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Early-phase HIV remission (“cure”) trials aim to test interventions developed to eradicate HIV or to sustainably
control HIV without antiretroviral treatment (ART). Many remission trials include analytic treatment interrup-
tion (ATI) to evaluate interventions, which increases the risk to participants and their sexual partners. We
conducted an online questionnaire of international HIV remission trial investigators and other study team
members to assess their expectations regarding the time to achieve long-term control of HIV replication without
treatment (functional cure) or complete eradication of replication-competent HIV virus (sterilizing cure); atti-
tudes toward HIV remission research and the feasibility, acceptability, and efficacy of six HIV transmission risk
mitigation strategies during trials with ATI of fixed duration.

Nearly half of respondents (47%) reported expecting a functional cure for HIV to be achieved in 5-10 years,
and one-third (35%) reported 10-20 years for a sterilizing cure to be achieved. On a scale of —3 to 3, mean scores
indicated greater respondent concern about the risk of HIV transmission to partners during ATI (Time to rebound
Mean: 0.4 and Fixed duration Mean: 11), compared to participant health risks from ATI (Time to Rebound Mean:
-.9 and Fixed duration Mean: 0.0). With regard to feasibility, acceptability, and efficacy respectively, mitigation
efforts rated positively included: requiring counseling for potential participants (Means: 2.3; 2.1; and 1.1),
providing partner referrals for PrEP (Means: 1.3; 1.3; 1.5), providing pre-exposure proxylaxis directly to partners
(Means: 1.0; 1.5; 1.6), and monitoring participants for new sexually transmitted disease acquisition (Means: 1.9;
1.4; 1.0). Respondents were less positive about requiring that participants’ sexual partner(s) participate in risk
counseling or limiting participation to those who commit to abstaining from sex during the entire ATI period.

Our study demonstrates that HIV remission trial investigators and study team members are concerned about
the risk of transmission to sexual partners during ATI. Separating the assessment of risk mitigation strategies for
transmission risk into feasibility, acceptability, and efficacy allows the discovery of strategies that may best
achieve all three outcomes. Additional research is needed to compare these more fine-grained assessments with
views held by other investigators, people living with HIV, and trial participants.

1. Introduction

Given the costs and challenges that lifelong antiretroviral therapy
(ART) presents, the search for a cure for HIV is increasingly seen as an
important and potentially feasible approach. HIV remission (“cure”)
trials aim to develop and test interventions to either completely eradi-
cate HIV from the body, or to sustainably suppress HIV sufficiently
enough to avoid immunologic damage without ART)' Most such studies
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are in early stages of investigation. HIV remission trials often require
some form of analytic treatment interruption (ATI), which is the halting
of ART for a fixed or variable time to assess whether suppression in its
absence has been achieved.”* However, controversy exists over the use
of ATI, because such interruptions involve health risks for people with
HIV (PWH) participating in such trials as well as their partners.>*”
Concerns have been generated particularly over trials with longer du-
rations of pausing before re-starting ART, as the longer the duration, the
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greater the risk. Mitigation of partner risk is a particularly critical
challenge.®’ Partners are not involved in the consenting process and
may or may not be involved in knowing about the risk, which compli-
cates strategies for mitigating that risk.

To address such challenges ethically and balance them with
advancing science, it is important to understand the attitudes and views
of the many stakeholders involved in such trials. These individuals can
inform us of actual challenges and best strategies and therefore, should
be part of the solution. The extant literature on stakeholder views in-
cludes studies of how PWH might respond to trials with ATI. These
studies included both larger surveys of the general HIV population that
demonstrated interest and hypothetical willingness to consider partici-
pation and smaller studies of individuals who considered participation
in actual ATI trials and declined or joined. In those studies of actual trial
recruits, the risk of ATI was a concern among some decliners.»® One
survey of over 400 members of an HIV research cohort in Thailand
compared attitudes toward hypothetical ATI trials of shorter versus
longer durations and found greater willingness to consider participation
for trials with shorter ATI duration than longer'’; another investigated
attitudes before and after HIV treatment interruption of 11 remission
trial participants in the HIV-STAR study in Belgium, finding 10/11 had
high satisfaction with ATI, but most had underestimated the emotional
impact, which was associated with “feelings of uncertainty and loss of
control”. Risk of HIV transmission due to viral rebound was also judged
as burdensome.'! A compelling personal account by Freshwater (2019)
described his decision to participate in a “cure” trial with ATIL.'? Each of
the aforementioned revealed the relative willingness of PWH to partic-
ipate in remission trials and to accept the risks involved in order to
advance science.

