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Abstract

Background—Expectations regarding receipt of medications and medical care after clinical trials
conclude may inform decisions about trial participation. We describe the frequency with which these
posttrial services are described in the protocols and informed consent forms (ICFs) of antiretroviral
drug (ARV) trials.

Method—We systematically reviewed protocols and ICFs from Phase 3 and 4 antiretroviral trials
in adults (>12 years) from 1987 to 2006. Pharmaceutical industry-sponsored trials were selected from
US Food and Drug Administration (FDA) documentation and Clinicaltrials.gov. Trials administered
by the AIDS Clinical Trials Group (ACTG) were selected from the ACTG online registry. ACTG-
and industry-provided protocols and ICFs were reviewed in full. The primary outcome was any
mention of posttrial services, defined as any text regarding posttrial medications or medical care.

Results—Complete trial documents were available for 31 (48%) of 65 trials meeting inclusion
criteria. Documents from 14 trials (45%) mentioned any posttrial service: 12 (39%) mentioned
medications, and 5 (16%) mentioned medical care. Payment for trial participation (74%) and for care
for trial-related injury (94%) were mentioned more often than were posttrial services.

Conclusions—Posttrial medications or medical care was mentioned in the trial documents of <50%
of reviewed antiretroviral trials. Improved efforts are needed to clearly describe posttrial services in
clinical trial protocols and ICFs. and ICFs.

Keywords
clinical trials; HIV; posttrial services; trial protocols

© 2009 Thomas Land Publishers, Inc.

Address for correspondence: Andrea L. Ciaranello, MD, Division, of Infectious Diseases, Massachusetts General Hospital, 50 Staniford,
Street, 9th Floor, Boston, MA 02114. aciaranello@partners.org.

Conflicts of interest: Paul E. Sax reports serving as a consultant for Abbott, BMS, Gilead, Glaxo-SmithKline, Merck, and Tibotec;
receiving teaching honoraria from Abbott, BMS, Gilead, Merck, and Tibotec; and receiving grant support from Tibotec and Merck. Other
authors have no conflicts of interest to disclose.


http://www.Clinicaltrials.gov

1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Ciaranello et al.

METHOD

Page 2

In countries without comprehensive national health care systems and in resource-limited
settings, clinical trial participants may lack access to medications and medical care after trials
conclude. 1 Since approximately 2000, investigators, research participants, and ethicists have
engaged in a vigorous debate regarding whether participants in clinical trials are entitled to
receive posttrial medications and medical care and whether these services should be provided
by trial sponsors, local agencies, or national governments. The ethical debate has included
divergent opinions regarding three primary issues: (1) whether receipt of posttrial services
constitutes a fair benefit or an undue inducement to research participants,1=# (2) whether
providing posttrial services unfairly prioritizes research participants over other community
members,>~7 and (3) whether an obligation to provide such services creates an excessive
burden for trial sponsors, thus reducing their incentive to conduct research.>:6 In addition,
particularly for trials conducted in resource-limited settings, it has been suggested that local
governments and non-governmental organizations may be better suited than trial sponsors to
provide posttrial services.”™

Limited survey data suggest that patients may have strong desires and expectations to receive
posttrial services. Ninety-eight percent of participants in an international HIV trial stated that
an efficacious study drug should be provided after trial conclusion to, at minimum, trial
participants; 81% of these participants stated that the medication should be provided to all HIV-
infected patients in the world.! In a second study, patients also felt that trial participants should
receive lifelong medical care for both trial-related and -unrelated conditions.10 There is little
published literature on expectations regarding posttrial services, or receipt of such services,
for patients with conditions other than HIV infection.

Accurate expectations regarding posttrial services by research participants, investigators, and
human subjects committee members may be particularly important for trials of antiretroviral
drugs (ARVs) for HIV infection, given recent evidence of clinical risks following treatment
interruption.11~13 However, providing long-term ARVs requires infrastructure, personnel, and
clinical and laboratory monitoring that add substantial costs to the expense of ARVs alone and
may not be available after trials conclude in resource-poor locations.®

Despite the importance of posttrial services, international research guidelines offer few specific
recommendations regarding these services.14=21 The Declaration of Helsinki asserts that
posttrial access to interventions studied in trials should be “assured” to trial participants and
that plans for posttrial services should be explicitly described in trial protocols. 14 However,
other widely cited research guidelines, including those of the US National Institutes of Health
(NIH) Division of AIDS,1° state only that posttrial access to medications and medical care
should be “considered” in the trial planning process.16-21

Protocols and informed consent forms (ICFs) comprise important sources of information
regarding trial procedures and trial-related benefits to participants, investigators, and human
subjects committee members. Our objective was to characterize the ways in which posttrial
services are described in protocols and ICFs of ARV clinical trials. We conducted a systematic
review of trial protocols and template ICFs, and we report on the frequency with which these
documents explicitly mention and/or offer to provide posttrial medications and medical care
to trial participants.

