rance Intelligence

/A ADVISEN

Clinical Tnal Research in Hospitals

September 2012

Sponsored by: insuring progress”



WHITE PAPER

Clinical Tnal Research in Hospitals

Generally conducted
in research hospitals,
clinical trials allow
patients to access
treatments not yet
available to the gen-
eral public and pro-
vide access to health-
care otherwise not
available due to cost
or health insurance

restrictions.
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Executive Summary

Clinical Trials play a vital role in modern healthcare. Required by the Food
and Drug Administration (FDA), clinical trials help determine the safety and
effectiveness of pharmaceutical drugs and medical devices before being mar-
keted for mass consumption. Generally conducted in research hospitals, clin-
ical trials allow patients to access treatments not yet available to the general
public and provide access to healthcare otherwise not available due to cost
or health insurance restrictions. While human biomedical or health related
research can provide hope at times when none is thought to exist, it also in-
creasingly 1s resulting in litigation against all or some of the parties connected
to a study, including hospitals. This Advisen report sponsored by ACE ex-
plores the clinical trial liability exposures of hospitals, strategies for mitigating

these exposures and frequent misconceptions regarding insurance coverage.

Infroduction

Last year a leading research university suspended a clinical trial of a cancer
treatment when it was discovered that the Oncologist leading the study had
falsified his resume and had based the trials on spurious research results. A
dozen plaintiffs filed a lawsuit naming the university and its administrators,
researchers and physicians, alleging that they engaged in fraudulent and neg-
ligent behavior when they enrolled cancer patients in a clinical trial based
on faulty data. The plaintifts claimed that the flawed science “reduced the
likelihood of surviving the cancer or the likelihood of experiencing a positive

response to the chemotherapy regimen.”!
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Obviously, scandal is  In another case, clinical trial subjects and subject representatives filed a law-

not a feature of most suit seeking actual and punitive damages as a result of a Phase I study of a can-

clinical trials. as it cer vaccine. The study enrolled patients with advanced stages of the disease
bl

. who had been previously unresponsive to traditional therapies. Accordin
was in the first case p ¥ p p g

, to reports, 94 subjects received the vaccine and 26 died during the course
cited above, but errors o . . :
of the study. The plaintiffs sued the hospital, the principal investigator, the

happen — sometimes : — : o
PP pharmaceutical sponsor, a top university official, the individual members of

with devastating con- the Institutional Review Board (IRB), and a university bioethicist who con-

sequences-- and the sulted with the IRB.
threat of a lawsuit is

always present. These cases are just two examples of a clinical trial ending in a lawsuit.
Things can go wrong, and when they do, the parties involved with conduct-
ing a study may find themselves in court. Obviously, scandal is not a feature
of most clinical trials, as it was in the first case cited above, but errors happen
— sometimes with devastating consequences-- and the threat of a lawsuit is

always present.

Clinical trials are an important source of prestige for many hospitals, and
provide vitally important benefits to the health and welfare of people every-
where. Clinical trials expose hospitals to potential liability, but in most cases
decision-makers have concluded that the benefits justify the risks. “To help
manage the risks a comprehensive clinical trial risk mitigation policy should
be implemented by every hospital,” said Caroline Clouser, Executive Vice
President, ACE USA Medical Risk. “This includes a review of the hospital’s

insurance program to assure that full coverage for clinical trials is in place.”
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It is important to Testing unproven drugs or medical devices on humans inherently comes
note, approval of the with risks. Though rare, injury and death sometimes results. Participants are
clinical trial by a routinely informed of the risks involved through the informed consent pro-
regulatory body such cess, but informed consent does not necessarily confer immunity on a hos-
as the FDA, does not

grant immunity to

pital or a physician. If trial participants are injured or believe they have been
wronged due to participating in the study, they may sue some or all of the

parties involved.
any of the parties in-

volved when a prob- Lawsuits against hospitals arising from clinical trials also may be brought by

lem occurs. one of the parties involved with the study such as the trial sponsor. Potential
allegations include fraud, financial loss due to errors in executing a trial and

damage to product or equipment.

The Roles of the Hospital in Clinical Trials

A risk mitigation policy that properly addresses a hospital’s clinical trial ex-
posures requires a thorough understanding of the roles and responsibilities a
hospital can have in the clinical trial process. Each role potentially exposes the
hospital to different liabilities and requires different risk management over-

sight.

