
Last month’s article on business issues
raised by the clinical trial agreement
focused on confidentiality, intellectual

property and publication rights. Financial
interests and risk allocation are other impor-
tant matters for the sponsor to consider. 

US FDA regulations grouped under Title
21, Part 54 (21 CFR 54) govern financial dis-
closure by clinical investigators and are
designed to help eliminate the potential for
bias that may arise owing to financial con-
flicts of interest. For example, if the sponsor
compensates an investigator with an equity
stake in the company, or if the investigator
has a proprietary interest in the product, they
may be motivated to influence the outcome of
the trial data rather than remaining impartial. 

While the FDA regulations give the spon-
sor the option of either certifying the absence
of financial interests on the part of the inves-
tigators, or disclosing those interests, it is bet-
ter to be in a position to certify their absence,
as this avoids raising a red flag with the FDA.
When structuring compensation for a clinical
trial, sponsors should try to avoid creating any
financial interests that would be disclosable.
Sponsors should take care to include in their
analysis all other financial arrangements they
may have with the investigators, such as com-
pensation for consulting services that investi-
gators may have provided or will provide. 

While the structure and amount of pay-
ments made by commercial sponsors vary,
normally the budget includes per-subject pay-
ments by the sponsor to the institution or to
the principal investigator (PI). These pay-
ments are often tied to milestones, such as fol-
low-up visits and/or completion of case report
forms. Sponsors should consider basing the

last milestone payment on final acceptance by
the sponsor of all data pertaining to that sub-
ject. This gives the site an incentive to finish
its data submissions to the sponsor, which
otherwise might drag on at the end of the trial. 

The budget exhibit should define condi-
tions where payment may be denied, for
example if the subject turns out to have been
ineligible to participate in the trial at time of
enrolment, or if the PI failed to get adequate
informed consent. Some sponsors pay institu-
tional review board (IRB) or EC fees, start-up
administrative fees or other one-off charges.
Fees can be non-refundable or advances
earned against subject follow-up payments.
Sponsors may reimburse for study procedures
or the cost of the drug. In all cases, the spon-
sor must take care to avoid falling foul of
healthcare fraud and abuse laws, including
but not limited to the US federal Anti-
Kickback Statute, Stark Laws, and False
Claims Act, US state laws and similar laws in
Europe. In addition, the payment exhibit
should make clear that it sets forth all pay-
ments and reimbursements for which the
sponsor will be responsible.

Mutual indemnity
The parties to a clinical trial agreement face
very real and significant exposure to liability
because the trial involves testing humans.
Particularly where drugs that pose significant
risk are concerned, a trial could lead to injury
or death. In today’s litigious society, if a
research subject is injured or dies in a clinical
trial, often all parties will be sued, regardless
of who or what caused the injury or death. To
protect each party from liability created by
the other parties, the clinical trial agreement

typically includes a mutual indemnification
by the sponsor and the institution. A mutual
indemnity protects each party from the cost of
defending a lawsuit where it is not at fault. 

The fairest approach to mutual indemnity
is for each side to be responsible for its own
failures. On the sponsor side, if the medicine
causes a subject’s injury or death, the sponsor
would indemnify the institution, the PI and
their personnel from the costs of defending a
lawsuit they may be dragged into. 

Clinical trial agreements provided by
institutions include an indemnity from the
sponsor, but often do not tailor this indem-
nity to problems caused by the medicine.
Sponsors should make clear that if a research
subject is injured or dies, but the institution,
the PI or their personnel failed to follow the
protocol, applicable laws or regulations, or
were negligent or misused the medicine,
then the sponsor will not indemnify.
Normally, institutions will agree to this con-
dition, as it is a fair allocation of business
risk. On the institution’s side, if the institu-
tion, PI or their personnel are at fault, the
institution would indemnify the sponsor for
the legal costs of defending a lawsuit where
it may be named.

Historically, universities and large medi-
cal centres have refused to indemnify the
sponsor, though this is rapidly changing. In
some cases, state laws prohibit public univer-
sities from indemnifying the sponsor. In such
instances, the sponsor should still exclude
from its indemnity obligations any losses due
to the institution’s, the PI’s or their person-
nel’s failure to follow the protocol, applicable
laws or regulations, or their negligence or
misuse of the medicine.
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Insurance 
Insurance provides each party with added
assurance that the other will be able to meet its
indemnification obligations. The EU Clinical
Trials Directive and member state implement-
ing laws require the sponsor to provide clini-
cal trial insurance. In the US there is no
counterpart FDA requirement, except a provi-
sion that any arrangements should be dis-
closed to the IRB and prospective subjects.
Even so, US institutions have historically
required the sponsor to maintain insurance,
although sponsors are increasingly obtaining
reciprocal insurance obligations from the
institution. From the sponsor’s perspective,
corresponding institutional insurance is partic-
ularly important for small private hospitals,
clinics or physician offices, as the sponsor has
little assurance that they will be able to meet
their indemnity obligations. 