Clinical Trials Included

We identified all eligible Phase 3 and Phase 4 ARV trials in adults, sponsored by either the
pharmaceutical industry or the NIH. Phase 3 trials were included to capture investigational
medications with a high probability of demonstrating efficacy but not yet commercially
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available, thereby creating a situation in which they would be desired by participants after trial
completion. Phase 4 trials were included to evaluate situations in which patients might be
expected to have another means of obtaining the study medication after trial completion, for
example by prescription through their usual means of obtaining medical care.22

We used different methods to identify three types of trials. Industry-sponsored Phase 3 trials
were identified from US Food and Drug Administration (FDA) drug approval documentation
records.23 Industry-sponsored Phase 4 trials were identified from the international
Clinicaltrials.gov registry maintained by the N1H.24 NIH-sponsored trials were limited to those
administered through the adult AIDS Clinical Trials Group (ACTG), the largest NIH-
sponsored HIV trials network, and were identified from the ACTG protocol-specific Web
pages.2® Trials were selected according to the following inclusion and exclusion criteria (Table
1).

All trials—For all categories of trials, we included stand-alone studies of ARV trials in adults
(>12 years old) conducted during or after 1987 (the year in which zidovudine was approved
for treatment of HIV). The analysis was limited to trials completed by December 13, 2006 to
improve the willingness of pharmaceutical companies to share confidential trial documents.

Phase 3 trials—Industry-sponsored Phase 3 trials were limited to all trials identified as the
“pivotal” trials leading to FDA approval of single-formulation HIV medications for adults.
The FDA Center for Drug Evaluation and Research (CDER) documents the licensing process
for all approved HIV medications and designates specific Phase 3 trials as the “pivotal” sources
of data used for approval.23 Pivotal trials were chosen to create a reasonably sized sample of
industry-sponsored trials that spanned nearly 20 years, both before and after introduction of
highly actzive antiretroviral therapy. In addition, all ACTG-administered Phase 3 trials were
included.?

Phase 4 trials—All industry-sponsored Phase 4 ARV trials registered on Clinicaltrials.gov
were included.24 All ACTG-administered Phase 4 trials were included.

Document Procurement and Data Extraction

We attempted to obtain the protocols and ICFs of all eligible trials. Protocols and ICFs for
industry-sponsored trials were obtained by direct request from the sponsoring pharmaceutical
companies. Confidentiality agreements were executed between the investigators and all
pharmaceutical companies requesting such documentation, ensuring that drugs and trials would
be de-identified in all reports. Although we attempted to obtain documents for all remaining
trials from the FDA via the Freedom of Information Act, these documents are proprietary and
are not subject to this Act (CDER, e-mail communication, Nov. 2, 2006). ACTG protocols and
template ICFs were provided by ACTG staff. This research was approved by the Human
Subjects Committee of the Massachusetts General Hospital.

Only trials for which complete protocols and ICFs were available by July 1, 2008 (18 months
after study initiation) were included. All protocols, appendices, amendments, and template
ICFs were reviewed in full by the first author. Missing data were obtained from the ACTG
Website and Clinicaltrials.gov when available.

Trial Characteristics and Services Provided to Participants During Trial Periods

Data were collected regarding the date and version number of the last available protocol/
amendment, location of trial sites (United States, other developed setting, or resource-limited
setting), sponsorship (industry or NIH [ACTG]), anticipated number of participants, age and
gender inclusion criteria, and trial duration. Data were also collected regarding additional
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services offered to participants during the trial period. These included on-study provision of
the study drug itself, other required ARVs (“background regimen”), and substitute drugs (as
needed for drug toxicity or virologic failure). We also recorded mention or offer of payment
for study participation (worded as “payment,” “compensation,” or “reimbursement,” including
offers to compensate subjects for time, transportation costs, or child care costs), and mention
or offer of payment for care for trial-related injury. These variables were recorded as
comparators for services offered after trial conclusion and in order to test a priori hypotheses
regarding trial characteristics associated with the primary and secondary outcomes.