What of the researchers who conduct remission trials with ATI? To
our knowledge, there is only one prior study exploring researcher or care
provider attitudes about remission trials. Lau and colleagues (2020)
describe their online international surveys of PWH and care providers,
finding that both were concerned about risk of HIV transmission to trial
participants’ partners during ATL'® These surveys also included a
question about when respondents thought a cure for HIV would be
achievable, though without differentiating functional from sterilizing
cure. PWH were more optimistic than care providers about prospects for
cure.'® In this article, we contribute to this limited literature, reporting
on a survey of international HIV remission trial investigators and other
study team members with these specific aims:

1. Assess expectations about timeline to achieve an HIV functional or
sterilizing cure.

2. Compare trials with time to rebound ATI (restart ART after
confirmed viremia of 1000 copies/mL) and those with fixed duration
ATI (restart ART after confirmed viremia at 1000 copies/mL that
lasts for 4 weeks); assess degree of investigators’ concerns regarding
participants’ developing virologic resistance, HIV symptoms or
opportunistic infections, reluctance to restart ART after ATI, and risk
of transmission to sexual partners during ATL

3. Measure perceived feasibility, acceptability, and efficacy of trans-
mission risk mitigation approaches.

4. Examine attitudes about whether monitoring participants’ sexual
activity during a trial with ATI would strain the researcher/partici-
pant relationship.

2. Methods

Potential respondents for our online survey were identified and
selected in two batches. Current and recently completed clinical trials
and observational studies that included analytical treatment in-
terruptions (ATI) were initially identified if they were listed as a study
on the Treatment Action Group (TAG) Research Toward a Cure Trials
study list."* For each likely relevant ATI study identified, clinicaltrials.
gov'® was used to identify individuals serving in the role of Principal
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Investigator (PI), Study Chair, Recruiter, or contact person(s). These
initial efforts yielded a total of 110 researchers (Batch 1) anticipated to
meet respondent eligibility criteria, who were contacted and invited to
participate via email addresses obtained through publicly available
online resources. A second batch of researchers anticipated to meet
eligibility criteria was identified through researchers involved in active
AIDS Clinical Trials Group (ACTG) HIV “cure” studies, by consulting
colleagues and study tracking resources from the Southeast Asia
Research Collaboration in HIV (SEARCH), and through referrals from
TAG’s Basic Science, Vaccines, and Cure Project Director, Richard Jeffries.
Sixty additional researchers from this batch were identified and
recruited via email. In sum, 170 professionals working in HIV remission
research were recruited to take the anonymous survey, including in-
dividuals from North America, Europe, Asia, and Africa. The study was
reviewed by UNC’s Office of Human Research Ethics (OHRE) and
determined to be exempt.

2.1. Measures

A questionnaire was administered in English using Qualtrics and
took 20 min or less to complete. It remained open to participants from
March 17-June 3, 2021, with up to 3 follow-up emails sent as needed.
The questions included in this analysis are available as Supplement 1.
Items assessed the following domains.

2.1.1. Socio-demographic characteristics

Respondents were asked about their gender identity, racial identity/
ethnicity, age, level of educational attainment, current geographical
location, and clinical trial/professional role (e.g., principal investigator,
nurse-investigator, and clinician investigator; study coordinator; or
other trial personnel; and other).

2.1.2. HIV trials experience

Respondents were asked about the number of completed and
ongoing HIV remission trials that they had been part of in the past five
years, what year they were first and most recently involved in a trial as
part of a research team, and the number of people they had personally
recruited and/or consented to participate in trials over the past five
years. They were then asked to select all applicable ATI approaches used
by the HIV remission trials they were involved in. These questions
included response options developed for this questionnaire based on
expert advice from our research team.

Respondents were also asked about the number of upcoming HIV
remission trials that they had assisted in planning, for which recruitment
was expected to start within the next 12 months, and the year the trials
were expected to start. They were then asked the same questions about
trial interventions and ATI approaches they planned to use.

