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FDA Draft Guidance Contains Recommendations to Aid Compliance
By Clinical Investigators and Sponsors Supervising Clinical Trials

BY CARL ANDERSON

C linical investigators and sponsors continue to find
themselves subject to Food and Drug Administra-
tion (FDA) compliance actions such as warning

letters and disqualifications for the failure to adequately
supervise clinical trials. FDA in May 2007 issued a draft
guidance document containing specific recommenda-
tions to help clinical investigators and sponsors address
FDA concerns.1

On May 10, 2007, FDA issued a draft guidance docu-
ment for comment titled Protecting the Rights, Safety,
and Welfare of Study Subjects—Supervisory Responsi-

bilities of Investigators.2 Although the document is la-
beled ‘‘Draft—Not for Implementation’’ and its recom-
mendations are nonbinding, it documents FDA con-
cerns regarding clinical investigators’ participation in
the changing climate of clinical research. In reviewing
clinical investigator compliance with requirements that
they adequately supervise clinical trials, FDA focuses
on the following issues:

1. the qualifications of individuals delegated respon-
sibility by the investigator;

2. adequate training of study staff;

3. adequate supervision of study staff and involve-
ment by the investigator; and

4. adequate supervision and oversight of third par-
ties involved in the study.

The public comment period for the draft guidance
document has ended and FDA is reviewing the com-
ments before it prepares the final guidance document.
This lengthy, multistep process requires input from the
three FDA centers that supervise agency-regulated
clinical trials: the Center for Biologics Evaluation and
Research (CBER), Center for Drug Evaluation and Re-
search (CDER), and Center for Devices and Radiologi-
cal Health (CDRH). The Office of the Commissioner,
the lead office for the guidance document, holds re-
sponsibility for final clearance of the document.

1 The document discusses FDA regulation of clinical inves-
tigators responsible for the conduct of clinical trials. Clinical
investigators are frequently referred to as ‘‘principal investiga-
tors,’’ particularly in academic and National Institutes of
Health-funded research. FDA does not use the term ‘‘principal
investigator’’ in its regulations.

2 Food and Drug Administration, 72 Fed. Reg. 26639, May
10, 2007, available at http://www.fda.gov/OHRMS/DOCKETS/
98fr/07d-0173-gdl0001.pdf.

Freelancer Carl Anderson is a senior consult-
ant at the Biologics Consulting Group Inc., a
team of consultants who provide regulatory
and product development advice on develop-
ment and commercial production to the bio-
technological and medical device indus-
tries. Prior to joining BCG, Anderson spent 17
years at the Food and Drug Administration
and specialized in conducting inspections in
the bioresearch monitoring program. He may
be reached at: canderson@bcg-usa.com.

REPORT

COPYRIGHT � 2008 BY THE BUREAU OF NATIONAL AFFAIRS, INC. ISSN 1539-1035

A BNA, INC.

MEDICAL RESEARCH
LAW & POLICY!

http://www.fda.gov/OHRMS/DOCKETS/98fr/07d-0173-gdl0001.pdf
http://www.fda.gov/OHRMS/DOCKETS/98fr/07d-0173-gdl0001.pdf


Risk-Based Approach
FDA inspections of clinical investigators are part of

the agency’s Bioresearch Monitoring program. This
program is designed to ensure that the rights, safety,
and welfare of clinical trial participants are protected. It
also seeks to verify the integrity of data submitted to the
agency in support of applications, including new drug
applications (NDAs), biological license applications
(BLAs), and pre-market approval applications (PMAs).3

Bioresearch Monitoring staff at FDA headquarters
use a risk-based approach in reviewing investigator
oversight of study staff, according to Patricia Ho-
lobaugh, Chief of Bioresearch Monitoring at CBER. In a
telephone interview with the author on March 5, Ho-
lobaugh explained recently that inappropriate delega-
tion of responsibility regarding medical procedures, ad-
verse event assessment, or medical interventions would
be considered a significant concern in comparison to
delegation of routine staff duties such as data entry.

Holobaugh expressed particular concern about re-
mote clinical sites, sometimes in a different part of the
country, which some investigators supervise without
even meeting the subinvestigators responsible for con-
duct of the study. ‘‘Sponsors sometimes expect or allow
a clinical investigator to supervise satellite sites that are
not nearby,’’ she said. ‘‘This makes it difficult or impos-
sible for the clinical investigator to directly supervise
the study at distant sites. The clinical investigator is
held accountable for mistakes of individuals that he or
she cannot supervise,’’ Holobaugh emphasized. ‘‘We
recommend that each site have a clinical investigator.’’
In practice this would mean that each remote site would
have a clinical investigator who has signed an investiga-
tor statement—Form FDA 15724—committing to follow
FDA regulations.