Limitation of liability
It is generally good business practice to
exclude each party’s liability to the other par-
ties for indirect and consequential damages
arising out of the agreement, with the excep-
tion of damages attributable to a breach of
confidentiality or the indemnification obliga-
tions. This exclusion of liability protects the
sponsor from negative fallout experienced by
the institution or PI, and a corresponding
claim against the sponsor for lost profits, in
the event of publicity relating to serious
injury or death during the trial. 

The sponsor will also want to cap its lia-
bility for direct damages to an amount equal to
what the sponsor has paid the institution or PI
during the trial. Universities and large medical
centres are less receptive to liability caps, but
will often agree to a mutual exclusion of con-
sequential damages, and sometimes to a liabil-
ity cap, as long as it is clear that these
provisions do not apply to the indemnification
obligations. Smaller institutions may agree to
both provisions more readily.

Parties to the clinical trial agreement
As best practice, three parties should sign the
clinical trial agreement: the sponsor, the PI
and the institution. However, in some situa-
tions a two-party clinical trial agreement (or
two two-party agreements) may be necessary. 

If an institution employs the PI, the insti-
tution may not want the PI to be a formal party
to the clinical trial agreement. This should be
acceptable to the sponsor under the theory that
the institution is, in this case, responsible for
the PI. However, because so many provisions
of the clinical trial agreement apply to the PI,
it is in the sponsor’s interest to educate the PI
about the agreement. To this end, the institu-

tion will normally be amenable to having the
PI sign a ‘read and acknowledged’ signature
block at the end of the agreement. If the PI has
staff privileges at the institution, but is not an
employee, then the sponsor should press for
the PI to be a formal party to the clinical trial
agreement, as the institution will probably
lack sufficient authority to enter into the agree-
ment on behalf of the PI.

Where the PI is not an employee of the
institution, but has limited staff privileges at
the institution, the institution may prefer not
to sign the clinical trial agreement that the PI
signs. Because the trial will be conducted on
institution premises and will be likely to
involve institution personnel and equipment,
the sponsor should enter into an agreement
with the institution to ensure that the institu-
tion bears responsibility for its personnel
involved in the trial. If the institution refuses
to sign a three-party clinical trial agreement
with the sponsor and the PI, then the sponsor
should sign one agreement with the PI (with a
provision for the institution to receive an
information copy) and another with the insti-
tution (with a provision for the investigator to
receive an information copy). The sponsor
should not have much difficulty convincing
the institution to sign an agreement, as most
institutions will want to be indemnified by the
sponsor for any liability to a research subject
(or his survivors) owing to injury or death
caused by the sponsor’s medicine. 

The PI usually appoints co-investigators
(or sub-investigators) to assist with the con-
duct of the trial. These co-investigators
should not be parties to the clinical trial agree-
ment itself, but should sign an exhibit to the
agreement in which, among other things, they
agree to abide by the PI’s obligations. This
will give the sponsor an extra layer of protec-
tion, by educating the co-investigators on the
requirements of the clinical trial agreement.

Various additional parties may participate
in the conduct of the trial, including interns,
residents, staff physicians, independent study
coordinators, CROs and labs. With the excep-
tion of CROs and coordinating centres, these
ancillary parties do not typically sign docu-
ments that would make them responsible to
the sponsor for their mistakes in the trial, or
that would assign the intellectual property
(IP) they develop during the trial to the spon-
sor. The sponsor must carefully consider what
ancillary individuals may be involved in the
trial, and appropriate indemnifications for and
assignments of IP should be secured from the
institution on their behalf.

If a CRO is to sign the clinical trial agree-
ment on behalf of the sponsor, the sponsor
should carefully review the contract before it

is signed. Clinical trial agreements provided
by CROs often do not adequately protect the
sponsor’s interests. In addition, the clinical
services agreement between the sponsor and
the CRO should appropriately address the
transfer of responsibilities from the sponsor to
the CRO, in compliance with 21 CFR 312.52
and counterpart provisions in other countries’
clinical trials legislation.