The clinical trial was the unit of analysis. The primary outcome was any mention of posttrial
services, defined as any text regarding medications or medical care following trial conclusion.
Amendments extending the duration of previously enrolled trials met this definition only if
they referred to services to be provided after the conclusion of the last described trial phase.

Associations between trial characteristics and the primary outcome were examined using chi-
square exact tests with an alpha level of 0.05 (SAS 9.1; SAS Institute, Cary, North Carolina,
USA). Multivariate analyses were planned but were precluded by the small sample size. We
hypothesized that posttrial services would more frequently be mentioned in the documents of
(a) trials with protocols written after 2000 (compared to those written before 2000), reflecting
increased awareness of international research ethics guidelines; (b) Phase 3 trials (compared
to Phase 4 trials), reflecting a finite period of anticipated need for medications between trial
completion and drug licensure; (c) pharmaceutical industry-sponsored trials (compared to NIH/
ACTG-sponsored trials), reflecting greater financial resources for provision of posttrial
services and 2005 NIH guidelines stating that posttrial medications would not be supplied!®;
(d) trials conducted in developed settings (compared to those conducted in resource-limited
settings), reflecting lower levels of anticipated need for posttrial services due to private or
public insurance; and (e) trials offering to provide payment for participation or care for trial-
related injury during the trial periods (compared to trials not offering such services), reflecting
a greater overall willingness to provide services to participants.

For trial documents in which posttrial services were mentioned, secondary outcomes included
whether trial documents offered to provide medications or offered to provide medical care to
participants after trial completion. If posttrial medications or medical care were offered,
information was extracted regarding (a) the type of medications or care offered, (b) which
participants were eligible to receive these services, (c) the duration for which these services
were offered, and (d) who was to pay for medications or care.

Trial Characteristics and Services Provided to Participants During Trial Periods

Sixty-five trials met criteria for inclusion; documents from 31 of the 65 eligible trials were
obtained. Reasons for lack of availability of the remaining documents are detailed in Table 2.
Trials ranged widely in number of participants (range, 30-3236; median = 325) and in duration
(range, 16-416 weeks; median = 103 weeks) (Table 3). On average, ACTG-administered trials
occurred earlier (1987-2004) than industry-sponsored trials (1996—2005). Fifty-eight percent
of trials were conducted entirely within the United States, and only two trials (6%) were
conducted entirely in resource-limited settings (one each in South Africa and Brazil).

Provision of antiretroviral drugs—During the trial periods, all but one trial offered all

necessary study drugs to participants (Table 4). In 16 trials (52%), additional “background”
ARVs were required; 6 trials (19%) required participants to obtain these medications from
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sources outside of the study, 9 trials (29%) provided background ARVs completely or partially,
and 1 trial (3%) did not specify whether background ARVs would be provided. In the event of
virologic failure or toxicity requiring substitutions in study drug or background ARVS, three
trials (10%) provided any needed substitute ARV; eight trials (26%) provided selected
substitute ARVs only; and four trials (13%) stated that substitute ARVs were permitted but
not provided. In 15 trials (48%), no substitute ARVs were available, primarily because a need
for substitution necessitated study discontinuation.

Mention of payment for study participation—Documents from 23 trials (74%)
explicitly mentioned whether participants would be paid for trial participation (Table 4). Eight
trials (26% of total trials) specified that participants would be paid, and 15 trials (48% of total
trials) stated that participants would not be paid.

Mention of payment for care for trial-related injury—Documents from 29 trials (94%)
explicitly mentioned whether participants would receive reimbursement for care for any trial-
related injury (Table 4). Seventeen of these (55% of total trials) stated that injury care would
be reimbursed, and 12 trials (39% of total trials) stated that such care would not be reimbursed.

Mention and Offer of Posttrial Services

Mention of posttrial services—Posttrial services of any type were mentioned in the
documents of 14 trials (45% of trials, 54% of participants; Table 5). Documents from 12 trials
(39% of trials, 44% of participants) mentioned posttrial medications. Documents from five
trials (16% of trials, 28% of participants) mentioned posttrial medical care. Not mentioning or
providing payment to participants, as well as anticipated enrollment greater than the median,
were significantly associated with mentioning any posttrial service and with mentioning
posttrial medications (Table 6). Enrollment greater than the median, trial sponsor (NIH/
ACTG), and not offering payment for injury care (a characteristic of all ACTG trials) were
significant correlates of mentioning posttrial medical care.

