
w

 th
at

 th
ir

d 
pa

rt
ie

s 
ar

e 
ow

ed
 p

ro
te

ct
io

ns
 b

ec
au

se
 th

ey
 a

re
 s

im
ila

r 
to

 r
es

ea
rc

h 
pa

rt
ic

ip
an

ts
, o

r 
be

ca
us

e 
th

e 
et

hi
ca

l p
ri

nc
ip

le
s 

go
ve

rn
in

g 
re

se
ar

ch
 s

ho
ul

d 
be

 e
xt

en
de

d 
to

 th
em

; a
rg

ue
s 

in
st

ea
d 

th
at

 th
ir

d 
pa

rt
ie

s 
in

 p
ub

lic
ly

 f
un

de
d 

re
se

ar
ch

 a
re

 o
w

ed
 

pr
ot

ec
tio

ns
 a

s 
ci

tiz
en

s 
of

 li
be

ra
l s

ta
te

s 
to

 w
ho

m
 th

e 
st

at
e 

ow
es

 d
ut

ie
s 

of
 ju

st
ic

e

R
es

ni
k 

an
d 

Sh
ar

p 

(2
00

6)
*4

9

U
SA

E
th

ic
al

 a
na

ly
si

s
E

xa
m

in
es

 e
th

ic
al

 a
nd

 r
eg

ul
at

or
y 

as
pe

ct
s 

of
 th

ir
d-

pa
rt

y 
ri

sk
s 

an
d 

ar
gu

es
 th

at
 r

es
ea

rc
he

rs
 a

nd
 I

R
B

s 
ha

ve
 a

n 
et

hi
ca

l o
bl

ig
at

io
n 

to
 m

in
im

is
e 

th
os

e 
ri

sk
s,

 in
cl

ud
in

g 
ta

ki
ng

 r
ea

so
na

bl
e 

m
ea

su
re

s 
to

 p
ro

te
ct

 d
ir

ec
tly

 a
ff

ec
te

d 
th

ir
d 

pa
rt

ie
s 

fr
om

 u
nd

ue
 h

ar
m

; r
ev

ie
w

s 
po

ss
ib

le
 d

ut
ie

s 
ow

ed
 to

 th
ir

d 
pa

rt
ie

s 
ba

se
d 

on
 d

eg
re

e 
of

 r
is

k:
50

 n
o 

ri
sk

—
in

fo
rm

 p
ar

tic
ip

an
ts

 a
bo

ut
 r

is
ks

 to
 th

ir
d 

pa
rt

ie
s,

 m
in

im
al

 r
is

k—
ta

ke
 r

ea
so

na
bl

e 
m

ea
su

re
s 

to
 p

ro
te

ct
 th

ir
d 

pa
rt

ie
s,

 s
uc

h 
as

 in
fo

rm
in

g 
th

em
 o

r 
ob

ta
in

in
g 

th
ei

r 
in

fo
rm

ed
 c

on
se

nt
, m

or
e 

th
an

 m
in

im
al

 r
is

k,
 a

nd
 s

er
io

us
 

ri
sk

s—
do

 n
ot

 d
o 

th
e 

re
se

ar
ch

 o
r 

re
de

si
gn

 it
 to

 r
ed

uc
e 

ri
sk

s 
to

 th
ir

d 
pa

rt
ie

s

R
ev

er
by

 (
20

20
)*

50
U

SA
H

is
to

ri
ca

l 
an

al
ys

is
D

is
tin

gu
is

he
s 

be
tw

ee
n 

th
ir

d 
pa

rt
ie

s 
w

ho
 a

re
 v

ic
tim

s 
of

 r
es

ea
rc

h 
pr

ac
tic

es
 (

eg
, s

ex
ua

l p
ar

tn
er

s,
 c

hi
ld

re
n,

 a
nd

 f
am

ili
es

) 
an

d 
th

os
e 

w
ho

 a
re

 
by

st
an

de
rs

 (
eg

, a
ff

ec
te

d 
po

pu
la

tio
ns

);
 s

ug
ge

st
s 

th
at

 v
ic

tim
s 

ar
e 

ow
ed

 c
om

pe
ns

at
io

n,
 w

hi
le

 b
ys

ta
nd

er
s 

ar
e 

ow
ed

 r
ep

ar
at

io
ns

R
ob

er
ts

on
 

(2
02

1)
51

U
SA

E
th

ic
al

 a
na

ly
si

s
R

ev
ie

w
s 

th
e 

et
hi

cs
 o

f 
re

se
ar

ch
 th

at
 te

st
s 

in
te

rv
en

tio
ns

, w
hi

ch
, i

f 
pr

ov
en

 s
af

e 
an

d 
ef

fe
ct

iv
e,

 r
is

k 
di

sa
dv

an
ta

gi
ng

 th
ir

d 
pa

rt
ie

s;
 a

rg
ue

s 
fr

om
 th

e 
pe

rs
pe

ct
iv

es
 o

f 
th

e 
ha

rm
 p

ri
nc

ip
le

, s
ta

tu
s 

qu
o 

bi
as

, a
nd

 b
ia

s 
ag

ai
ns

t i
nt

er
ve

nt
io

na
l r

es
ea

rc
h 

ve
rs

us
 p

ro
gr

am
m

e 
in

te
rv

en
tio

n 
th

at
 

re
se

ar
ch

 in
vo

lv
in

g 
su

ch
 th

ir
d-

pa
rt

y 
ri

sk
s 

is
 e

th
ic

al
ly

 a
cc

ep
ta

bl
e

Sh
ah

 e
t a

l 
(2

01
8)