2.2. Aim 1: Expectations about timeline to achieve an HIV cure

Respondents were asked how long they thought it would be until
research had identified an intervention that achieved a functional cure
(meaning treatment-free remission without complete viral eradication)
and a sterilizing cure (meaning complete viral eradication) for HIV,
using 2 questions modified from one used by Lau et al., 2020"° to add a
differentiation of functional vs. sterilizing cure. Response options
included, “<5 years”, “5-10 years”, “10-20 years”, “>20 years” and
“never”.

2.3. Aim 2: Attitudes about risks associated with HIV remission trials and
use of ATI

In this section, two trial situations were described: “1) A trial that
uses ATI to measure ‘time to rebound’. In this trial, participants would
restart ART after confirmed viremia of 1000 copies/mL. 2) A trial that
uses ATI of a ‘fixed duration’. In this trial, participants restart ART after
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confirmed viremia at 1000 copies/ml that lasts for 4 weeks.” Then, for
each of the two trial situations, we assessed researcher concerns about
risk to trial participants of developing: 1) antiretroviral resistance, 2)
symptoms of HIV or opportunistic infections, 3) reluctance to restart
ART after a trial, and 4) the risk of transmitting HIV to sexual partners
during a trial. Respondents’ concerns were assessed using 7-point scales
(—3; 0; +3) between bipolar, contrasting descriptors (i.e., not at all to
extremely), and a neutral zero point. The scale’s intervals were assumed
to be of equal distance.

2.4. Aim 3: Attitudes about transmission risk mitigation approaches
during ATI trials of fixed duration

Using implementation science concepts from Proctor et al.'® re-
spondents were asked to rate mitigation approaches based on how
feasible each action was, how acceptable it was to them as a
researcher, and how efficacious they anticipated each action to be at
reducing transmission risk during trials with ATI, of fixed duration,
respectively. Six actions were listed: 1) require counseling for potential
participants that is focused on reducing transmission risk during ATI of
fixed duration; 2) require that participants’ sexual partner(s) participate
in risk counseling targeted to reducing transmission risk during ATI of
fixed duration; 3) limit participation to those who commit to abstaining
from sex during the entire ATI period; 4) provide referrals so that all HIV
negative partners of participants can obtain pre-exposure proxylaxis
(PrEP); 5) provide PrEP directly to all HIV negative partners of partici-
pants without cost; and 6) monitor participants for new sexual trans-
mitted disease (STD) acquisition as an effort to assess sexual activity. For
each, a 7-point scale (—3; 0; +3) was used.

2.5. Aim 4: Attitudes about efforts to limit and monitor participants’
sexual activity during ATI trials

Respondents were asked to rate their agreement with the following
statement: “Efforts to limit and monitor participants’ sexual activity
during a trial with ATI would strain the trusting relationship between
researcher and participant.” The same 7-point scale (—3; 0; +3) was
used, with contrasting anchoring descriptors of strongly disagree to
strongly agree.

3. Analysis

Of the 170 respondents who were invited to take the survey, 157 of
the invitation emails were successfully delivered. Sixty-six respondents
started the survey, of which 10 did not answer any questions and were
therefore excluded. Of the remaining 56 respondents, four were ineli-
gible. After excluding those four, 52 eligible respondents who started the
survey were included in the analysis data set, including 11 who had
partially completed the survey. The response rate was (52/157) 33%.
Quantitative analysis was conducted using IBM SPSS Statistics 27. All
variables were analyzed descriptively. Frequencies and percentages
were presented for categorical variables and means, or medians were
presented for continuous and scale variables unless already categorized.

4. Results
4.1. Socio-demographic characteristics

Sixty-five percent of the survey respondents were white, 50% female,
33% had a medical degree only, and 25% had both PhD and medical
degrees (Table 1). Fifty-six percent of the respondents resided in North
America, and 75% were investigators for their clinical trials, a category
that included principal investigator, nurse-investigator, and clinician
investigator. The minimum and maximum age of participants was 35
and 65 years old, respectively, with a median age of 54 years and a range
of 30 years.
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Table 1

Respondent’s socio-demographic characteristics.
Socio-demographics Count (N = 52) Percent
Gender
Female 26 50
Male 25 48
Non-binary 1 2
Race
Asian or Asian American 10 19
Black or African American
Hispanic or Latinx 4 8
Hispanic or Latinx, White 2 4
White 34 65
Age group (years) (n = 50)
30-39 3 6
40-49 16 32
50-59 19 38
>60 12 24
Education
Bachelors’ Degree 5 10
High School 1 2
Masters’ Degree 8 15
Medical Degree Only 17 33
PhD 6 12
PhD & Medical Degree 13 25
Other: 2 4
Respondent continent of residence (n = 50)
Unknown 2 4
Africa 2 4
Asia 8 15
Europe 9 17
North America 29 56
South America 2 4
Role (within Clinical Trials)
Investigator 39 75
Study Coordinator 10 19
Other” 3 6

@ “Other” included Clinical Director, Research Program Director, and CRS
Coordinator.

