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he conduct of human research,

including clinical trial research;

involving drugs, biologicals
and devices; requires an understanding
of, and compliance with, extensive and
complicated federal and state laws, rules,
and regulations. Traditionally, manufac-
turers have focused upon institutions,
such as community hospitals and aca-
demic medical centers, to act as the sites
for the conduct of their research. These
institutions typically have substantial
administrative infrastructure, often have
long standing experience in conducting
research, and many times even have their
own institutional review boards (IRB).
Therefore, these institutions are generally
well equipped to handle the significant
responsibility relating to the performance
of clinical trials. This is often not the case
for private practice physicians performing

research in their private offices.

Because manufacturers are increasingly
turning to physician offices as clinical
trial sites, more and more physicians,
who have little or no experience with
clinical trials, or who have historically

only acted as principal investigators

under the watchful guidance and over-
sight of a hospital, are now being faced
with significant responsibility for which
they may be unprepared. Physicians
should carefully consider the capabili-
ties of their office and their staff, and
the obligations created by performing
clinical research in their offices, prior to

agreeing to act as a clinical trial site.

Failure to properly conduct research in
compliance with the requirements of
the applicable laws, rules and regula-
tions, can result in serious conse-
quences, including placing patients at
risk, lawsuits, FDA enforcement actions
and even licensure issues. This article
will review certain of the considerations
and concerns relating to the responsibil-
ities of the physician conducting FDA
related research in his or her office.

Overview of research obligations

Prior to agreeing to perform human

research in his or her office, a physician

and the staff of the office should be

prepared to:

1. Adopt research policies and procedures;

2. Engage and communicate with an IRB;

3. Contract with a research sponsor;

4. Recruit subjects and obtain informed
consents;

5. Comply with Form 1572 and the
rules of Good Clinical Practice;

6. Comply with the applicable research
protocol and maintain research records;

7. Report adverse events and maintain
control of investigational drugs;

8. Train staff; and

9. Ensure that the human research is
conducted in compliance with all
applicable laws, rules and regulations,
including FDA regulations and HIPAA.

Policies and procedures

All necessary research policies and pro-

cedures should be written, adopted and

implemented by the principal investiga-
tor and his or her office prior to con-
ducting human research. The policies
and procedures should address:

1. Compliance with the FDA and good
clinical practice rules;

2. The process for reviewing and evalu-
ating research protocols;

3. Relationship with an IRB, including
appointing officials to interact with
the IRB;

4. Creation of informed consent and
implementation of an informed con-
sent process;

5. Monitoring procedures to ensure that
the policies and procedures are fol-
lowed and oversight activities are
documented,

0. Reporting procedures for responding
to adverse events and non-compli-
ance and follow-up measures to deal
with such reports;

7. Procedures for maintenance of
research records;

8. Procedures to avoid the appearance
or existence of a conflict of interest;

9. Procedures for use, storage and over-
sight of research drugs; and

10.Internal audit or self-assessment pro-
cedures in connection with FDA

inspections or audits.

All research policies and procedures
should then be made available to the
personnel of the physician’s office who
are involved in conducting research,

and all staff involved in research should
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be required to comply with the policies
and procedures. The personnel involved
in performance of research must be
trained in the policies and procedures
for, and the process of, conducting

research at the physician office.

Institutional review hoard

With few exceptions, all research must
be conducted under the oversight and
approval of an IRB. Traditionally, where
a physician conducts hospital based
research, the hospital’'s IRB is used. The
principal investigator conducting human
research at his or her office is responsi-
ble for locating and engaging an appro-
priate IRB. If the principal investigator is
affiliated with a hospital, the hospital’s
IRB may be available. Hospital IRBs are
often amenable to reviewing human
research performed by members of the
hospital’s medical staff, even when the
research in not conducted at the hospi-
tal. If a hospital IRB is not available, the
principal investigator will have to
engage an independent or non-institu-
tional IRB. The process of engaging an
IRB often involves contracting with the
IRB and ensuring that the IRB is duly
constituted and capable of providing
review and continuing oversight of

research involving human subjects.

Once an IRB reviews and approves or
disapproves proposed research, it will
report such approval or disapproval to
the principal investigator. Such approval
will involve review of the protocol,
informed consent, HIPAA authorization,
investigator’s brochure, proof of qualifi-
cations of researcher, and proposed
advertising. Subsequently, the principal
investigator will be responsible for con-
tinuing communication with the IRB,

reporting protocol changes and obtain-

ing continuing IRB review of the
research (required not less than once
per year). The physician’s office is also
required to maintain adequate docu-
mentation of IRB activities, although
such documentation can be maintained
by the IRB on behalf of the physician’s
office. The documentation should
include copies of all research proposals
reviewed by the IRB, minutes of IRB
meetings, records of continuing review
activities, copies of all correspondence
between the IRB and investigators, and
statements of significant new findings

provided to research subjects.