Offer to provide posttrial medications—Of the 12 trials mentioning posttrial
medications, 10 offered to provide medications after trial conclusion (32% of trials, 34% of
participants), and 2 stated that posttrial medications would not be provided (6% of trials, 9%
of participants). Not mentioning or providing payment to participants, anticipated enrollment
greater than the median, and inclusion of at least one trial site in a resource-limited setting were
significantly associated with offering to provide posttrial medications. Of the 10 trials offering
to provide posttrial medications, 7 were industry-sponsored trials. Seven offered study drug,
one offered study drug with background ARVs. Six trials offered posttrial medications to all
study completers; two offered posttrial medications only to participants completing the study
drug arm. Two additional trials offered the “best available alternative treatment™ after trial
conclusion (one of these at participant expense), although this was limited to participants failing
zidovudine in the late 1980s, when few alternative HIV therapies were available. Six trials
offered posttrial medications until commercial availability or for a defined period thereafter,
one until a rollover protocol enrolled, and three for an unspecified duration. Posttrial
medications were offered at sponsor expense in eight trials, at participant expense in one trial,
and without specified payer in one trial.

Offer to provide posttrial medical care—Of the five trials mentioning posttrial care, one
(3% of trials, 2% of participants) offered to provide posttrial medical care. This was further
explained as the “best available care” for participants failing zidovudine in the late 1980s,
offered at participant expense. In the remaining four trials (13% of trials, 26% of participants),
documents stated that posttrial care would not be provided.
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Trial Characteristics Not Associated with Primary Outcomes

Calendar year of trial documents was not associated with mention of any posttrial service or
offer of posttrial medications; 42% of documents from trial documents written before 2000
and 47% of trial documents written after 2000 mentioned any posttrial service (p = 1.0). In
addition, trial phase (Phase 3 compared to 4), trial duration, age inclusion criteria, and provision
of background or substitute ARVs were not associated with mentioning any posttrial service
or with offering posttrial care. Because only one trial offered posttrial medical care, bivariate
analysis was not performed for this outcome. The small number of trials reviewed precluded
multivariate analysis of the associations between trial characteristics and mention or offer of
posttrial services.

DISCUSSION

Accurate expectations regarding access to medications and medical care after clinical trial
conclusion are crucial to informed decision making by research participants, investigators, and
human subjects committee members. This may be particularly true in the case of trials of
antiretroviral drugs for HIV infection, after which participants who lack access to effective,
combination ARVs may experience clinical deterioration.}1=13 To our knowledge, this study
represents the first published review of descriptions of posttrial services in clinical trial
documents.

In this sample of major Phase 3 and 4 ARV trials, posttrial medications and medical care were
mentioned in the protocols or ICFs of fewer than half (45%) of all trials. Plans regarding
payment for trial participation (74%) and payment for care for trial-related injury (94%) were
explicitly mentioned more often than were posttrial services, suggesting that authors and
reviewers of trial documents are more aware of the importance of describing services offered
during trial periods than of the need to outline plans for posttrial services. Posttrial services
were mentioned in documents from 12 trials, and 10 (70%) of these offered to provide posttrial
medications. Of these 10 trials, 70% were industry-sponsored trials, 60% offered medications
until they became commercially available, and 80% offered medications at sponsor expense,
reflecting current diversity of recommendations and interpretations about posttrial services.

Decisions about whether posttrial services should be provided are complex, because they
include discrete and heavily debated questions about what services should be provided (study
medicat ions, other medications, or medical care),1:19 to whom they should be provided (all
study completers, or other community members),1:26:27 and for how long they should be
provided (until medications become commercially available, or indefinitely).10 Several authors
have suggested that trial sponsors should assume at least some responsibility for providing
posttrial services.>:6:16:28 Important roles for investigators, local organizations, and national
governments have also been proposed,5:7:15:28 with or without sponsor financial support to
create enduring local health care capacity.® The extent of sponsor obligation may depend on
whether the sponsor is a government agency or a for-profit entity, which might be expected to
have greater financial capacity to provide posttrial services.2” In support of this concept, the
NIH Division of AIDS states that “the NIH’s authority to ‘encourage and support research’
does not extend to providing treatment following the completion of that research.”1

We found no association between mention or offer of posttrial services and the year in which
trial documents were written (before or after 2000), although our study had limited power to
detect such effects. Although research guidelines began to mention posttrial services in the