4.2. HIV trial experience

Forty-four percent (44%) of the respondents reported that they had
been part of 2-4 HIV remission trials in the past five years and 27%
reported planning at least 2-3 upcoming trials. Thirty-seven percent of
the respondents reported not planning any upcoming trials, while 33%
reported planning at least 1 trial.

Fig. 1 shows that, in the past five years, 60% of the respondents re-
ported using “time to rebound”, 25% reported using both “time to
rebound” and “fixed duration”. Forty-seven percent (47%) of the re-
spondents reported that “time to rebound” ATI approach will be used in
the next planned trials and 17% reported that “fixed duration” ATI
approach will be used.

Thirty-one percent of 48 respondents reported personally recruiting
and/or consenting more than 30 participants in the past five years. In
contrast, 23% reported not personally recruiting and/or consenting
participants—most of these (8/11) were investigators. Forty-five
percent (45%) of 45 respondents reported that they were first
involved in HIV remission trials between 2010 and 2014, and 33% re-
ported getting involved between 2015 and 2019. Sixty-nine percent
(69%) of the respondents reported being involved in an HIV remission
trial as recently as 2021. At least 16 of respondents whose most recent
trial involvement was 2021 also reported planned HIV remission trials
expected to start in the same year, i.e., 2021. Overall, of the 29 re-
spondents who reported planning upcoming HIV remission trials, the
majority (79%) were expected to start in 2021.

4.3. Aim 1: Assess expectations about timeline to achieve an HIV cure

Forty-seven percent of respondents reported that a functional cure
will be achieved within between 5 and 10 years, and 35% reported that a
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Used and planned ATI approaches
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& Fixed duration

ATI Approaches

M Used ATl approaches past 5 years (n=48)

sterilizing cure will be achieved within between 10 and 20 years (Fig. 2).
Twenty-six percent of the respondents reported that a functional cure
will be achieved between 10 and 20 years and that a sterilizing cure will
never be achieved (Fig. 2).

4.4. Aim 2: Attitudes about risks associated with HIV remission trials and
use of ATI

Table 2 summarizes concern about risks associated with ATI. Overall,
respondents reported low concern about ATI risk to participants (—1.3
time to rebound and —0.4 fixed duration for developing resistance; —0.9
time to rebound and O fixed duration for developing HIV symptoms).
They also reported perceiving that the risk for reluctance to restart ART
after an ATI was low (—0.8 time to rebound; —0.5 fixed duration). In
contrast, they reported some concern about risk of HIV transmission
during ATI (0.4 time to rebound and 1.1 fixed duration).

4.5. Attitudes about transmission risk mitigation approaches during ATI
trials of fixed duration

Table 3 presents respondents’ evaluations of strategies to mitigate
transmission risk during ATI of fixed duration. Mitigation approaches
that had positive mean ratings for feasibility and acceptability, respec-
tively (above the midline of zero) were participant counseling (2.3 and
2.1), partner referrals for PrEP (1.3 and 1.3), direct PrEP provision (1.0
and 1.5), and STD monitoring (1.9 and 1.4). Mitigation approaches that
had positive mean ratings for efficacy were participant counseling (1.1),

Time to rebound
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Fig. 1. Analytic treatment interruption (ATI)
approaches used and planned**

**“Other” ATI approach reported as used in
the last 5 years and in the planned trials was
defined as “open duration to find set point
and durability”. Both “time to rebound” and
“Other” ATI approaches reported as used in
the last 5 years was “ART resumption based
on multiple or composite measures”. “Other”
in the planned trials was “still under
discussion”.

No trials have

& Other*: used ATI

M Planned ATl approaches next 12 months (n=30)

partner counseling (0.2), referrals for PrEP (1.5), direct PrEP provision
(1.6), and STD monitoring (1.0).