52
U

SA
C

om
m

en
ta

ry
A

dd
re

ss
es

 r
is

ks
 to

 b
ys

ta
nd

er
s 

in
 th

e 
co

nt
ex

t o
f 

hu
m

an
 c

ha
lle

ng
e 

tr
ia

ls
 r

el
at

ed
 to

 Z
ik

a 
re

se
ar

ch
; p

ro
po

se
s 

th
at

 s
po

ns
or

s 
es

ta
bl

is
h 

co
m

pr
eh

en
si

ve
 e

th
ic

s 
re

vi
ew

 c
om

m
itt

ee
s 

to
 r

ev
ie

w
 s

tu
di

es
 in

vo
lv

in
g 

m
aj

or
 th

ir
d-

pa
rt

y 
ri

sk
s,

 e
sp

ec
ia

lly
 w

he
n 

th
e 

st
ud

ie
s’

 s
oc

ia
l v

al
ue

 is
 

un
ce

rt
ai

n;
 th

es
e 

co
m

m
itt

ee
s 

w
ou

ld
 s

er
ve

 in
 p

ar
t a

s 
si

gn
al

s 
to

 th
e 

pu
bl

ic
 a

bo
ut

 th
e 

sp
on

so
rs

’ 
co

m
m

itm
en

t t
o 

et
hi

ca
l r

es
ea

rc
h

So
re

ns
en

 (
20

01
)53

D
en

m
ar

k
E

th
ic

al
 a

na
ly

si
s

E
xp

la
in

s 
th

at
 r

es
ea

rc
h 

in
vo

lv
in

g 
pe

rs
on

al
 in

fo
rm

at
io

n 
on

 h
ea

lth
 a

nd
 d

em
og

ra
ph

ic
 f

ac
to

rs
, w

hi
ch

 c
an

 p
os

e 
ri

sk
s 

to
 th

ir
d 

pa
rt

ie
s,

 is
 

ac
ce

pt
ab

le
 to

 d
o 

w
ith

ou
t i

nf
or

m
ed

 c
on

se
nt

 b
ec

au
se

 th
e 

re
se

ar
ch

 h
as

 n
o 

in
te

re
st

 in
 th

e 
in

di
vi

du
al

 d
at

a,
 o

nl
y 

in
 s

ta
tis

tic
al

 d
is

tr
ib

ut
io

n 
an

d 
as

so
ci

at
io

ns

V
on

g 
(2

01
9)

54
U

SA
C

om
m

en
ta

ry
A

rg
ue

s 
th

at
 th

e 
et

hi
ca

l d
ut

y 
to

 a
vo

id
 h

ar
m

 m
ak

es
 it

 m
or

e 
im

po
rt

an
t, 

al
l o

th
er

 th
in

gs
 b

ei
ng

 e
qu

al
, t

o 
av

oi
d 

ha
rm

s 
ra

th
er

 th
an

 a
vo

id
 

re
du

ct
io

n 
of

 b
en

ef
its

. A
pp

lie
d 

to
 th

e 
co

nt
ex

t o
f 

re
se

ar
ch

 th
at

 in
vo

lv
es

 r
is

ks
 to

 th
ir

d 
pa

rt
ie

s,
 tr

ia
ls

 th
at

 p
os

e 
ri

sk
s 

by
 p

ot
en

tia
lly

 r
ed

uc
in

g 
th

ir
d 

pa
rt

ie
s’

 h
ea

lth
 b

en
ef

its
 s

ho
ul

d 
be

 p
re

fe
rr

ed
 to

 tr
ia

ls
 th

at
 p

os
e 

ri
sk

s 
by

 p
ot

en
tia

lly
 h

ar
m

in
g 

th
ir

d 
pa

rt
ie

s’
 h

ea
lth

V
on

g 
an

d 
L

ev
in

so
n 

(2
02

0)
55

U
SA

E
th

ic
al

 a
na

ly
si

s
R

is
ks

 to
 th

ir
d 

pa
rt

ie
s 

th
at

 r
es

ul
t f

ro
m

 r
is

k 
di

sp
la

ce
m

en
t (

eg
, a

 s
tu

dy
 in

te
rv

en
tio

n 
th

at
 r

ed
uc

es
 th

e 
ri

sk
 o

f 
un

pr
ot

ec
te

d 
se

x 
am

on
g 

ad
ol

es
ce

nt
 p

ar
tic

ip
an

ts
, b

ut
 b

y 
as

su
m

in
g 

co
ns

ta
nt

 w
ill

in
gn

es
s 

to
 e

ng
ag

e 
in

 s
uc

h 
se

x 
in

 th
e 

ho
st

 c
om

m
un

ity
, a

do
le

sc
en

t t
hi

rd
 p

ar
tie

s 
ar

e 
th

er
eb

y 
ex

po
se

d 
to

 in
cr

ea
se

d 
ri

sk
) 

m
ig

ht
 b

e 
et

hi
ca

lly
 p

ro
bl

em
at

ic
 w

he
n 

th
e 

in
eq

ui
ta

bi
lit

y 
co

nc
en

tr
at

es
 r

is
k 

in
 a

 s
ub

se
t o

f 
a 

po
pu

la
tio

n.
 

A
ls

o,
 s

tu
di

es
 a

re
 e

th
ic

al
ly

 p
ro

bl
em

at
ic

 w
he

n 
th

ey
 p

os
e 

ad
di

tio
na

l r
is

ks
 to

 a
lr

ea
dy

 v
ul

ne
ra

bl
e 

or
 d

is
ad

va
nt

ag
ed

 p
op

ul
at

io
ns

, o
r 

w
he

n 
th

ey
 

cr
ea

te
 u

nd
ue

 in
fl

ue
nc

e 
in

 p
eo

pl
e’

s 
de

ci
si

on
s 

ab
ou

t w
he

th
er

 o
r 

no
t t

o 
pa

rt
ic

ip
at

e 
in

 r
es

ea
rc

h

W
al

en
 (

20
20

)56
U

SA
E

th
ic

al
 a

na
ly

si
s

A
rg

ue
s 

th
at

, u
nl

ik
e 

re
se

ar
ch

 p
ar

tic
ip

an
ts

, t
hi

rd
 p

ar
tie

s 
ar

e 
no

t d
ir

ec
tly

 in
vo

lv
ed

 in
 r

es
ea

rc
h.