1990s,16:21,27 the Declaration of Helsinki (2000, revised 2004) was the first such guideline to
clearly recommend that posttrial services be mentioned in trial protocols.14 Many of the trials
included in this review predate these recommendations; however, our limited data suggest that
the proportion of trials in which documents mention posttrial services does not appear to have
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substantially increased after the year 2000. In 2005, the NIH issued guidelines (quoted above)
for trials conducted in resource-limited settings, asserting that NIH would not provide posttrial
medications and recommending instead that “investigators engage in a dialogue with host
countries’ authorities ... in order to facilitate the inclusion of [ARYV trial participants] in
available in-country antiretroviral treatment programs.” These guidelines may have increased
mention of posttrial services in trial documents; but, by insisting that NIH not provide posttrial
medications, they may also have reduced offers of posttrial medications. Documents for the
ACTG trials meeting our inclusion criteria were written in 2004 or earlier, and only one was
conducted in a resource-limited setting, so these studies were not subject to the 2005 NIH
guidelines.

Because of the small numbers of ACTG trials meeting our inclusion criteria, the low proportion
of trials provided by pharmaceutical sponsors, and the large number of statistical comparisons
made, our conclusions regarding the associations between trial characteristics and mention or
offer of posttrial services must be interpreted only as hypothesis-generating. The direction of
several statistically significant associations was contrary to what had been hypothesized, for
example, mentioning or offering posttrial services was associated with “not mentioning” or
“not providing” payment for trial participation, whereas we hypothesized that mentioning or
providing payment would suggest a greater overall level of services provided and would be
associated with these outcomes. This suggests that other trial factors may explain this
association. Similarly, the observed association between not providing injury-related care and
mentioning posttrial medical care is explained by a statement common to more recent ACTG
trials (1997-2004), specifying that pediatric and pregnancy-related care would not be provided
if participants became pregnant during the studies. Numbers of included trials were too small
to permit multivariate analysis to further explore these relationships.

Major international research ethics guidelines do not provide specific guidance to researchers
regarding posttrial services.14:16:17,19-21 |t js |ikely that no single recommendation about
posttrial services will be appropriate to all research situations, because the specific risks to
participants and needs of the communities in which research is conducted will differ between
trials.2 Instead, it may be helpful to outline a process by which posttrial services can be included
among the other risks and benefits considered in the standardized evaluation of all proposed
trials.2 For example, education regarding posttrial services could be acomponent of the training
required for a Federal-Wide Assurance (FWA) number for human subjects committees.2?
Additionally, a description of “planned post-trial services” could be added as a required
component of trial protocols and ICFs. This might involve a requirement similar to that
currently in place for trials that are subject to FDA requirements and that involve at least
minimal risk to subjects: ICFs for such trials must include clear descriptions of plans regarding
payment for care for trial-related injury, regardless of whether or not such payment will be
provided. 914,30

During the protocol development process, sponsors may be appropriately reluctant to commit
to a future obligation to provide posttrial services, due to uncertainty about drug efficacy or
about future financial circumstances.18:19:31 However, given the very high expectations of
some surveyed trial participants, 1:10 a statement about posttrial services, even one that makes
explicit that posttrial services are not guaranteed, may help to ensure that unreasonable
expectations do not play a role in decisions about trial participation.

This study has several important limitations. First, documents other than protocols and ICFs
(including internal memoranda, sponsor/investigator contracts, and local ICFs) may contain
information about posttrial services and were not reviewed in this study. However, with the
exception of local ICFs, these additional documents are likely to be less readily available to
participants, investigators, and site human subjects committee members than the protocols and
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template ICFs. Second, we reviewed all available versions of protocols and ICFs, and the
definition of “mention of post-trial services” was fulfilled only if such mention referred to the
time after the trial period described in that document version was to conclude. Although this
definition may incompletely capture the practice in which trial sponsors provide posttrial
services through amendments that extend trials until drugs become commercially available, it
is consistent with the goal of making planned posttrial services explicit at the time of participant
recruitment.

Finally, the eligible sample of 65 ARV trials included only pivotal industry-sponsored Phase
3 trials leading to medication licensure, rather than complete sample of Phase 3 ARV trials,
and included only ACTG-administered trials, rather than all NIH-sponsored trials.
Furthermore, the obtained sample included fewer than half of the eligible trials (93% of ACTG
trials, but only 34% of industry-sponsored trials).