5. Discussion

In this study, we offer a unique set of self-reported data on interna-
tional HIV remission trial researchers’ concerns about studies with
ATI—a topic that has generated considerable controversy in the scien-
tific and bioethics literature. Our respondents represented diverse pro-
fessional  backgrounds, geographies, and socio-demographic
characteristics, with considerable historical and current experience
conducting remission trials, and with ATL. Our findings inform ways to
improve ATI trials and generate important areas for future research.

Our findings reveal which risks are most worrisome for researchers
conducting HIV remission trials with ATI, and among those risks, what
strategies are considered most promising. Our respondents, overall,
expressed little concern regarding trial participants developing antire-
troviral resistance or HIV symptoms or opportunistic infections, or of
exhibiting a reluctance to restart ART following an ATI trial—whether
defined by time to rebound or fixed duration. In contrast, the risk of
transmitting to sexual partners elicited more concern, especially when
ATI was of longer duration. This finding is in accordance with several
other studies that indicate a high level of concern.®%!”

Regarding the strategies for risk mitigation, four approaches were
rated as acceptable, feasible and potentially efficacious by respondents:
1) counseling, 2) referral for PrEP, 3) provision of PrEP, and 4) STD
monitoring. Partner counseling and requiring abstinence were not.

Achieving Functional and Sterilizing Cure for HIV

80%

60%

40%

Respondents (%)

<5 years 5-10 years

N lI
. |- ] -.

10-20 years

>20 years Never

Timeline for achieving functional vs. sterilizing cure for HIV

B Functional cure for HIV (n=47)

M Sterilizing cure for HIV (n=48)

Fig. 2. Timeline for functional and sterilizing HIV cure.
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Efforts to limit and monitor participants'sexual activity during
trial with ATl would strain the trusting relationship between
researcher and participant:
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-3: Strongly disagree;
3: Strongly agree

Fig. 3. Monitoring participants’ sexual activity during ATI trials.

Table 2
Respondents concerns regard use of an anlytical treatmetn interruption (ATI) in
HIV remission trials.

Table 3
Feasibility, acceptability, and efficacy of each action to reduce transmission
during ATI trials.

Time to Fixed
Rebound ATI Duration ATI

ATI Concerns about: (-3: Not at all; 3: Extremely)

Mean; Range; Mean; Range;

() ()
1.3; 6; (42)

Concern about risk to trial participants of
developing antiretroviral resistance in a trial
with ATI resumption defined by:

Concern about participants’ risk of developing
symptoms of HIV or opportunistic infections
in a trial with ATI resumption defined by:

Concern about the potential for participants to
be reluctant to restart ART after a trial with
ATI resumption defined by:

Concern about the risk of trial participants
transmitting HIV to sexual partners during a
trial with ATI resumption defined by:

—.4; 6; (39)
—.9; 6; (37) .0; 6; (38)
—.8; 6; (41) —.5; 6; (39)

4; 6; (45) 1.1; 6; (44)

While monitoring participants’ new STD acquisition to assess sexual
activity was judged as potentially feasible, acceptable, and efficacious,
most respondents also agreed with the statement, “Efforts to limit and
monitor participants’ sexual activity during a trial with ATI would strain
the trusting relationship between researcher and participant.” In-
vestigators may find monitoring STD acquisition to assess sexual activity
acceptable from their viewpoint, while still be aware of the possible
negative impact on their relationship with participants. This is an area
for future research.

The feasibility, acceptability, and efficacy of risk mitigation strate-
gies is further complicated by practicability for the clinical trial team
and the social and economic contexts of potential trial participants. For
example, in many parts of the world, it may be common for PWH not to
disclose their status to partners, even regular or monogamous
partners.'® ' Thus, despite well-intentioned efforts, some risk mitiga-
tion strategies that depend upon talking with partners about ATI will be
difficult to adopt. One choice investigators may make is to limit
recruitment to individuals who have disclosed to partners, although this
assumes single partnerships and honesty about the disclosure. In a
recent article, Rennie and colleagues22 detailed the importance of trust
in navigating recruitment, enrollment, and mitigating risk during and
after ATI trials. They show how strengthening trust relationships and
tackling sources of distrust can reduce, though not eliminate the risk of
transmission. Rennie and colleagues’ recommendations include