 B
ec

au
se

 it
 is

 n
ec

es
sa

ry
 to

 o
bt

ai
n 

a 
pe

rs
on

’s
 

in
fo

rm
ed

 c
on

se
nt

 w
he

n 
th

ey
 a

re
 r

es
ea

rc
h 

pa
rt

ic
ip

an
ts

 a
nd

 p
ut

 a
t r

is
k,

 o
bt

ai
ni

ng
 c

on
se

nt
 f

ro
m

 th
ir

d 
pa

rt
ie

s 
ex

po
se

d 
to

 s
im

ila
r 

ri
sk

s 
is

 
ty

pi
ca

lly
 u

nn
ec

es
sa

ry

W
ik

le
r 

(2
02

0)
57

U
SA

E
th

ic
al

 a
na

ly
si

s
A

rg
ue

s 
ag

ai
ns

t t
as

ki
ng

 I
R

B
s 

w
ith

 th
e 

et
hi

ca
l r

ev
ie

w
 o

f 
th

ir
d-

pa
rt

y 
ri

sk
s,

 g
iv

en
 th

at
 th

er
e 

is
 n

o 
hi

st
or

y 
of

 s
er

io
us

 a
bu

se
s 

of
 th

ir
d 

pa
rt

ie
s 

an
d 

th
e 

sc
op

e 
of

 s
uc

h 
an

 e
th

ic
al

 r
ev

ie
w

 w
ou

ld
 b

e 
di

ff
ic

ul
t t

o 
lim

it,
 e

sp
ec

ia
lly

 w
he

n 
di

st
an

t a
nd

 p
ot

en
tia

lly
 lo

ng
-t

er
m

 th
ir

d-
pa

rt
y 

ri
sk

s 
ar

e 
co

nc
er

ne
d

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 23
IR

B
s=

in
st

itu
tio

na
l r

ev
ie

w
 b

oa
rd

s.

* Jo
ur

na
l a

rt
ic

le
s 

or
 le

tte
rs

 a
dd

ed
 f

ro
m

 th
e 

au
th

or
s’

 p
er

so
na

l d
at

ab
as

es
 o

r 
id

en
tif

ie
d 

by
 th

e 
fo

cu
se

d 
lit

er
at

ur
e 

re
vi

ew
 o

n 
pa

rt
ne

r 
pr

ot
ec

tio
n 

ap
pr

oa
ch

es
 in

 A
T

I 
tr

ia
ls

 (
ta

bl
e 

1)
.

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 24

Ta
b

le
 3

:

A
 p

ro
to

ty
pe

 P
3 

fr
am

ew
or

k 
fo

r 
H

IV
 c

ur
e-

re
la

te
d 

st
ud

ie
s 

in
vo

lv
in

g 
A

T
Is

P
ot

en
ti

al
 e

th
ic

al
 li

m
it

at
io

ns
 a

nd
 t

ra
de

of
fs

E
ns

ur
e 

sc
ie

nt
if

ic
 a

nd
 s

oc
ia

l v
al

ue
 o

f 
an

 A
T

I 
an

d 
th

e 
tr

ia
l32

,8
5 —

co
nd

uc
t 

A
T

I 
tr

ia
ls

 o
nl

y 
w

he
n 

an
 A

T
I 

is
 t

he
 b

es
t 

m
et

ho
d 

fo
r 

ad
dr

es
si

ng
 v

al
ua

bl
e 

re
se

ar
ch

 q
ue

st
io

ns
 a

nd
 c

an
 b

e 
us

ed
 

ap
pr

op
ri

at
el

y

E
ns

ur
e 

sc
ie

nt
if

ic
 a

nd
 s

oc
ia

l v
al

ue

 
E

ns
ur

e 
th

e 
tr

ia
l u

se
s 

so
un

d 
sc

ie
nt

if
ic

 m
et

ho
ds

 to
 g

en
er

at
e 

in
fo

rm
at

io
n 

th
at

 c
an

 b
e 

us
ed

 to
 p

ro
m

ot
e 

th
e 

he
al

th
 o

f 
fu

tu
re

 p
eo

pl
e 

w
ith

 H
IV

 (
eg

, t
es

ts
 a

 p
ro

m
is

in
g 

H
IV

 c
ur

e-
re

la
te

d 
in

te
rv

en
tio

n 
or

 c
om

bi
na

tio
n 

of
 in

te
rv

en
tio

ns
; r

es
ea

rc
h 

qu
es

tio
ns

 th
at

 a
re

 n
ov

el
, 

in
no

va
tiv

e,
 a

nd
 g

ro
un

de
d 

in
 p

ri
or

 e
vi

de
nc

e;
 th

e 
tr

ia
l d

es
ig

n 
an

d 
an

al
ys

is
 p

la
n 

ar
e 

ri
go

ro
us

 a
nd

 f
ea

si
bl

e;
 im

pl
em

en
ta

tio
n 

of
 s

uc
ce

ss
fu

l 
in

te
rv

en
tio

ns
 is

 f
ea

si
bl

e)