This sample of reviewed trials may be biased for two reasons. First, the inclusion of only
“pivotal” Phase 3 industry-sponsored trials (those leading to medication approval) resulted in
a sample of trials of efficacious medications, after which sponsors may be more likely to offer
medications than after trials of inefficacious medications. Second, sponsors may have been
less willing to share eligible trial documents in which posttrial services were not mentioned.
If documents from all 34 unavailable trials did not mention posttrial services, then the total
proportion of trials mentioning post services could be as low as 14 of 65 (22%) overall: 47%
(7/15) of ACTG studies and (14% 7/50) of industry studies. Both sources of bias would be
expected to lead to results indicating that posttrial services are mentioned or offered more
frequently than is really the case. Although clearly important limitations of our study, these
factors may suggest that the low frequencies of the outcomes that we observed are even more
worthy of consideration.

We are aware of no reports of actual rates of receipt of posttrial services by trial participants
with HIV infection or other medical conditions. Efforts to characterize trial participants’
expectations regarding posttrial services and their actual rates of receipt of such services remain
important directions for future research. In the meantime, trial sponsors should explicitly
communicate their plans about posttrial services to trial participants, investigators, and human
subjects committees at the time of protocol approval and participant recruitment, whether or
not they intend to provide such services. This could be accomplished by including clear
descriptions of plans for posttrial services in trial protocols and informed consent forms. This
review suggests that such explicit statements are not yet the standard practice in major HIV
clinical trials.
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Table 1
Identification of clinical trials eligible for review

Trial category Data sources and inclusion and exclusion criteria

All trial categories Trials of single-formulation antiretroviral drugs (ARVs) for HIV infection (substudies, pharmacokinetic studies, and studies
of fixed-dose combination medications® excluded)
Completed between Jan. 1, 1987 and Dec. 13, 2006b
Trials in adults (age >12 years)

Industry-sponsored Phase 3 trials Designated by FDA CDER as a “pivotal” trial leading to FDA approval of a single-formulation ARV

Industry-sponsored Phase 4 trials Registered with Clinicaltrials.gov
Industry sponsorship (alone or in combination with government or academic sponsors)

ACTG-administered trials Registered with ACTG online protocol-specific web pages
Phase 3 or 4 (trials designated as “Phase 2/3” by the ACTG website were included if designated as Phase 3 by the trial
protocols and by Clinicaltrials.gov)

Note: ARV = antiretroviral drug; FDA = United States Food and Drug Administration; CDER = Center for Drug Evaluation and Research.; ACTG =
AIDS Clinical Trials Group.

aTrials of fixed-dose combination medications were excluded because these medications do not require separate Phase 3 trials for approval.

bCompleted trials were selected in different ways for each trial category, as required by the different data sources. For industry-sponsored Phase 3 trials,
those completed and leading to drug licensure by Dec. 13, 2006 were included. For industry-sponsored Phase 4 trials, trials designated by
Clinicaltrials.gov as “no longer recruiting patients” were selected, and search results were reviewed by hand to include only studies designated as
“completed” or “terminated” by Dec. 13, 2006. In order to identify ACTG-administered trials conducted in a similar time period to industry-sponsored
trials, ACTG trials designated as “completed,” “closed to follow-up,” or “partial off-study/partial analysis completed” by Dec. 13, 2006 were included.
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Table 2
Trial eligibility and document procurement
Number of Number of Number of trials and status of missing

Trial type trials identified trials obtained documents

Industry, Phase 3 3480 10 6 — Companies declined to participate (2
companies)
3 — Company provided only excerpts of ICFs
(1 company)
10 - Confidentiality agreement pending as of
July, 2008
4 — Protocols or ICFs could not be located by
company

Industry, Phase 4 17 7 5 — Companies declined to participate (2
companies)
3 — Confidentiality agreement pending as of
July 2008
2 — Protocols or ICFs could not be located by
company

ACTG, Phase 3 14b 13 1 - Archived ICF not available (19 years after
study conclusion)

ACTG, Phase 4 1 1 n/a

Total 65P 31 34

Note: ICF = informed consent form; ACTG = AIDS Clinical Trials Group.

aFDA documentation was complete for 17 of 24 approved medications in December 2006.

bOne Phase 3 trial was sponsored by both the NIH/ACTG and a pharmaceutical company; it was identifi ed among both the Industry, Phase 3 and the 14
ACTG, Phase 3 trials. For analysis, this trial was included with the ACTG trials, leaving 33 eligible Industry, Phase 3 trials.
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