Termination for convenience
In commercial contracts, it is customary for
the company that engages a service provider
to have a right to terminate the agreement for
convenience; however, the service provider
does not have a corresponding right. In the
clinical trial context, the course of the trial
may be affected by other trial sites, communi-
cations with the FDA or other factors, so the
sponsor needs the right to terminate for con-
venience, as well as the right to suspend the
trial at any time.

Some clinical trial agreements proffered
by institutions include a mutual right to ter-
minate the agreement for convenience. Some
sponsors resist this provision on the grounds
that, considering the sponsor’s significant
investment of time and money in the trial, it
needs to be able to count on the institution’s
participation. The institution and PI may
legitimately fear that they could be forced to
continue a trial when they feel they should
terminate it for health and safety reasons. To
address this, the parties should consider
inserting a provision granting the PI the right
to terminate the trial at his/her site if he/she
believes that changes to the protocol present
an unreasonable risk of substantial harm to
the research subjects, or if the emergence of
any adverse event is of such concern as to
support termination. Other sponsors permit
the institution and PI to terminate for any rea-
son, because they do not want someone con-
ducting their trial unwillingly.
Another issue is replacement of the PI. When
setting up trials, sponsors will often select
high-profile PIs. If the PI overseeing a trial
leaves the institution during the study, the
sponsor might want to be able to discontinue
the trial or move it to the investigator’s new
institution, or to another PI and their institu-
tion. To address these options, the trial agree-
ment should grant the sponsor approval
rights over any replacement PI, as well as the
right to terminate the agreement should the
parties fail to agree on a replacement PI.

Competitive drugs
Some sponsors want to prohibit the PI and the
institution from working on trials for a com-
petitive medicine during the sponsor’s trial. If
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the medicine will be used in a specialised
field where only a handful of PIs possess the
expertise to conduct a clinical trial, a non-
compete clause will be impractical, as there is
a high likelihood that the PIs would engage in
competitive trials. But to avoid enrolment
bias or invalid study results, the sponsor may
wish to prohibit the PI from enrolling patients
in competitive trials simultaneously. If not,
the parties should take care to draft the non-
compete in a manner narrow enough to pass
muster with the courts in the relevant country. 

A PI working on competitive medicines
for multiple sponsors can create practical
problems in terms of confidentiality and IP,
but drug companies typically accept this
practice as a reality of doing business in spe-
cialised fields. In this situation, the confiden-
tiality provision takes on a more critical role
in protecting the sponsor’s investment in its
medicine, and the sponsor should ensure it is
drafted appropriately. With regard to IP, the
sponsor should verify that the IP assignment
provisions of the clinical trial agreement are
inclusive and clear, and should insist on and
implement procedures to learn of any IP
developed by the institution or PI during the
trial, so that the agreed IP provisions in the
contract can be applied. 

Audits and regulatory inspections
Clinical trial agreements customarily include
a right for the sponsor (or the sponsor’s des-
ignated third-party auditor) to audit the clini-
cal trial site, so that the sponsor can monitor
the conduct of the trial and obtain any infor-
mation necessary to respond to regulatory
requirements. If the PI will perform any clin-
ical trial work in an office outside the institu-
tion, such as a private doctor’s office, then the
sponsor’s audit right should extend to the
both the institution’s and the PI’s facilities. 

It is also standard for the clinical trial
agreement to require the institution and/or PI
to notify the sponsor of any inspection by the
FDA or other regulatory bodies. Sponsors
will typically want the right to attend all such
inspections related to the trial. If the FDA or
another regulatory inspector visits the trial
site, the sponsor should receive copies of all
correspondence between the regulator and the
institution and/or PI. Once again, these
requests should not be objectionable to the
institution or PI. If the FDA issues Form
FDA-483 Notice of Observations or a similar
warning letter to an institution or PI, the spon-
sor should insist on a right of prior approval
or review of any responses. A similar provi-
sion would apply to replies to reports of

inspection by other regulators. Involvement
in the response process will help the sponsor
protect its investment in its medicine.
It is clear, then, that by applying best prac-
tices and carefully structuring the clinical
trial agreement, sponsors can take significant
steps toward reducing many of the risks asso-
ciated with sponsoring a trial. 
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•Next month: The final instalment of this
three-part series of articles will cover the
protection of health information and other
personal data.
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