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

 
E

ns
ur

e 
th

e 
gi

ve
n 

A
T

I 
(e

g,
 s

ho
rt

 v
s 

ex
te

nd
ed

 A
T

I)
 is

 n
ee

de
d 

to
 a

dd
re

ss
 th

e 
re

se
ar

ch
 q

ue
st

io
ns

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

 
E

ng
ag

e 
co

m
m

un
ity

 m
em

be
rs

 in
cl

ud
in

g 
pe

op
le

 w
ith

 H
IV

 (
eg

, t
hr

ou
gh

 c
om

m
un

ity
 a

dv
is

or
y 

bo
ar

ds
) 

to
 e

va
lu

at
e 

th
e 

sc
ie

nt
if

ic
 a

nd
 

so
ci

al
 v

al
ue

 o
f 

us
in

g 
th

e 
gi

ve
n 

A
T

I 
an

d 
te

st
in

g 
th

e 
gi

ve
n 

H
IV

 c
ur

e-
re

la
te

d 
in

te
rv

en
tio

n9
N

o 
m

aj
or

 e
th

ic
al

 li
m

ita
tio

ns
 o

r 
tr

ad
eo

ff
s

Se
le

ct
 a

pp
ro

pr
ia

te
 tr

ia
l s

ite
s

 
E

ns
ur

e 
ad

eq
ua

te
 s

ite
 c

ap
ac

ity
 f

or
 th

e 
sa

fe
 a

nd
 s

uc
ce

ss
fu

l c
on

du
ct

 o
f 

A
T

I 
tr

ia
ls

 (
in

cl
ud

in
g 

re
gu

la
r 

an
d 

ro
bu

st
 c

om
m

un
ity

 
re

la
tio

ns
hi

ps
) 

or
 r

ob
us

t p
la

ns
 f

or
 d

ev
el

op
in

g 
th

is
 c

ap
ac

ity
N

o 
m

aj
or

 e
th

ic
al

 li
m

ita
tio

ns
 o

r 
tr

ad
eo

ff
s

 
E

ng
ag

e 
co

m
m

un
ity

 m
em

be
rs

, i
nc

lu
di

ng
 p

eo
pl

e 
w

ith
 H

IV
, i

n 
si

te
 s

el
ec

tio
n 

(e
g,

 th
ro

ug
h 

co
m

m
un

ity
 a

dv
is

or
y 

bo
ar

ds
)

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

M
an

ag
e 

co
nf

lic
ts

 o
f 

in
te

re
st

 
C

ar
ef

ul
ly

 id
en

tif
y 

an
d 

m
an

ag
e 

an
y 

po
te

nt
ia

l c
on

fl
ic

ts
 o

f 
in

te
re

st
 b

et
w

ee
n 

re
se

ar
ch

 s
po

ns
or

s 
an

d 
in

ve
st

ig
at

or
s26

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

R
ed

uc
e 

lik
el

ih
oo

d 
of

 u
ni

nt
en

de
d 

H
IV

 t
ra

ns
m

is
si

on
 d

ur
in

g 
A

T
I—

co
nd

uc
t 

A
T

I 
tr

ia
ls

 o
nl

y 
w

he
n 

H
IV

 t
ra

ns
m

is
si

on
 r

is
ks

 a
re

 a
de

qu
at

el
y 

m
it

ig
at

ed

C
ar

ef
ul

ly
 e

ng
ag

e 
pa

rt
ic

ip
an

ts
 in

 A
T

I 
tr

ia
ls

 
U

se
 e

vi
de

nc
e-

ba
se

d 
en

ro
lm

en
t m

et
ho

ds
 to

 m
iti

ga
te

 H
IV

 tr
an

sm
is

si
on

 r
is

k 
(e

g,
 p

re
fe

re
nt

ia
lly

 e
nr

ol
 p

ro
sp

ec
tiv

e 
pa

rt
ic

ip
an

ts
 w

ho
se

 
pa

rt
ne

rs
 a

re
 o

n 
Pr

E
P,

7,
9,

13
,1

7,
18

,2
1,

31
,8

5  
or

 w
ho

 s
ta

te
 th

ey
 d

o 
no

t a
nd

 w
ill

 n
ot

 e
ng

ag
e 

in
 c

he
m

se
x86

–8
8  

or
 u

np
ro

te
ct

ed
 in

se
rt

iv
e 

an
al

 
in

te
rc

ou
rs

e)

R
is

k 
of

 r
ed

uc
in

g 
sc

ie
nt

if
ic

 a
nd

 s
oc

ia
l v

al
ue

 (
eg

, r
ec

ru
itm

en
t 

ch
al

le
ng

es
) 

or
 r

ed
uc

in
g 

di
ve

rs
e 

re
pr

es
en

ta
tio

n 
(e

g,
 le

ss
 d

iv
er

se
 

en
ro

lm
en

t d
ue

 to
 q

ue
st

io
ns

 a
bo

ut
 s

pe
ci

fi
c 

an
d 

po
te

nt
ia

lly
 

st
ig

m
at

iz
ed

 s
ex

ua
l p

ra
ct

ic
es

)