Anticipate feasibility, acceptability, Feasible Acceptable Efficacious
and efficacy of the following actions
.. . . Mean; Mean; Mean;
to reduce transmission risk during Range; () Range; (n) Range; ()
trials with ATI of fixed duration. (-3: ’ ? ’
Not at all; 3: Extremely)
Require counseling for potential 2.3; 3; 2.1; 5; (42) 1.1; 6; (42)
participants that is focused on (42)
reducing transmission risk during
ATI of fixed duration
Require that participants’ sexual —.2; 6; —.0; 6; (39) .2; 6; (40)
partner(s) participate in risk (40)
counseling targeted to reducing
transmission risk during ATI of
fixed duration.
Limit participation to those who —.8; 6; —.7; 6; (37) —.2; 6 (38)
commit to abstaining from sex (36)
during the entire ATI period.
Provide referrals so that all HIV 1.3; 5; 1.3; 5; (42) 1.5; 5; (42)
negative partners of participants (42)
can obtain PrEP
Provide PrEP directly to all HIV 1.0; 5; 1.5; 5; (42) 1.6; 6; (42)
negative partners of participants (41)
without cost.
Monitor participants for new STD 1.9; 3; 1.4; 6; (40) 1.0; 6; (41)
acquisition as an effort to assess 41)

sexual activity.

Seventy percent (70%) of the respondents agreed that efforts to limit and
monitor participants’ sexual activity during the trial would strain the trusting
relationship between researcher and participant (Fig. 3); the mean score was 0.9
(n = 41).

concrete examples of what the research teams and sexual partners trust
that participants will do, and likewise what participants trust the
research team will do.?!

We make several contributions to the study of remission trial in-
vestigators’ views. First, by assessing differences in their overall as-
sessments of feasibility, acceptability, and efficacy of different
mitigation strategies, we demonstrate the importance of more nuanced
measures than have been used in previous studies—e.g., studies that
assess only acceptability will be missing critical data on whether a risk
mitigation approach is feasible and potentially efficacious. Second, we
extend the findings of Lau and colleagues regarding the anticipated time
it will take for scientists to discover a cure by demonstrating there is
greater optimism regarding the promise of a functional cure, compared
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to a sterilizing cure. Future research would benefit from differentiating
expectations regarding types of “cure”.

Our study has several limitations. One is regarding the limitation
inherent in surveys that provide long and detailed definitions for con-
cepts. For example, although we provided definitions of ‘fixed duration’
and ‘time to rebound’ designs, based on expert advice, given lack of
specific detail regarding variability within categories, there may be
differences in respondents’ interpretation of their meaning that we are
not able to discern. Another limitation is the number of respondents in
our survey. Although our sample is quite diverse, with considerable
experience in HIV remission trials, it is nevertheless small; our response
rate was 33%. Because the survey was anonymous, we have no way to
assess for bias in those who responded to the survey compared to those
who did not. A larger sample would have enabled us to model statistical
relationships rather than the descriptive analyses presented in this
report. Future studies should attempt to obtain a larger sample of HIV
remission trial investigators and incorporate comparisons of investi-
gator and participants’ views where possible.

6. Conclusion

Investigators and clinical trial team members involved in HIV
remission research expressed caution about how long it will take to
achieve an HIV cure, particularly a sterilizing one. Reassuringly, they
report, on average, low concern about the risk to participants in
remission research with ATI. They report a higher concern about
transmission risk to sexual partners during ATI but endorse several risk
mitigation approaches in terms of feasibility, acceptability, and efficacy.

This study data generates important areas for future research. As
more trials are conducted, investigators’ attitudes about the accept-
ability, feasibility, and efficacy of risk mitigation efforts may change.
Continued research is needed to assess the most concerning risks and
efforts to reduce those risks as our knowledge base grows. Those future
studies should differentiate important implementation domains (such as
acceptability, feasibility, and efficacy) to best inform future protocols.

It is also critically important to understand the attitudes and expe-
riences of PWH. While direct comparisons between professionals and
PWH can be informative, studies should be tailored to the experiences
and expertise of each study population. Studies that compare attitudes
about the acceptability of approaches, for example, may be important to
inform ways to maintain and bolster trusting relationships in the clinical
trial context. Additional insights will be gained by implementing social/
behavioral research with trial participants, to understand their experi-
ences during the trial and to carefully explore the actual impact of
participation on participants and their partners, including responses to
risk mitigation approaches that are employed.
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