Three roles are primarily involved with the execution of a clinical trial: the
principal investigator (PI), the sponsor and the clinical research organization
(CRO). Depending on the circumstances, a hospital can find itself in -- or
partnering with a company in -- any of the three roles, each of which have
unique exposures and specific regulatory guidelines. It is important to note,
approval of the clinical trial by a regulatory body such as the FDA, does not

grant immunity to any of the parties involved when a problem occurs.
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Principal Investigator (PI)

The PI is responsible for overseeing the entire execution of a clinical trial.

The PI’s responsibilities include:?

e Submit trial protocol to the Institutional Review Board (IRB) for ap-
proval,

* Recruit trial participants,

* Develop the informed consent agreement,

* Follow the study protocol,

e Collect and analyze the study data, and

* Maintain ongoing communication with the IRB.

The PI is responsible for protecting the rights, safety, and welfare of the re-
search participants by ensuring that the research is being conducted in an
ethical manner and in accordance with all federal, state, and local laws, insti-

tutional policies and requirements of the IRB.?

A hospital itself does not function as a PI, but it often is the employer of the

PI and provides the venue for a PI to carry out a clinical trial. As such, the

potential liability of a hospital is closely tied to that of the PI.
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Sponsor

A clinical research The sponsor is a person or organization who initiates and is responsible for a
organization, also re- clinical investigation. The general responsibilities of a sponsor include:*

ferred to as a contract  ° Selecting qualified investigators,

o * Providing the investigators with the information they need to conduct an

research organization,

Lo o investigation properly,

is hired by the clinical ‘g prop Y. . . o

l * Ensuring proper monitoring of the investigation,

trial sponsor to per- : : L . :
P P * Ensuring that the investigation is conducted in accordance with the gen-

form various services eral investigational plan and protocol’s contained in the Investigational

associated with the New Drug Application (IND),
clinical research pro- * Maintaining an effective IND with respect to investigations, and,
cess. * Ensuring that the FDA and all participating investigators are promptly in-

formed of significant new adverse effects or risks with respect to the drug.

A sponsor is typically a pharmaceutical, medical device or biotechnology

company, but a hospital can also be the sponsor of a clinical trial.
Clinical Research Organization (CRO)

A clinical research organization, also referred to as a contract research or-
ganization, is hired by the clinical trial sponsor to perform various services
associated with the clinical research process. Examples of a CRO’s respon-
sibilities include monitoring data collected by the trial investigator, medical
writing, regulatory support, investigator selection and qualification, clinical
trial management and data analysis.” CROs may be affiliated with a hospital,
or they may be independent service providers. A hospital acting as a sponsor
could be held liable under some circumstances for the errors or omissions of
a CRO with which it contracted.
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Institutional Review Boards (IRB)

Another important party in every clinical trial, and one that has the potential
for producing significant liability exposures for a hospital, is the IRB. An
IRB is a group formally designated to protect the rights, safety and well-
being of humans involved in clinical trials.® IRB’s provide the study with
checks and balances to assure patient safety and protect the parties involved
with its execution from potential liability. The primary responsibility of an
IRB is to review the trial protocol including:

* Study design,

* Scientific principles,

* Social and scientific significance,

e Protections,

* Qualifications of researchers,

* Adequacy of hospital resources,

*  Ways to terminate study if necessary, and

* Safety measures

IRB members face potential liability if a trial goes awry with tragic conse-
quences. Ifan IRB is affiliated with a specific hospital, it 1s likely that the hos-
pital also will be named in a suit alleging negligence of the IRB. Even if the
IRB members are not specifically named in a suit, a hospital may be held li-
able for their negligence. For example, in the milestone Canadian case, Weiss
v. Solomon, one of the study participant’s went into cardiac arrest while un-
dergoing treatment as part of the study. Subsequently, the family sued the PI,
the hospital and the physician that recommended participation in the trial.
The court ultimately found both the PI and the hospital liable. The hospital’s
liability ultimately arose from the fact that the research committee (the Ca-
nadian term for an IRB) had approved a research protocol and consent form

which was determined by the Court to be deficient.”
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While bodily injury
claims represent the
most common type of
suit, and certainly are
the type that attracts
the greatest amount
of risk management
scrutiny, they are not
the only type of suit
that can arise from

clinical trials.
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Types of Exposures
The PI, the Sponsor and the CRO all have very different roles in the clinical

trial process, but all are potential targets for lawsuits, and often all are named
in a suit. “Clinical trial litigation is commonly a consequence of injury to a
trial participant, said Tristan Gabriel, Senior Vice President, ACE USA Life

Sciences. “Allegations are often linked to informed consent issues.”

Clinical trial lawsuits can result from any number of allegations. Some of the
more common allegations include.?

