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ndustry-sponsored biomedical research has grown sub-

stantially over the past few decades and generated in-

novations that have materially and positively affected
the diagnosis and treatment of myriad human diseases.
Much of this research has been done collaboratively with
academic investigators. Given the accelerated pace of ther-
apeutic innovation arising from post-genomic biotechnol-
ogy, the interface between industry and academe is likely to
expand and become more complex in the years ahead.

On the other hand, industry’s potential steering effects on
the clinical literature have become a source of serious con-
cern. Pharmaceutical review articles appear to be skewed in
favour of specific drugs when authors have financial relation-
ships with the relevant companies.! As Montaner and col-
leagues have noted,’ the “epidemiology” of industry-spon-
sored clinical research differs from that of research
sponsored by peer-reviewed agencies. This appears to reflect
not inferior scientific quality but pre-selection of interven-
dons and designs,™ probably reinforced by delayed publica-
tion of unfavourable results. Delayed publication in general
could have as much to do with a misguided culture of “posi-
tive publication bias” as with actual sponsor interference.
However, study contracts may carry clauses that allow spon-
sors to suppress studies,’ and there have now been several
highly publicized incidents wherein industrial sponsors have

licigated or otherwise attempted to interfere with the dissem-
ination of findings that might be construed as adverse to
their corporate interests.”"” Such actions can intrude on re-
searchers’ clear-cut ethical obligations regarding the safety of
patients enrolled in clinical studies. Furthermore, whether
defined in terms of their scientific integrity, academic free-
dom, professional autonomy or duties to subjects who may
have volunteered in hopes of advancing medical knowledge,
researchers also have well-established rights and responsibili-
tes to publish findings deemed valid after peer review.
These tensions at the academic—industry interface re-
cently led the editors of major medical journals to issue
guidelines designed to ensure the independence and in-
tegrity of clinical research studies sponsored by for-profit
enterprises or co-authored by industry scientists or both."
In Toronto, recognition of this trend and an intense local
controversy led the Hospital for Sick Children in
1999-2000 to review and enhance its approach to manage-
ment of clinical research involving industrial sponsors.”
Similarly, in early 2001, the University of Toronto Faculty
of Medicine and all 8 University-affiliated teaching hospi-
tals agreed on a set of principles governing clinical research
contracts with third parties, as the first step in ensuring the
independence and integrity of industry-sponsored research.
Only by harmonizing standards across all hospitals in the
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immediate academic family could we provide a consistent
framework for negotiations with industrial sponsors. What
follows is a progress report on the first few months after
implementation of this new approach to contract research.

The process was overseen by the Research Committee
of the Toronto Academic Health Science Council, com-
posed of senior representatives from the University and all
the teaching hospitals. We established working groups to
deal with 5 areas where harmonization of research policy
and practices are logical, i.e., human subjects research re-
view, clinical study agreements, ethical conduct of research,
intellectual property and technology transfer, and animal
care. The Clinical Study Agreements Working Group in-
cludes individuals at each hospital, some with legal training,
who have the responsibility for the content of research con-
tracts with industry and other sponsors.

As a starting point, 4 principles were adopted to guide
negotiation of research contracts. First, agreements should
not allow research sponsors to suppress or otherwise censor
research results. As a corollary, investigators must not be
precluded from retaining a copy of the relevant site-specific
data. The rationale for this provision is obvious. Second,
while agreements may allow sponsors time to protect intel-
lectual property or to review and debate the interpretation
of a given study’s results, investigators should generally be
able to submit work for publication within 6 months of
sharing the findings with a sponsor. We allowed for delays
of up to 12 months in exceptional circumstances, such as
multi-centre trials. The cap on allowable delays was aimed
at precluding de facto suppression by virtue of exceedingly
slow response times on the part of an industry sponsor to a
draft abstract or manuscript. In the event of non-agreement
between the sponsor and researcher(s), the investigator re-
tains rights to publish as he or she sees fit as per the first
provision above. Third, researchers must retain the right to
disclose immediately any safety concerns that arise during
the study. This provision is grounded in long-standing eth-
ical requirements and is tied to the process of regulatory
approval for new drugs. A fourth provision for dispute res-
olution was subsequently re-assessed; see below.

These provisions were accepted across the hospitals by
the spring of 2001. As a self-audit of our implementation
progress, the managers of research contracts at 7 hospitals
with contract-based clinical studies reviewed their files for
clinical study agreements (CSAs) signed between April 1,
2001, and October 31, 2001. They focused on agreements
for new clinical studies funded or supported by investor-
owned corporations and also examined similar contracts in-
volving government or foundations. They excluded con-
tracts that were amendments to or extensions of
pre-existing CSAs. We agreed that one institution could
report on studies both received and signed in this period,
because it had accumulated a backlog of previously negoti-
ated but unsigned study contracts.