Contracting with the sponsor

A sponsor of research, such as a pharma-
ceutical company or device manufacturer,
will usually require the physician’s office
(and often the physician acting as principal
investigator for the research) to enter into a
“clinical trial agreement.” This Agreement is
a legal document which places responsibil-
ities for the research upon the physician’s
office (as the trial site) and the principal
investigator (in conducting the trial) and
the sponsor. The clinical trial agreement
will also address (i) indemnification, if any,
of the physician’s office and principal
investigator, in the event of subject’s injury
or death resulting from participation in the
research; (i) the budget for the reimburse-
ment the physician will receive for con-
ducting the clinical trial; (iii) the reporting
requirements the physician must comply
with; (iv) insurance requirements; (v) qual-
ifications the investigators must meet; and

(vi) termination rights.

Overall, it is important that the physi-
cian review and understand this
Agreement before entering into it.
Generally, the sponsor will provide the

physician with a form of Agreement that

is beneficial to the sponsor. The physi-
cian may, therefore, find it necessary to
negotiate certain of the terms contained
in the Agreement and the budget
and/or obtain counsel to complete this

step in the process.

In negotiating this Agreement, the
physician (and/or his or her counsel)
must also ensure that neither the terms
of the Agreement, or the research
process, violates any federal or state
fraud or abuse statutes, regulations or
rules. The agreement must be for bona
fide research; the payments being made
by the sponsor must be fair market
value for the services rendered by the
principal investigator; and the payments
cannot be in exchange for referrals from
the principal investigator. A principal
investigator has to be particularly care-
ful in relation to these issues when
entering into agreements to conduct

post-marketing studies.

Informed consent and subject recruitment
Once research is approved by the IRB
and a clinical trial agreement is execut-
ed, conduct of the research can begin.
Initially, the principal investigator will
need to recruit research subjects and
ensure such recruitment is conducted in
accordance with the requirements of the
FDA regulations and the regulations
under the Health Insurance Portability
and Accountability Act of 1996 and
related regulations (“HIPAA”). He or she
will also be responsible for ensuring
each research subject signs an appropri-
ate informed consent prior to any par-
ticipation in the clinical trial. Typically,
the sponsor will provide an informed
consent to be used. The IRB may

require modifications to the form pro-
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vided by the sponsor.

The process of obtaining informed con-
sent from a research subject does not
only involve ensuring that the research
subject signs an IRB approved and appro-
priate informed consent. Rather, the
signed informed consent is considered
documented evidence of the entire
informed consent process, e.g., the
process of discussing the research with
the subject to educate them regarding
terms of the research and ensure that they
understand the research purpose, risks,
duration, procedures, alternatives and
benefits. It is important that the informed
consent form and the educational process
be done in a manner that is understand-

able to the subject, e.g., in layman terms.

Under the FDA regulations, both the
informed consent form and the informed
consent process must contain/involve
specific statements and discussions. There
are at least 13 points that must be
addressed in writing in the informed con-
sent form and the entire form should be
discussed with the subject during the
informed consent process. The principal
investigator should ensure that the
process is completed correctly and that all
subjects are given an opportunity to ask
questions before entering into the
research. The FDA website provides
access to the regulations governing
informed consent at hitp.//www.access-
data fda.gov/scripts/cdrb/cfdocs/cfcfi/C
FRSearch.cfm?CFRPart=50 and pro-
vides guidance regarding the informed
consent process at hittp://www.fda.gov/
oc/obri/irbs/informedconsent.btml#model
In addition to the informed consent, the
principal investigator shall ensure that
each subject executes a HIPAA compliant

authorization. A sample authorization

form and further information regarding
this form can be obtained at http://priva-
cyruleandresearch.nih.gov/authorization.as
p. This form lets the research subject
know how his or her protected health
information will be used and disclosed
and the circumstances under which his or
her protected health information will
remain confidential and those under

which it will not.

Complying with Form 1572 and the

rules of good clinical practice

In connection with FDA related

research, the principal investigator is

required to complete a Form 1572. By

signing this Form the principal investiga-

tor is agreeing, among other things to:

1. Conduct the study in accordance
with the applicable research protocol;

2. Personally conduct or supervise the
research;

3. Complete the informed consent process;

4. Report adverse events to the sponsor;

5. Read and understand the investigator
brochure;

6. Maintain adequate records;

7. Comply with FDA regulations and rules
and rules of good clinical practice;

8. Obtain IRB approval of the trial and
informed consent; and

9. Ensure that all other investigators are
informed of, and comply with, these

requirements.

A copy of the form can be obtained at:
www . fda.gov/opacom/morechoices/f
daforms/default.btml.

Additionally, all research must be con-
ducted in compliance with the rules of
good clinical practice. These rules
require principal investigators (and all
other investigators involved in a clinical

trial) to () comply with the general fed-

eral regulations, (i) control the investi-
gational drug; (iii) create and retain
records, (iv) create reports, and (v)
obtain appropriate IRB review. Guidance
regarding the rules of good clinical prac-
tice can also be obtained on the FDA
website at http://www fda.gov/
cder/guidance/959nl.pdf.