 
C

ou
ns

el
 o

n 
H

IV
 r

is
k 

re
du

ct
io

n 
an

d 
en

ro
l p

ar
tic

ip
an

ts
 w

ho
 a

re
 w

ill
in

g 
to

 p
ro

te
ct

 th
ei

r 
pa

rt
ne

rs
 a

s 
m

uc
h 

as
 p

os
si

bl
e,

 e
m

pl
oy

in
g 

m
et

ho
ds

 s
uc

h 
as

 A
T

I 
di

sc
lo

su
re

, H
IV

 p
re

ve
nt

io
n 

(e
g,

 b
ar

ri
er

 p
ro

te
ct

io
n,

 P
rE

P7,
9,

13
,1

7,
18

,2
1,

31
,8

5 )
, o

r 
ab

st
in

en
ce

 a
s 

ap
pr

op
ri

at
e

R
is

k 
of

 p
la

ci
ng

 p
ar

tic
ip

an
ts

 w
ho

 d
is

cl
os

e 
H

IV
 o

r 
A

T
I 

tr
ia

l 
pa

rt
ic

ip
at

io
n 

at
 r

is
k 

of
 p

hy
si

ca
l o

r 
so

ci
al

 h
ar

m
 (

eg
, g

en
de

r-
ba

se
d 

or
 in

tim
at

e 
pa

rt
ne

r 
vi

ol
en

ce
)9,

22

 
E

nr
ol

 p
ar

tic
ip

an
ts

 w
ho

 a
re

 f
ul

ly
 in

fo
rm

ed
9,

26
 a

bo
ut

 a
nd

 f
ul

ly
 a

pp
re

ci
at

e 
th

e 
im

pl
ic

at
io

ns
 o

f 
un

de
rg

oi
ng

 a
n 

A
T

I
N

o 
si

gn
if

ic
an

t e
th

ic
al

 li
m

ita
tio

ns
 o

r 
tr

ad
eo

ff
s

 
Sc

re
en

 f
or

 S
T

Is
, d

is
cu

ss
 p

os
iti

ve
 S

T
I 

te
st

s 
w

ith
 p

ar
tic

ip
an

ts
, a

nd
 c

ar
ef

ul
ly

 c
on

si
de

r 
al

lo
w

in
g 

pa
rt

ic
ip

an
ts

 w
ith

 m
ul

tip
le

 S
T

Is
 to

 
co

nt
in

ue
 in

 th
e 

tr
ia

l
R

is
k 

of
 im

po
si

ng
 u

nj
us

tif
ie

d 
bu

rd
en

s,
 r

is
ks

, o
r 

re
st

ri
ct

io
ns

 f
or

 
pa

rt
ic

ip
an

ts
; r

is
k 

of
 r

ed
uc

in
g 

sc
ie

nt
if

ic
 o

r 
so

ci
al

 v
al

ue
 (

eg
, 

re
cr

ui
tm

en
t c

ha
lle

ng
es

),
 o

r 
re

du
ci

ng
 d

iv
er

se
 r

ep
re

se
nt

at
io

n 
(e

g,
 

le
ss

 d
iv

er
se

 e
nr

ol
m

en
t d

ue
 to

 S
T

I 
sc

re
en

in
g)

E
na

bl
e 

an
d 

en
co

ur
ag

e 
pa

rt
ic

ip
an

ts
 to

 p
ro

te
ct

 th
ei

r 
pa

rt
ne

rs

 
Pr

ov
id

e 
in

fo
rm

at
io

n 
or

 c
ou

ns
el

lin
g 

on
 H

IV
 te

st
in

g,
21

 H
IV

 p
re

ve
nt

io
n 

(e
g,

 b
ar

ri
er

 p
ro

te
ct

io
n,

 P
rE

P,
7,

9,
13

,1
7,

18
,2

1,
31

,8
5  

an
d 

PE
P7,

21
) 

w
ith

 u
se

 o
f 

ev
id

en
ce

-b
as

ed
 m

at
er

ia
ls

 a
nd

 a
pp

ro
ac

he
s 

in
 a

 r
an

ge
 o

f 
fo

rm
at

s 
(e

g,
 f

ac
t s

he
et

s,
 p

re
se

nt
at

io
ns

, v
id

eo
s,

 a
nd

 te
xt

 m
es

sa
gi

ng
) 