* Assault and Battery,

* DBreach of the Right to Dignity,

* Clinical Negligence,

e Scientific Fraud, and

* Wrongtul Death.

Gelsinger v. Trustees of the University of Pennsylvania is an often-cited example
of a clinical trial bodily injury suit. In this case an eighteen year-old who had
volunteered to participate in a corrective gene study died during the course
of the study. As a result, the trustees of the university and two hospitals af-
filiated with the research, the investigators, the company that sponsored the
research, the former medical school dean and a bioethicist, were all named as
defendants on the basis of wrongful death, assault and battery linked to lack
of informed consent, and common law fraud/misrepresentation linked to the

informed consent process.’

While bodily injury claims represent the most common type of suit, and
certainly are the type that attracts the greatest amount of risk management
scrutiny, they are not the only type of suit that can arise from clinical trials.
Other clinical trial exposures that people fail to realize and may not think

about, but are still very important include:
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* Property damage to equipment or spoilage of materials,

* Financial loss due to a delay in the trial or other issues that cause it to have
to be redone,

* Criminal fines and penalties for marketing practices such as sanctions for
noncompliance with federal and state regulations related to promotion,

* Civil/criminal penalties related to Medicaid/Medicare fraud,

* Fraud involving misrepresentation of defective drugs and products, and

* Foreign exposures for clinical trials conducted entirely or in part overseas.

Insurance Coverage Needs
Risk managers often assume that a hospital professional liability (HPL) policy

provides full protection against liability as a result of an incident resulting
from its professional services or those of its physicians during a clinical trial.
However, this is not always the case, which 1s why a careful review of the pol-
icy terms and conditions is essential to assure the hospital has the appropriate
coverage and identify coverage gaps and restrictions. A separate product/

clinical trials liability policy may be needed.

For example, the definition of “professional services” in the HPL policy
should be reviewed to determine whether those services include the profes-
sional services the hospital is undertaking in the clinical trial. Additionally,
the policy definition of a patient should be reviewed to determine if it in-

cludes test subjects.

According to David Shuey, Willis Life Sciences Practice Leader, “Hospi-
tals also should consider property insurance for damage to equipment and
products, the policy should also include coverage for spoilage. Errors and
Omissions (E&QO) insurance is also essential to cover ‘financial damages’ if
the hospital fails to comply with the clinical trial agreement, incur delay in
execution, or make an error in conducting the trial which requires a repeat

of efforts.”

9 September 2012 | Advisen Ltd. Sponsored by: insuring progress



WHITE PAPER

Risk Management

While insurance pro- ~ While insurance provides hospitals with peace of mind protection and is es-
vides hospitals with sential, the best hospitals take pride in preventing lawsuits from occurring in
peace of mind protec- the first place. To achieve this, a hospital clinical trial risk mitigation policy
tion and is essential should be developed and properly executed. Some elements of a risk mitiga-
the best hospitals take

pride in preventing

tion policy include identifying the types of clinical trials, identifying the role
the hospital is playing, selecting a qualified principal investigator, executing a
clinical trial agreement (CTA), ensuring compliance with HIPAA and mon-

lawsuits from occur- ..
itoring adverse events.

ring in the first place.
Type of Clinical Trial and Role Being Played

The first step in any clinical trial risk mitigation policy should be to gain a
clear understanding of what type of trial(s) is occurring at its facilities and
what role the hospital is playing. As previously mentioned each of the various
roles — PI, Sponsor, and CRO — creates diftferent exposures for a hospital and

require a different risk management approach.

Clinical Trial Initiated and Sponsored by a Pharmaceutical, Medical Device or Bio-
technology Firm: In order for a product to become FDA approved and be rec-
ommended for mass consumption, pharmaceutical, medical device and bio-
technology firms must first sponsor a human clinical trial to determine the
effectiveness and safety of the product. These commercially sponsored trials
are frequently conducted in a hospital setting with one of the hospitals physi-
cians acting as the trials Principal Investigator (PI). In this arrangement, the
trial sponsor (e.g. Drug, Device or Biotechnology Company) will be respon-
sible for any liability as a result of the product being tested and the hospital
and/or the PI will be responsible for any liability as a result of negligence in
administering the trial (malpractice)."” The respective roles and liabilities of
the various parties are defined in a contract, the Clinical Trial Agreement (see

below), before a trial begins.
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Commercial Clinical Trial Initiated by Principal Investigator: Often drugs are iden-
tified as potentially being effective in treating diseases other than what they
were initially designed for. For example, it may be believed that a drug com-
monly used for breast cancer may also be effective in treating ovarian cancer.
In these circumstances, a hospital physician may approach the drug, device
or biotechnology company about a clinical trial partnership. Under this sce-
nario, the hospital physician becomes the PI and will often look outside of
their facility to recruit trial subjects as well as look to a CRO for assistance in

administering the study.