Complying with the research protocol
and maintaining records

The principal investigator is responsible
for ensuring that the research proceeds
in compliance with the applicable
research protocol. The protocol contains
the criteria for admitting subjects into
the study, the procedure for administer-
ing the study drug or device, detail
regarding testing of each study subject
and all follow up tests required for each
study subject. Failure to strictly follow
the protocol can result in sanction by
both the study sponsor and the FDA.
Moreover, once a protocol has been
approved by an IRB, an investigator
cannot make changes to such protocol
without the IRB approving changes.
Moreover, often times, the research
sponsor will require its approval of all

changes as well.

Further, the actual conduct of the clini-
cal trial will require the creation and
maintenance of research records as set
forth in the protocol and FDA regula-
tions. These records shall include
records of disposition of drugs or the
device, case histories, regulatory corre-
spondence, and a delegation log indi-
cating responsibilities of all those
involved in the research. Even following
completion of the trial, the principal
investigator will often be required to
maintain certain records and conduct

certain follow up activities.
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Reporting adverse events and main-
taining control of investigational drug
A principal investigator is responsible
for reviewing and understanding the
applicable FDA regulations and for
reporting all adverse results of the study
to the proper individuals at the IRB and
sponsor. The principal investigator must
strictly monitor all study subject reaction
to participation in the study and report,
in a very timely manner, an adverse
response of such study subject. The
principal investigator will also be
responsible for making all progress
reports, safety reports, final reports, der-
ivation reports, financial disclosures,
reports on changes in research activities
and reports on unanticipated problems

involving risks to subjects to the IRB,

sponsor and FDA. Further the principal
investigator will be responsible for
keeping accurate records of the use,
storage and disposal of any study drug

used in the research.

Conclusion

As noted above, failure to properly con-
duct research in compliance with the
requirements of the applicable laws, rules
and regulations, can result in serious con-
sequence to the physician and staff con-
ducting the research. As part of its moni-
toring and oversight responsibilities, the
FDA conducts periodic audits of research
sites. Should a FDA audit result in the
FDA’s determining that the research site
is not operating in accordance with appli-

cable laws, rules and regulations, the

FDA may issue a Warning Letter to the
researchers or the research site regarding
their failures. All Warning Letters issued
by the FDA are posted on the FDA web-
site and are publicly available at
http.//www . fda.gov/foi/warning.btm.

Failure to timely and satisfactorily
respond to an FDA Warning Letter can
lead to more significant consequences
such as FDA enforcement actions. To
avoid the consequences, it is very impor-
tant that any physician interested in con-
ducting research in his or her office
understand the requirements and obliga-
tions surrounding such research before

moving forward.
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their concerns. However, in this illustration,
there is no system or officer
because there is no corporate compliance
plan. The board earlier declined to
put such a plan in place because it
believed it had an honest staff. But now,
the administrator seeks an exit strategy.
The administrator calls a health care
attorney who specializes in developing
and implementing corporate compliance
programs. She explains briefly and desperately
that the nursing facility provides
good care and is run by honest
people, but she nevertheless recognizes
the need for a corporate compliance
program should OIG ever come calling.
She confirms with the attorney that such
a compliance program, if effective, may
minimize any civil and criminal penalties
should the government impose
them. The attorney agrees to begin
work immediately. However, before the
assignment can begin, the dam breaks.
Word gets out to OIG that something's
wrong and that altered documents are
about to be destroyed. The administrator
is faced early one morning with FBI
agents brandishing guns, holding searchand-
seizure warrants for all patient data.
Computers are loaded into trucks. Filing
cabinets are carted off. Medical records
are taken away. Anything of questionable
value to the investigation is taken.
The nursing home is left in a complete
financial and clinical shambles. The attorney
hired to begin a compliance program
is standing at the front door, helpless
to intercede and realizing the administrator's
effort to initiate a corporate
compliance program was too little, too
late. Things to remember about fraud:
■ It doesn't start with dishonesty
■ It starts with pressure
■ It starts one small step at a time
■ It starts with what might be considered
"gray" areas
■ It increases in complexity and scope
over a long period
■ It locks in its participants so there's
no escape
The solution
Fraud starts with good intentions: to continue
building the organization and to
continue providing jobs for employees.
But the slope is slippery from there. What
often begins as a one-person effort eventually
involves many. A corporate compliance
program, seriously initiated, implemented
and maintained, is the only way
to ensure that nascent fraud does not
begin and spread throughout an organization.
Once that happens, often the only
option available for an otherwise honest
organization, without a corporate compliance
program, is to confess. The organization
must seriously consider approaching
OIG before it and/or the Justice
Department approaches the organization. ■
health industry fraud ...continued from page 13
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