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ABSTRACT:

|l n September of 2007, the
suddenly and unexpectedly to a halt. The Step results brought an
unprecedented dialogue between the trial sponsors and civil society.
There was a high level of information and materials sharing and
constructive dialogue about how to craft messages that were accurate
and moved the field ahead. This also held true around preparations for
the PAVE 100 trial. With the advent of HVTN 505, a gap between the
broader community (advocacy groups working on and impacted by
HIV prevention research) and the trial sponsors increased, which
Impeded community stakeholders from becoming involved.

Despite efforts of the HVTN, CABs and the VRC to inform and

Involve community stakeholders, there have been gaps in
understanding, involvement and acceptance of the 505 trial.

BACKGROUND:

In September 2007, immunizations were stopfurek to a finding of
futility --in the Step trial of Merck's vaccine candidate, MR#5 (a

trial also testing MRKAdS5, Phambili was paused in September and
then permanently stopped in October after its DSMB concluded this
trial was also futile). Subsequent data analysesdrtme Step trial
suggested that the vaccine may have made some volunteers (those
with pre-existing immunity to Ad5, the vaccine's vector and
uncircumcised volunteers) more susceptible to acquiring HIV
Infection. Further analysis suggested that Ad5 immunity alone was not
a factor in higher acquisition rates, but these guestions derailed the
proposed efficacy trial, PAVE 100. PAVE 100 planned to test a vaccine
strategy developed by the US Vaccine Research Center (VRC)
composed of a series of three DNA immunizations and a single
Immunization with a vaccine that uses an adenovirus type 5 (Ad5)
vector. The safety concern around increased susceptibility in those
participants who were AdSeropositive and uncircumcised in the Step
trial caused the initial PAVE 100 trial design to be scaled down
considerably (many of the sites were to have been in parts of Africa,
where Ad5seropositivity is quite high). PAVE 100 in its original
design was tabled and after significant discussion, it was agreed that
the VRC vaccine regimen would be tested in a much smaller trial,
HVTN 505.

The HVTN is recruiting 1,350 volunteers for the 505 study. Half of
those participants will receive the investigational vaccine regimen; the
other 675 volunteers will receive placebo. Participants must be
circumcised and at the time they are enrolling, without Ad5 antibodies
resulting from previous exposure to the Ad5 virus. The principal
endpoint of the trial, apart from safety, is the reduction in viral load
post infection. There are no plans to license the 505 vaccine even if a
reduction in viral load is shown.

METHODOLOGY:

In the two years since the Step results were announced, AVAC and its
partners have engaged in numerous structured conversations with
NIAID, its Vaccine Research Program, and the broader community of
HIV prevention advocates like AVAC including those who are not part
of trial site communities. This work has provided a documented case
history of how community engagement has functioned with both
trials.

RESULTS:

The Step results brought an unprecedented dialogue involving NIAID,
Its Vaccine Research Program, and the broader community of HIV
prevention advocates like AVAC who are not part of trial site
communities. With the advent of HVTN 505, a gap between the
broader community (advocacy groups working on and impacted by
HIV prevention research) and the trial sponsors increased, which
Impeded community stakeholders from becoming involved.

NIAID and HVTN representatives have made themselves available on
an ongoing basis to answer questions. Principal investigators Scott
Hammer andMlagdaSobieszczykave been unfailingly open to
conversations, requests for information, and presentations, as have
other staff members at the NIAID and the HVTN. Yet, the publicly
available materials and consultations have fallen short in explaining
such a complex undertaking.

Some of the gaps identified have been:

- A series of calls held by the NIH allowed community members to
hear a description of the trial and to pose questions to investigators in
real time. Yet the length and timing the calls was such that community
member s werenot able to digest

These calls were early on in the process, and should be revisited now
that 505 has begun recruitment, and more has been learned about the
Step trial results.
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2007 | 2008 2009
September 19 May 30 March 2
Step and Phambili vaccine trials AVRS meeting to discuss PAVE HVTN 505 protocol submitted
stopped immunizations 100A—committee recommended for FDA review
that the study move forward
September 21 March 9-10
NIAID trials of vaccines that used July 17 NHVREI Partners Training and
adenovirus vectors, including NIAID announces it will not Update, where HVTN 505 protocol
PAVE 100, were put on hold until move forward with PAVE 100A was discussed
Step data could be further but will consider a smaller trial
reviewed of the vaccine regimen that had March 12
been proposed to be tested in Community town hall meeting
November 7 PAVE 100A in Philadelphia where HVTN 505
Step data presented at HVTN Full was discussed
Group Meeting September 11
NIAID began NGO consultations April 2
November 15 on HVTN 505 Notification from FDA that the
NHVRE! first annual briefing HVTN 505 protocol may proceed
of leaders of National AIDS November 6
Non-Governmental Organizations HVTN fact sheet describing HVTN May 6
505 trial distributed Community forum for HIV Vaccine
December 12 Awareness Day, Rochester, NY
AVRS meeting on Step and November 10
PAVE 100 NHVREI annual briefing of leaders August 31
of National AIDS Non-Governmental Start of enrollment for HVTN 505
Organizations, where HVTN 505
overview was presented and September 24
discussed Results from Thai trial (RV 144)
released
November 13
NIAID-sponsored HVTN 505 trial
telebriefing for community
November 24
Black Gay Men’s Consultation on
HIV Prevention Research where
HVTN 505 was discussed
December 5
NIAID-sponsored HVTN 505 trial
telebriefing for community
Many presentations on Step, PAVE 100 and next steps were done by HVTN and NIAID at national conferences.
* Throughout this period, sites have been engaged with their CBO partners to discuss the upcoming trial, and their CABs have been
similarly engaged. NIAID and HVTN, through the NHVREI program (http://bethegeneration.nih.gov), have been in ongoing dialog with
both the local and the national partners to keep them informed and to answer questions and concerns that they have had.