In this arrangement, the hospital and the PI are the trial sponsors and there-
fore should seek indemnification from the drug or device company for claims
arising from the product. CROs will often then seek indemnification from
the hospital for liability arising out of the trial. A standard HPL policy will
typically protect against allegations of malpractice by the trial participant, un-
less the participant is not a patient of the hospital which would then require a

separate products/clinical trials policy.

Clinical 'Irial Initiated by the Hospital: Some hospitals may be involved with
scientific research to discover cures to specific diseases. If a hospital has de-
veloped a drug or device that it would like to take to clinical trial, the hospital
and PI become the trial sponsor and therefore do not have a commercial drug
or device company to seek indemnification from. In this situation a standard
HPL policy typically will not provide protection for the exposures as a result
of the sponsoring. If this is the case a hospital should purchase a separate

products/clinical trials policy."
Before engaging in any of the above, the hospital, its legal counsel and in-

surance broker should thoroughly review any contracts with trial sponsors,

CROs or anyone else involved.
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Selecting a Qualified Principle Investigator

PI’s must be able As the leader of the research team, PI’s are the first line of defense in assur-
to comprehend the ing that the clinical trial is conducted responsibly and in accordance with the
science behind the study protocol. PI’s must be able to comprehend the science behind the trial

trial and have the and have the clinical training and expertise to manage any side effects and po-

. . tential adverse events. For this reason it is of the upmost importance that the
clinical training and o o , ,
qualifications and training of the PI be thoroughly reviewed and the review

expertise to manage : . .
P g process is documented. If the PI conducting the trial is found not to have the

any side effects and

proper qualifications and training, it opens the door to potential liability. The
potential adverse lawsuit discussed at the top of this report, in which a researcher falsified his

events. resume, 1s a clear example of this exposure.

Other circumstances that can result in legal recourse that must be thoroughly
reviewed and addressed are the relationship of the Pl and the trial sponsor and
the relationship of the PI and the test subjects. If it is found that an incen-
tive will be paid to the PI by the sponsor if the trial is a success this creates a
conflict of interest that could result in significant liability. Additionally, if the
test subjects and the PI have an existing relationship, the patient may be more
apt to seck legal recourse if the trial does not achieve the expected results or

results in an adverse event.
Clinical Trial Agreement (C'TA)

After the clinical trial PI has been selected and before the trial is underway,
a contractual relationship between the hospital/PI and the sponsor called
a clinical trial agreement (CTA) should be initiated. The CTA is a legally
binding agreement that details the roles and responsibilities between the par-
ties. CTA’s are essential because they allocate risk, responsibility, financial
support and obligations.'? For this reason the insurance and indemnification
clauses in the CTA should be reviewed by the hospital’s risk management

and legal department as well as by their insurance broker.
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Other Risk Management Considerations

* HIPAA: Finding qualified participants for clinical trials is often a chal-
lenge. However challenging it may be, though, when searching disease
registries and other databases for qualified participants, the same rules ap-
ply with regards to the privacy of patient health information (PHI). Spon-
sors, PIs and anyone else involved with the study may neither use nor dis-
close protected health information for research purposes without advance
patient consent. HIPAA requirements must be followed.

* Informed Consent: Trial participants should be informed about what exact-
ly will occur during the trial so that they can make an informed decision
about whether or not to participate. Trial participants then confirm their
agreement to participate through a written consent form. This document
should be produced by the creators of the study and it should be reviewed
and approved by the IRB. Failure to do so will open the door to potential
liability.

* Monitor Adverse Events: Standard clinical trial practice requires PI's to
monitor and report serious adverse events to trial sponsors. Research staff
must be taught how to properly collect and report data. Failure to do so

can result in liability.

Conclusion

Performing clinical trials on human subjects is necessary for healthcare in-
novation and progress. Strictly regulated to ensure the wellbeing of the study
participants, the very concept nonetheless denotes a degree of inherent risk.
While the risk is real, it does not mean that litigation and potential financial
loss are imminent. According to Ms. Clouser, “Hospitals with a clear under-
standing of their clinical trial exposures and that have developed a strategy
that 1s both proactive in preventing losses and comprehensive in covering
them through a well-designed insurance program can feel confident about

moving forward with vital research.”
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