As shown in Table 1, 152 CSAs were reviewed. No CSA
allowed sponsors indefinite suppression or ultimate censor-
ship or approval of the final study reports. For an explicit
cap on sponsor-driven delays in submission of abstracts and
manuscripts, compliance was 93%. The caps were generally
set at 6 months or less, with a smaller number extending to
12 months. Non-compliance in 2 centres occurred either in
the early phase of the new dispensation or in the context of
muld-centre trials where premature single-site publicaton
was deemed scientifically undesirable (see below).

Compliance with the requirement for a clause stipulat-
ing researchers’ rights to disclose safety concerns was only
82%, largely because of low compliance in Centre E. The
relevant manager at Centre E assumed that, absent bans on
disclosure, this provision was assured by default given usual
and customary practices for reporting study adverse events
to regulators and to the Research Ethics Board (REB) for
patient notification and, as appropriate, notification of
other sites. More recent contracts in Centre E all contain
specific provision for notification.

In Centre B, all agreements permitted disclosure to sub-
jects or guardians, to the REB (which could notify other
REBs) and to regulatory authorities. However, explicit pro-
vision for disclosure to REBs of other participating centres
in multi-site trials was not consistently specified. This has
been rectified. In Centre D, 4 of 5 instances of non-

Table 1: Initial compliance of Toronto teaching hospitals with principles for contract clinical research, April to October 2001

Hospital; no. of clinical study agreements complying

Total no. of clinical study
agreements complying

A B C D E F G No. % (and 95% CI)
No censorship or suppression 18/18  35/35 5/5 36/36 26/26 27/27  5/5 152/152 100 (97.6-100.0)
Delay: usually < 6 mo,
max. 12 mo 18/18 31/35* 5/5 32/361 23/26% 27/27 5/5 141/152 92.8 (87.4-96.3)
Disclosure for safety reasons 16/18§ 35/359 5/5 31/369 137269 27/27 5/5 125/152 82.2 (75.2-88.0)

Note: Cl = confidence interval.

*The 4 that were non-compliant had been negotiated earlier, and were signed in the early window of the audit. After adoption of the guidelines, 31/31 were compliant.
tAIl 4 non-compliant agreements exceeding the allowable delay were multi-centre trials where exercise of the 6- to 12-month publication rights could lead to single-site publication in advance

of the parent trial report.

$AIl 3 non-compliant agreements exceeding the allowable delay were multi-centre trials, all received in April-May 2001 near the outset of the new regime. See text for additional comments on

multi-centre trials.

§Non-compliant studies did not involve therapeutic or diagnostic interventions. One was a follow-up observational study and the second was a cost-effectiveness analysis of 2 approved

medications.
9 For notes to these 3 cells, see text.
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compliance dated from the early phase of implementation
(April-May 2001).

These findings indicate that a co-operative and solid
foundation has been laid for continued ethical enhance-
ment of contract clinical research in the Toronto academic
health science complex. Compliance with the agreed prin-
ciples across multiple hospitals has improved as managers
of CSAs in the various institutions have met regularly to
compare strategies for negotiation and wording of the rel-
evant clauses. Non-compliance in recent months appears
to be exceedingly uncommon. Although each manager
made her or his own determination of compliance, and full
standardization of audit criteria was impossible, we have
no reason to believe that the findings overstate compliance
with the provisions. The contracts themselves are confi-
dential, rendering external audit difficult. However, in the
future, it may be feasible to abstract the relevant clauses
from agreements excluding any proprietary or identifying
information and ask local REBs to review a sampling of
contracts.

Most industrial sponsors have responded very reason-
ably to these principles, but some have resisted changes in
standardized contracts and negotiations have occasionally
become protracted. In only 2 instances have sponsors out-
right refused to sign agreements because of our insistence
on these principles.

The relevant working groups are now fully engaged in
ongoing discussion, revision and elaboration of the original
principles. Actual application to contracts has highlighted a
number of challenges and the need for greater clarity about
both the intended goals of, and implementation mecha-
nisms for, these protections for researchers and patients.
For example, the original wording indicated that, in the
event of patient safety concerns, the investigator had the
right to make those concerns “public.” This vague wording
leaves investigators vulnerable to legal debate about the de-
finition of “public.” Conversely, sponsors may object to an
implication that the investigator could simply release his or
her concerns to the mass media without peer review or any
discussion with the sponsor. Research managers have al-
ready clarified this provision in practice. They expect
agreements to permit the disclosure of research results to
study subjects or their guardians, sponsors, REBs at the site
and at other participating study sites, and regulators, if and
when the investigator deems disclosure necessary to protect
the health of study participants. Provision for disclosure
must also be made so as to obtain and maintain informed
consent. The issue of single-site publication of adverse ef-
fects observed in multi-centre trials is covered below.