Holobaugh pointed out that she was not referring to
situations where a satellite clinic of the investigator was
in the immediate geographic vicinity and where over-
sight could be performed without difficulty. She specifi-
cally was referring to out-of-state sites that are seldom,
if ever, visited by the investigator. ‘‘It’s been a big prob-
lem,’’ she said. ‘‘The result can be a warning letter.’’

Appropriate Delegation of Study-Related Tasks
The appropriate delegation of study-related tasks by

the clinical investigator is a subject of the draft guid-
ance document. It points out that many tasks require
formal medical training and that different states have
different standards for licensure. The document urges
clinical investigators to take into account a staff mem-
ber’s qualifications and licensing requirements when
considering whom to delegate specific tasks.

The draft guidance document mentions specific situ-
ations where a clinical investigator has delegated tasks
to individuals without appropriate qualifications. Some
of these tasks include screening evaluations, medical
histories, evaluation of inclusion/exclusion criteria,
evaluation of adverse events, physical examinations,
and assessment of primary efficacy endpoints such as
tumor response. The document also discusses the in-
formed consent process and the problem of informed

consent being obtained by persons without medical
training.5

Experienced sponsors frequently use a delegation-of-
authority log to record staff signatures and the specific
study tasks that they perform. Holobaugh stated that
these logs can proactively prevent problems: ‘‘Delega-
tion logs are a really useful tool.’’ Because they are pre-
pared at the beginning of a study, a clinical investigator
can use them in planning study-related tasks. ‘‘That
gives the sponsor a chance to agree that the tasks are
appropriately delegated,’’ Holobaugh said. It also gives
the sponsor’s monitors a road map to ensure that the
tasks are being done by the appropriate people. Ho-
lobaugh said that monitors periodically should review
the logs to make sure they are updated during staff
turnover.

Adequate Training
The draft guidance document discusses the impor-

tance of training staff members who perform clinical
trial tasks. Training in the specific protocol-required ac-
tivities is of particular importance. The requirements of
a clinical trial protocol may be different in the clinical
research context than they would be in the practice of
medicine. For example, the protocol may require a spe-
cific diagnostic test at a certain point in the study that
the medical standard of care would not require. This is
one reason that the investigator needs to train staff on
the study protocol and to document that training.

Other training requirements include making sure
that study staff are familiar with clinical trial standards
and regulatory requirements, both for the proper con-
duct of the study and to protect human participants in
the study. A useful tool is maintaining a training file
that includes documentation of both protocol training
and general training in good clinical practice (GCP).
The investigator should ensure that staff are kept ap-
prised of changes in the protocol and are competent to
perform their study-related tasks.

Adequate Supervision
One of the unique features of the draft guidance is a

discussion of specific steps an investigator can take
when supervising clinical trial study personnel. These
steps include development of procedures to conduct the
study. Although the draft guidance does not specify that
the procedures should be in writing, it does include the
clear recommendation that some form of procedures
should be put into place. Currently, the only regulatory
requirement for written procedures in a clinical trial is
for a written monitoring plan when conducting a medi-
cal device study.6

The draft guidance document recommends develop-
ment of procedures for:

1. correcting problems identified by study personnel,
outside monitors or auditors, or other parties in-
volved in the conduct of the study;

2. documenting the performance of delegated tasks
in a satisfactory manner;

3 Food and Drug Administration, Bioresearch Monitoring
Program Coordination Background, Office of Regulatory Af-
fairs (FDA, Rockville, Md., April 10, 2007), available at http://
www.fda.gov/ora/compliance_ref/bimo/background.html.

4 21 C.F.R. § 312.53(c)(1).

5 The standard FDA guidance document for obtaining in-
formed consent is found in the Information Sheet Guidances—
Guidance for Institutional Review Boards, Clinical Investiga-
tors, and Sponsors (1998 with updates), available at http://
www.fda.gov/oc/ohrt/irbs/default.htm.

6 21 C.F.R. § 812.25(e).
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3. conducting the informed consent process;

4. ensuring that data collected in the source docu-
ments are accurately transferred to case report
forms (CRFs);

5. dealing with data queries issued by the sponsor or
data management group; and

6. ensuring that staff comply with the protocol, ad-
verse event assessment and reporting, and other
medical issues.

In addition to these procedures, the draft guidance
document recommends that the clinical investigator
hold regular meetings with study staff and the spon-
sor’s monitors. The document also cites the following
situations that can complicate a clinical investigator’s
ability to adequately supervise a clinical trial:

s inexperienced staff,

s overburdened staff (understaffing),

s complex studies (multiple procedures, complex
protocols),

s large numbers of enrolled participants,

s a patient population that is very sick, or

s a large number of concurrent studies being con-
ducted by the investigator or a study coordinator.

The guidance document also discusses the issues
raised by Holobaugh regarding supervision of sites in
remote locations.