th
at

 a
re

 ta
ilo

re
d 

to
 d

iv
er

se
 in

di
vi

du
al

s 
(e

g,
 w

ith
 r

es
pe

ct
 to

 g
en

de
r, 

se
x,

 a
ge

, s
ex

ua
l o

ri
en

ta
tio

n,
 e

du
ca

tio
n 

le
ve

l, 
et

c)
 a

nd
 s

pe
ci

fi
c 

lo
ca

tio
ns

9

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 25

P
ot

en
ti

al
 e

th
ic

al
 li

m
it

at
io

ns
 a

nd
 t

ra
de

of
fs

 
Pr

ov
id

e 
or

 r
ef

er
 to

 H
IV

 p
re

ve
nt

io
n 

op
tio

ns
 (

eg
, n

o 
co

st
 b

ar
ri

er
 p

ro
te

ct
io

n,
 P

rE
P 

re
fe

rr
al

 f
or

 p
ar

tn
er

s)
N

o 
m

aj
or

 e
th

ic
al

 li
m

ita
tio

ns
 o

r 
tr

ad
eo

ff
s

 
E

nc
ou

ra
ge

 p
ar

tic
ip

an
ts

 to
 in

fo
rm

 th
ei

r 
pa

rt
ne

rs
 a

nd
 p

ro
vi

de
 c

ou
ns

el
lin

g7,
9,

21
 o

n 
H

IV
 a

nd
 A

T
I 

tr
ia

l p
ar

tic
ip

at
io

n 
di

sc
lo

su
re

,7,
9,

21
 

pr
ov

id
e 

sa
m

pl
e 

di
sc

lo
su

re
 s

cr
ip

ts
,9  

of
fe

r 
di

sc
lo

su
re

 r
ol

e 
pl

ay
in

g 
se

ss
io

ns
 a

s 
ne

ed
ed

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

 
E

nc
ou

ra
ge

 p
ar

tic
ip

an
ts

 to
 in

cl
ud

e 
th

ei
r 

pa
rt

ne
rs

 in
 tr

ia
l v

is
its

 (
eg

, o
pt

io
na

l s
ite

 v
is

its
 a

nd
 d

is
cu

ss
io

ns
 w

ith
 th

e 
tr

ia
l t

ea
m

)9,
21

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

 
Pr

ov
id

e 
m

en
ta

l h
ea

lth
 s

up
po

rt
 o

r 
co

un
se

lli
ng

 r
ef

er
ra

ls
 a

s 
ne

ed
ed

18
,2

1
N

o 
m

aj
or

 e
th

ic
al

 li
m

ita
tio

ns
 o

r 
tr

ad
eo

ff
s

 
O

ff
er

 p
ee

r 
su

pp
or

t17
 (

eg
, f

or
m

er
 A

T
I 

tr
ia

l p
ar

tic
ip

an
ts

)
N

o 
m

aj
or

 e
th

ic
al

 li
m

ita
tio

ns
 o

r 
tr

ad
eo

ff
s

 
E

nc
ou

ra
ge

 p
ar

tn
er

s 
to

 c
om

m
un

ic
at

e 
w

ith
 th

e 
tr

ia
l t

ea
m

9,
17

 (
eg

, p
ro

vi
de

 w
ri

tte
n 

in
fo

rm
at

io
n 

ta
ilo

re
d 

to
 p

ar
tn

er
s,

 in
vi

te
 p

ar
tn

er
s 

to
 

ac
co

m
pa

ny
 p

ar
tic

ip
an

ts
 d

ur
in

g 
tr

ia
l v

is
its

 in
 p

er
so

n 
or

 v
ia

 te
le

he
al

th
)21

R
is

k 
of

 v
io

la
tin

g 
pa

rt
ne

rs
’ 

pr
iv

ac
y,

7  
gi

ve
n 

th
e 

ne
ed

 to
 c

on
ta

ct
 

th
em

 
O

ff
er

 in
fo

rm
at

io
n 

or
 c

ou
ns

el
lin

g 
on

 H
IV

 p
re

ve
nt

io
n 

(e
g,

 b
ar

ri
er

 p
ro

te
ct

io
n,

 P
rE

P,
7,

9,
13

,1
7,

18
,2

1,
31

,8
5  

an
d 

PE
P7,

21
) 

w
ith

 u
se

 o
f 

ev
id

en
ce

-b
as

ed
 a

nd
 p

ar
tn

er
-s

pe
ci

fi
c 

m
at

er
ia

ls
 a

nd
 a

pp
ro

ac
he

s 
in

 a
 r

an
ge

 o
f 

fo
rm

at
s,

 in
cl

ud
in

g 
fa

ct
 s

he
et

s,
 p

re
se

nt
at

io
ns

, v
id

eo
s,

 a
nd

 
te

xt
 m

es
sa

gi
ng

25

R
is

k 
of

 v
io

la
tin

g 
pa

rt
ne

rs
’ 

pr
iv

ac
y,

7  
gi

ve
n 

th
e 

ne
ed

 to
 c

on
ta

ct
 

th
em

 
Pr

ov
id

e 
H

IV
 te

st
in

g,
 P

rE
P,

7,
13

,1
8,

31
,8

5  
an

d 
PE

P7,
21

 r
ef

er
ra

ls
 a

nd
 n

av
ig

at
io

n 
as

si
st

an
ce

9  
(e

g,
 r

ef
er

 p
ar

tn
er

s 
to

 f
ul

l r
an

ge
 o

f 
Pr

E
P 

op
tio

ns
)

R
is

k 
of

 v
io

la
tin

g 
pa

rt
ne

rs
’ 

pr
iv

ac
y,

7  
gi

ve
n 

th
e 

ne
ed

 to
 c

on
ta

ct
 

th
em

 
Fa

ci
lit

at
e 

ac
ce

ss
 to

 m
en

ta
l h

ea
lth

 s
up

po
rt

18
,2

1,
53

 o
r 

co
un

se
lli

ng
 a

s 
ne

ed
ed

R
is

k 
of

 v
io

la
tin

g 
pa

rt
ne

rs
’ 

pr
iv

ac
y,

7  
gi

ve
n 

th
e 

ne
ed

 to
 c

on
ta

ct
 

th
em

 
E

ng
ag

e 
th

e 
lo

ca
l c

om
m

un
ity

 in
 d

is
cu

ss
io

ns
 a

bo
ut

 tr
ia

l i
nv

ol
vi

ng
 A

T
Is

9
R

is
k 

of
 v

io
la

tin
g 

pa
rt

ne
rs

’ 
pr

iv
ac

y,
7  

gi
ve

n 
th

e 
ne

ed
 to

 c
on

ta
ct

 
th

em

 
Pr

om
ot

e 
br

oa
de

r 
co

m
m

un
ity

 e
ng

ag
em

en
t a

bo
ut

 A
T

I 
tr

ia
ls

 a
nd

 c
on

si
de

r 
he

al
th

 p
ro

m
ot

io
n 

an
d 

so
ci

al
 m

ar
ke

tin
g 

ca
m

pa
ig

ns
 to

 r
ai

se
 

aw
ar

en
es

s 
ab

ou
t H

IV
 p

re
ve

nt
io

n 
ne

ed
s 

fo
r 

pa
rt

ne
rs

 o
f 

A
T

I 
tr

ia
l p

ar
tic

ip
an

ts
R

is
k 

of
 s

tig
m

a 
fo

r 
pe

op
le

 w
ho

 p
ar

tic
ip

at
e 

in
 A

T
I 

tr
ia

ls

M
on

ito
r 

pa
rt

ic
ip

an
ts

 
Fr

eq
ue

nt
ly

 m
on

ito
r 

H
IV

 v
ir

al
 lo

ad
 a

nd
 r

es
ta

rt
 A

R
T

 a
s 

ne
ed

ed
 to

 p
ro

te
ct

 p
ar

tn
er

s9,
 8

5
R

is
k 

of
 r

ed
uc

in
g 

sc
ie

nt
if

ic
 o

r 
so

ci
al

 v
al

ue
 (

eg
, e

ar
ly

 te
rm

in
at

io
n 

of
 A

T
I)

 
D

ev
el

op
 a

 d
ec

is
io

n 
tr

ee
 o

r 
al

go
ri

th
m

 to
 g

ui
de

 th
e 

us
e 

of
 S

T
I 

m
on

ito
ri

ng
 f

or
 e

ac
h 

pa
rt

ic
ip

an
t d

ur
in

g 
A

T
I.