As noted earlier, the University and hospital administra-
tions originally agreed that all contracts with sponsors
should contain provisions for the effective resolution of dis-
agreements between the sponsor and the researchers. Many
of those directly involved in negotiations and dispute reso-
lution have deemed this provision unhelpful, because the
most effective dispute resolution mechanism depends
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meaningfully on the nature of the disagreement. There has
also since been agreement across all institutions that bind-
ing arbitration is unacceptable as a dispute resolution
mechanism for matters related to patient safety. In that in-
stance binding arbitration could leave the investigators with
an ethical conundrum (e.g., if an arbitrator rules in favour
of a sponsor, proscribing the revelation to patients of side
effects that the investigators believe are clinically impor-
tant). Thus, we are now actively revisiting the question of
dispute resolution.

The contracts managers have recently recommended a
clearer and more stringent approach to publication delays,
capturing the distinctions between single-site and multi-
site studies. For single-site studies, where the investigator
will submit a manuscript to the sponsor at any time after
the study has been completed, the sponsor should have no
more than 90 days (exceptionally up to 6 months) to re-
spond with concerns and suggested revisions. At that point
the investigator can exercise his or her right to submit an
abstract or manuscript for presentation or publication.
These timelines are moving steadily toward those recom-
mended in the recent medical editors’ statement."

For multi-site studies, the publication policy must bal-
ance the right of an individual investigator to publish site-
specific results against the right of the multi-site steering
committee to publish the overall results of the study in full.
Single-site publications will generally be under-powered
statistically, may usurp work done by the steering commit-
tee in the design and organization of the overall study and
can lead to double-counting” when multiple trials are ag-
gregated in a meta-analysis. Under the original policy, a
teaching hospital is in the difficult position of negotiating
the rights of local investigators to publish within 6 to 12
months of study completion, when the opposition to such
publication may arise as much from the multi-site steering
committee as from the sponsor.

Conversely, we have no way of knowing whether the
overall CSA for the parent study contains principles that
compromise the independence of the steering committee.
In the event that (for any reason) the study steering com-
mittee does not publish a joint report, this may be the only
way in which an investigator is able to disseminate impor-
tant study data. Furthermore, if a site withdraws from a
study because of safety concerns, the investigator should be
able not only to notify subjects, REBs and regulators, but
also to publish those concerns.

The ability of the steering committee to publish the
overall results of the study in a timely fashion is therefore a
matter of importance to the teaching hospitals and the
University. Although this position has not been taken by
other academic centres and may be seen by some sponsors
and colleagues as overreaching, we believe the steering
committee’s publication rights should be confirmed prior
to execution of the site-specific CSA. Hence, on a trial ba-
sis, we are asking sponsors for assurance that the parent
CSA contains protections of publication rights (e.g., sub-
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mission may usually proceed within 6 months of the date
that the draft multi-site manuscript is submitted to the
sponsor). If those assurances are provided, single-site publi-
cation still should be protected in specific circumstances.
For example, a site should be able to proceed if there is un-
reasonable delay in submitting the primary manuscript
(e.g., more than 12 months from completion of the study in
all sites), or if it has withdrawn because of safety concerns,
in which case standard single-site publication rights should
be exercisable. We are still debating the contentious issue
of publication rights for ancillary studies mounted on a sin-
gle-site basis within multi-centre studies."

In conclusion, the Toronto experience demonstrates
that it is feasible to implement upgraded and consistent
standards for management of clinical research contracts
across a multi-institutional academic health science com-
plex. This is simply the first step in what will be a continu-
ing initiative that must address other challenges, such as the
process to be followed when a sponsor unilaterally with-
draws funding from a study. Montaner and colleagues have
commented that “the alliance between academic and indus-
try, despite its inevitable tensions, is a valuable one that
should be nurtured and perfected.” Although we agree
with the sentiment, it is clear that there are no perfect poli-
cies to govern that alliance and that no group has a monop-
oly on wisdom and morality in these matters. Our experi-
ence demonstrates instead that policies and practices
pertaining to the academia-industry interface must be re-
viewed and improved on a continuing basis. What is extra-
ordinary is not that tensions have arisen concerning
industry-sponsored research but rather that so little has
been done in the past to build in systematic protections to
balance the legitimate interests of industrial sponsors with
the academic responsibilities and ethical obligations of clin-
ical researchers. We do not know how many other Cana-
dian hospitals and universities have implemented similar
policies and processes, but it is surely reasonable for all to
do so, and for mechanisms to be established for sharing rel-
evant ideas and experiences on a national basis.
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