-There is still a shortfall in terms of communyiented materials that provide
critical information in a comprehensive but easydigest format. Their cultural
appropriateness for some communities has been questioned. Some believe tha
the community advisory boards (CABs) and the broader community of HIV
prevention advocates were not sufficiently consulted on their development.
Written materials are key to helping communities, not just CABs and potential
volunteers; navigate the complexities of this proposed trial.

-Confusion and concern about whether the proposed strategy is safé tanest
how HIV prevention advocates can responsibly represent the trial to their friends,

colleagues,and alidssh ave not been adequately a
Report at the 2009 HVTN Conference n
505 must still be addressed. o

- Opportunities to participate in the CABs were offered but the pathway to CAB
membership was not clear. The public information sheet distributed by HVTN
Instructed individuals who were interested in learning more about the trial
protocol to join CABs. Yet the link provided did not provide a workable roadmap
for how and where to apply. Sites should make clear and succinct information
about how to contact and join local CABs available to every audience reached,
every potential participant screened, and within all targeted communities.

-Community participation through the CABs is critical, and NIAID has made
clear that a primary purpose of community participation is protocol review.
Opportunities to comment early in the development process were inadequate.
Draft protocols should be distributed to CABs and the broader community of HIV
prevention advocates matkvelopment and feedback taken into account as is
being done in the AIDS Clinical Trials Group (ACTG). Although there are one or
two community representatives on HVTN protocol teams from a point fairly early
In the process, CABs often don't have an opportunity to provide input until the
protocol reaches a point at which it is largely finalized. Those in affected
communities, including other advocates, are then presented with the finished
product.

- As members of targ@opulationgthat have historically suffered discrimination
and beenlisenfranchised and stigmatized) community educators and recruiters
often put their social capital and reputation on the lihes therefore critical that
front line staff have adequate support in the area of educational rescbiores.
advocates expressedncern about the apparent conflict of interest faced by

a N ¢omménityRduBathbrs Ln redrditétm didrésSttfisNithdstsig@eStét that that

those staff involved in general education and front line recruiting never be the
same as those who engage enrollees in the actual informed consent process.
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STEPS FORWARD:

A social science, psychosocial, and behavioral research working group

has been convened to look at additional questions that could be posed

and possibly answered through HVTN 505. Some of these questions
concern data gathering to support trial data analysis. Others are aimed at
some of the gaps that have been ar
Research Agenda, the research ager
Health Summit, and similar documents. This approach adds value to the
communities i nvolved I n the study.
benefit from the VRC vaccine strategy, there could be useful information
gleaned to help communities advocate and implement different types of
programs and research.

In March 2009 in Philadelphia, HVTN started a series of town hall
meetings for community discussion about HVTN 505 and vaccine
research in general. These are not recruitment events but discussion
sessions that wil/ happen I n each
are very important and should be continued to update community.
Additional meetings should be scheduled as soon as possible now that
recruitment has begun. The public forums being held to get community
Input on the direction of the National AIDS Strategy, which has sought to
engage the broader community, could provide a model for these forums.

Advocates on why HVTN 505 Is
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CONCLUSIONS

HVTN 505 is one of the most complex trials to explain and enroll
undertaken to date, making the collaborative work that is known to be
critical to success for any trial critically important. With FDA approval in

pl ace, weOre one step closer to p
vaccine does in humans. Whether that question gets answered depends c
how the trial happens. This work will be complicated by the additional task
of explaining how HVTN 505 relates to and complements the research Iin
the RV 144 Thai trial. When immunizations were stopped in the Step and
Phambili trials, community participation and engagement took an
Important and long overdue step toward integration into clinical trial
development and support. The success of HVTN505 depends upon
building and expanding upon that progress.