 M
on

ito
r 

fo
r 

ST
Is

21
 a

nd
 

pr
ov

id
e 

or
 r

ef
er

 to
 a

ny
 n

ec
es

sa
ry

 tr
ea

tm
en

t f
or

 p
ar

tic
ip

an
ts

 a
nd

 th
ei

r 
pa

rt
ne

rs
. D

el
ay

 A
T

I,
 o

r 
re

st
ar

t A
R

T,
 a

s 
ne

ed
ed

 to
 p

ro
te

ct
 p

ar
tn

er
s 

(e
g,

 if
 a

 p
ar

tic
ip

an
t i

s 
un

w
ill

in
g 

to
 b

e 
tr

ea
te

d 
fo

r 
a 

di
ag

no
se

d 
ST

I)

R
is

k 
of

 im
po

si
ng

 u
nj

us
tif

ie
d 

bu
rd

en
s,

 r
is

ks
, o

r 
re

st
ri

ct
io

ns
 f

or
 

pa
rt

ic
ip

an
ts

; r
is

k 
of

 r
ed

uc
in

g 
sc

ie
nt

if
ic

 o
r 

so
ci

al
 v

al
ue

 (
eg

, 
re

cr
ui

tm
en

t c
ha

lle
ng

es
 d

ue
 to

 S
T

I 
m

on
ito

ri
ng

, e
ar

ly
 te

rm
in

at
io

n 
of

 A
T

I 
af

te
r 

ST
I 

di
ag

no
si

s)
, o

r 
re

du
ci

ng
 d

iv
er

se
 r

ep
re

se
nt

at
io

n

 
E

nc
ou

ra
ge

 a
dd

iti
on

al
 S

T
I 

m
on

ito
ri

ng
 a

nd
 tr

ea
tm

en
t f

or
 p

ar
tic

ip
an

ts
 a

nd
 p

ar
tn

er
s 

ou
ts

id
e 

th
e 

tr
ia

l (
eg

, r
eg

ul
ar

 u
se

 o
f 

st
an

da
rd

 te
st

 
an

d 
tr

ea
t s

er
vi

ce
s 

of
fe

re
d 

by
 h

ea
lth

 d
ep

ar
tm

en
ts

 o
r 

ch
ar

ita
bl

e 
or

ga
ni

sa
tio

ns
)

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

M
on

ito
r 

tr
ia

l r
es

ul
ts

 
E

st
ab

lis
h 

in
de

pe
nd

en
t S

M
C

 to
 r

ev
ie

w
 in

te
ri

m
 tr

ia
l d

at
a 

(e
g,

 s
af

et
y 

of
 c

ur
e-

re
la

te
d 

tr
ia

l i
nt

er
ve

nt
io

n,
 p

ar
tn

er
 s

af
et

y)
R

is
k 

of
 r

ed
uc

in
g 

sc
ie

nt
if

ic
 o

r 
so

ci
al

 v
al

ue
 (

eg
, e

ar
ly

 tr
ia

l 
te

rm
in

at
io

n)

Se
le

ct
 a

pp
ro

pr
ia

te
 tr

ia
l s

ite
s

 
Se

le
ct

 s
ite

s 
w

ith
 r

eg
ul

ar
 a

nd
 r

ob
us

t c
om

m
un

ity
 e

ng
ag

em
en

t e
xp

er
ie

nc
e 

w
ith

 c
om

m
un

ity
-b

as
ed

 o
rg

an
is

at
io

ns
 th

at
 h

av
e 

th
e 

ca
pa

ci
ty

 
to

 d
is

cu
ss

 A
T

I 
tr

ia
ls

 a
nd

 p
ar

tn
er

 p
ro

te
ct

io
ns

. S
el

ec
t s

ite
s 

w
ith

 c
om

m
un

ity
 a

dv
is

or
y 

bo
ar

d 
to

 a
dv

is
e 

on
 e

m
er

gi
ng

 p
ar

tn
er

 p
ro

te
ct

io
n 

is
su

es
9

R
is

k 
of

 r
ed

uc
in

g 
sc

ie
nt

if
ic

 o
r 

so
ci

al
 v

al
ue

 (
eg

, i
f 

se
le

ct
iv

e 
si

te
 s

el
ec

tio
n 

le
ad

s 
to

 r
ec

ru
itm

en
t c

ha
lle

ng
es

),
 o

r 
di

ve
rs

e 
re

pr
es

en
ta

tio
n;

 r
is

k 
of

 li
m

iti
ng

 a
cc

es
s 

to
 A

T
I 

tr
ia

ls

 
Se

le
ct

 s
ite

s 
th

at
 h

av
e 

re
la

tio
ns

hi
ps

 w
ith

 c
om

m
un

ity
 H

IV
 c

lin
ic

ia
ns

73
–7

6  
an

d 
pr

ov
id

e 
co

nt
in

ui
ng

 m
ed

ic
al

 e
du

ca
tio

n 
ab

ou
t t

he
 n

ee
d 

fo
r 

pa
rt

ne
r 

pr
ot

ec
tio

ns
 in

 A
T

I 
tr

ia
ls

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

Pr
ac

tis
e 

go
od

 c
om

m
un

ic
at

io
n 

an
d 

bu
ild

 tr
us

t

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.