Oversight of Other Parties
A significant problem in conducting clinical trials is

that the current FDA regulations do not reflect the cur-
rent climate of the clinical research industry. There are
many clinical trial vendors that are not covered by ex-
isting regulations.7 Examples include clinical laborato-
ries, electrocardiogram (ECG) core laboratories, and
site management organizations (SMOs). The draft guid-
ance document notes that SMOs carry out many tasks
of a clinical investigator, but that these tasks remain the
responsibility of the investigator. Although SMOs did
not exist when the original GCP regulations were is-
sued there currently are no plans to update the regula-
tions to more accurately reflect the way clinical trials
now are conducted.

The draft guidance document also notes that there
are many tasks that are not under the control of the in-
vestigator, including a central laboratory. The docu-
ment states that when these services are crucial for the
study and are retained by the sponsor, the sponsor is re-
sponsible for assuring that the parties performing them
are fulfilling their responsibilities. Although not men-
tioned by the guidance document, this should be a part
of a sponsor’s vendor qualification program.

Medical Responsibilities
The draft guidance document concludes by discuss-

ing medical responsibilities during and following a
clinical trial. It discusses reasonable access to medical
care for participants in a study where the test article has
a significant toxicity or potential for abuse. It states that
participants should be fully informed of the possible

need to have contact with the investigator regarding
medical issues, and should be provided with any con-
tact information.

Noncompliance with the study protocol’s inclusion/
exclusion criteria and the associated medical risks are
another subject of the draft guidance document.
Protocol-specific criteria inform the investigator which
persons may participate in the study and what specific
medical conditions exclude a potential participant for
safety or other reasons. Violations of these criteria rou-
tinely are the most frequently observed during FDA in-
spections of clinical investigators and are cited in a
number of warning letters.8 FDA focuses on significant
violations of inclusion/exclusion criteria because both
patient safety and data integrity are involved.

Recent FDA Compliance Actions
FDA has issued a number of warning letters in the

past year involving supervisory responsibilities of clini-
cal investigators. Warning letters have been issued to
both clinical investigators and sponsors. For example:

s CDER held a drug sponsor responsible for viola-
tions at a clinical site. It was documented that the
clinical investigator’s staff did not know the defini-
tion of and reporting requirements for adverse
events of interest in a specific study. There were
numerous additional violations at this site.9

s CDRH cited a clinical investigator for failure to ob-
tain legally effective informed consent due to over-
sights by study personnel. The investigator had
told FDA that he would provide training to staff but
did not specify when the training would take
place.10

s CDER cited a clinical investigator for failure to
personally conduct or supervise a clinical trial.
Specifically, the investigator had not met two sub-
investigators and had not reviewed their research
or clinic records. The investigator also was cited
for failure to meet inclusion/exclusion criteria for
the protocol.11

s CBER cited a clinical investigator for failure to
conduct a number of protocol-required tests and
evaluations. The investigator stated that he had
provided retraining to his staff, but he had not
documented what the training was and when it had
taken place.12

Conclusion
To conduct and supervise a clinical trial is a signifi-

cant responsibility for a clinical investigator, and is sub-

7 Anderson, C., Tashiro, C., Taddonio, L., ‘‘Vendor Quality
Assurance Audits: A Formula for Success,’’ Applied Clinical
Trials (May 2007).

8 Anderson, C., ‘‘Protocol Adherence and Recordkeeping,
The Twin Pillars of GCP,’’ Immel Report (September/October
2005).

9 Food and Drug Administration, Warning Letter to Sanofi-
aventis (FDA, Rockville, Md., Oct. 22, 2007), available at http://
www.fda.gov/foi/warning_letters/s6551c.htm.

10 Food and Drug Administration, Warning Letter to Mark
Adams, M.D. (FDA, Rockville, Md., Jan. 28, 2008), available at
http://www.fda.gov/foi/warning_letters/s6652c.htm.

11 Food and Drug Administration, Warning Letter to Robert
Michael Murray, M.D. (FDA, Rockville, Md., Feb. 28, 2007),
available at http://www.fda.gov/foi/warning_letters/archive/
b6316d.htm.

12 Food and Drug Administration, Warning Letter to Ed-
ward Chambers, M.D. (FDA, Rockville, MD, March 29, 2007),
available at http://www.fda.gov/foi/warning_letters/
s6652c.htm.
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ject to close FDA scrutiny. An investigator’s failure to
comply with all applicable FDA regulations can result in
FDA compliance actions, which may negatively affect
the investigator and delay the sponsor’s application to
the agency for approval of a new product. Although not

finalized, FDA’s recent draft guidance document on su-
pervisory responsibilities provides clinical investigators
and sponsors with practical recommendations to imple-
ment and a road map to GCP regulatory compliance.
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