A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript

Dubé et al. Page 26

P
ot

en
ti

al
 e

th
ic

al
 li

m
it

at
io

ns
 a

nd
 t

ra
de

of
fs

 
Pr

ac
tis

e 
go

od
 c

om
m

un
ic

at
io

n 
an

d 
bu

ild
 tr

us
t w

ith
 p

ar
tic

ip
an

ts
 a

nd
 th

ei
r 

pa
rt

ne
rs

 th
ro

ug
ho

ut
 th

e 
tr

ia
l t

o 
en

ab
le

 o
pe

n 
an

d 
in

di
vi

du
al

is
ed

 d
ec

is
io

n 
m

ak
in

g13
 a

bo
ut

 p
ar

tn
er

 p
ro

te
ct

io
ns

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

 o
r 

tr
ad

eo
ff

s

E
ns

ur
e 

pr
om

pt
 m

an
ag

em
en

t 
of

 a
ny

 H
IV

 a
cq

ui
re

d 
du

ri
ng

 A
T

I—
co

nd
uc

t 
A

T
I 

tr
ia

ls
 o

nl
y 

w
he

n 
pa

rt
ne

rs
 w

ho
 a

cq
ui

re
 A

T
I-

re
la

te
d 

H
IV

 w
ill

 b
e 

tr
ea

te
d 

pr
om

pt
ly

 a
nd

 m
ai

nt
ai

ne
d 

on
 t

re
at

m
en

t

Se
le

ct
 a

pp
ro

pr
ia

te
 tr

ia
l s

ite
s

 
Se

le
ct

 s
ite

s 
w

ith
 a

cc
es

s 
to

 lo
ng

-t
er

m
, q

ua
lit

y 
H

IV
 p

re
ve

nt
io

n 
se

rv
ic

es
 a

nd
 tr

ea
tm

en
t i

n 
th

e 
co

m
m

un
ity

 a
nd

 e
st

ab
lis

he
d 

re
la

tio
ns

hi
ps

 
to

 e
ns

ur
e 

lin
ka

ge
 to

 a
nd

 r
et

en
tio

n 
in

 e
ff

ec
tiv

e 
pr

ev
en

tio
n 

an
d 

ca
re

. C
on

si
de

r 
pr

ef
er

en
tia

lly
 s

el
ec

tin
g 

si
te

s 
w

he
re

 H
IV

 s
tig

m
a 

in
 th

e 
co

m
m

un
ity

 is
 a

ls
o 

lo
w

, a
s 

th
is

 c
ou

ld
 f

ur
th

er
 r

ed
uc

e 
th

e 
ri

sk
s 

of
 a

ny
 a

cq
ui

re
d 

H
IV

 in
fe

ct
io

n 
du

ri
ng

 A
T

I

R
is

k 
of

 r
ed

uc
in

g 
sc

ie
nt

if
ic

 o
r 

so
ci

al
 v

al
ue

 (
eg

, i
f 

se
le

ct
iv

e 
si

te
 

se
le

ct
io

n 
le

ad
s 

to
 r

ec
ru

itm
en

t c
ha

lle
ng

es
),

 o
r 

re
du

ci
ng

 d
iv

er
se

 
re

pr
es

en
ta

tio
n;

 r
is

k 
of

 li
m

iti
ng

 a
cc

es
s 

to
 A

T
I 

tr
ia

ls

C
on

du
ct

 s
w

if
t r

ef
er

ra
l t

o 
A

R
T

 th
ro

ug
h 

es
ta

bl
is

he
d 

re
fe

rr
al

 p
ra

ct
ic

es

 
B

e 
pr

ep
ar

ed
 to

 li
nk

 p
ar

tn
er

s 
w

ho
 a

cq
ui

re
 H

IV
 to

 lo
ca

l H
IV

 tr
ea

tm
en

t p
ro

vi
de

r. 
To

 e
ns

ur
e 

pr
om

pt
 tr

ea
tm

en
t, 

pr
oo

f 
of

 a
n 

A
T

I-
re

la
te

d 
H

IV
 a

cq
ui

si
tio

n 
sh

ou
ld

 n
ot

 b
e 

re
qu

ir
ed

N
o 

m
aj

or
 e

th
ic

al
 li

m
ita

tio
ns

C
ol

um
ns

 li
st

 b
as

ic
 c

on
si

de
ra

tio
ns

 f
or

 p
ro

te
ct

in
g 

pa
rt

ne
rs

 a
nd

 u
nd

er
ly

in
g 

ju
st

if
ic

at
io

n,
 p

os
si

bl
e 

w
ay

s 
of

 im
pl

em
en

ta
tio

n,
 a

nd
 p

ot
en

tia
l e

th
ic

al
 li

m
ita

tio
ns

 a
nd

 tr
ad

eo
ff

s.
 A

R
T

=
an

tir
et

ro
vi

ra
l t

re
at

m
en

t. 
A

T
I=

an
al

yt
ic

al
 tr

ea
tm

en
t i

nt
er

ru
pt

io
n.

 P
3=

Pr
ot

ot
yp

e 
Pa

rt
ne

r 
Pr

ot
ec

tio
n 

Pa
ck

ag
e.

 P
E

P=
po

st
-e

xp
os

ur
e 

pr
op

hy
la

xi
s.

 P
rE

P=
pr

e-
ex

po
su

re
 p

ro
ph

yl
ax

is
. S

M
C

=
st

ud
y 

m
on

ito
ri

ng
 c

om
m

itt
ee

. S
T

I=
se

xu
al

ly
 

tr
an

sm
itt

ed
 in

fe
ct

io
n.

Lancet Infect Dis. Author manuscript; available in PMC 2023 October 02.


	Abstract
	Introduction
	Analysis of available evidence
	The case for partner protections in HIV cure-related trials involving ATIs
	Proposed P3 framework
	A proposed prototype P3 framework
	Proposed basic considerations for protecting partners
	Possible ways of implementing basic partner protections
	Possible future directions

	References
	Table 1:
	Table 2:
	Table 3:

