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§58.195 Retention of records.

(a) Record retention requirements
set forth in this section do not super-
sede the record retention require-
ments of any other regulations in this
chapter.

(b) Except as provided in paragrapbh
(c) of this section, documentation
records, raw data and specimens per-
taining to a nonclinical laboratory
study and required to be made by this
part shall be retained in the archive(s)
for whichever of the following periods
is shortest:

(1) A period of at least 2 years fol-
lowing the date on which an applica-
tion for a research or marketing
permit. in support of which the results
of the nonclinical laboratory study
were submitted, is approved by the
Food and Drug Administration. This
requirement does not apply to studies
supporting investigational new drug
applications (IND’s) or applications
for investigational device exemptions
(IDE's), records of which shall be gov-
erned by the provisions of paragraph
(bX2) of this section.

(2) A period of at least 5 years fol-
lowing the date on which the results
of the nonclinical laboratory study are
submitted to the Food and Drug Ad-
ministration in support of an applica-
tion for a research or marketing
permit.

(3) In other situations (e.g., where
the nonclinical laboratory study does
not result in the submission of the
study in support of an application for
a research or marketing permit), a
period of at least 2 years following the
date on which the study is compileted,
terminated, or discontinued.

(¢) Wet specimens (except those
specimens obtained from mutagenicity
tests and wet specimens of blood,
urine, feces, and biological fluids),
samples of test or control articles, and
specially prepared material, which are
relatively fragile and differ markedly
in stability and quality during storage,
shall be retained only as long as the
quality of the preparation affords
evaluation. In no case shall retention
be required for longer periods than
those set forth in paragraphs (a) and
(b) of this section.

(d) The master schedule sheet,
copies of protocols, and records of
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quality assurance inspections, as re-
quired by § 58.35(c) shall be main-
tained by the quality assurance unit as
an easily accessible system of records
for the period of time specified in
paragraphs (a) and (b) of this section.

(e) Summaries of training and expe-
rience and job descriptions required to
be maintained by § 58.29(b) may be re-
tained along with all other testing fa-
cility employment records for the
length of time specified in paragraphs
(a) and (b) of this section.

() Records and reports of the main-
tenance and calibration and inspection
of equipment, as required by § 58.63(b)
and (c), shall be retained for the
length of time specified in paragraph
(b) of this section.

() Records required by this part
may be retained either as original
records or as true copies such as pho-
tocopies, microfilm, microfiche, or
other accurate reproductions of the
original records.

(h) If a facility conducting nonclini-
cal testing goes out of business, all raw
data, documentation, and other mate-
rial specified in this section shall be
transferred to the archives of the
sponsor of the study. The Food and
Drug Administration shall be notified
in writing of such a transfer.

(43 FR 60013, Dec. 22, 1978, as amended at
52 FR 33781, Sept. 4, 1987; 54 FR 9039, Mar.
3, 19891

Subpart K—Disqualification of
Testing Facilities

§58.200 Purpose.

(a) The purposes of disqualification
are: (1) To permit the exclusion from
consideration of completed studies
that were conducted by a testing facili-
ty which has failed to comply with the
requirements of the good laboratory
practice regulations until it can be
adequately demonstrated that such
noncompliance did not occur during,
or did not affect the validity or accept-
ability of data generated by, a particu-
lar study; and (2) to exclude from con-
sideration all studies completed after
the date of disqualification until the
facility can satisfy the Commissioner
that it will conduct studies in compli-
ance with such regulations.
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(b) The determination that a2 non-
clinical laboratory study may not be
considered in support of an applica-
tion for a research or marketing
permit does not. however, relieve the
applicant for such a permit of any ob-
ligation under any other applicable
regulation to submit the resulits of the
study to the Food and Drug Adminis-
tration.

§ 58.202 Grounds for disqualification.

The Commissioner may disqualify a
testing facility upon finding all of the
following:

(a) The testing facility failed to
comply with one or more of the regu-
lations set forth in this part (or any
other regulations regarding such fa-
cilities in this chapter);

{b) The noncompliance adversely af-
fected the validity of the nonclinical
laboratory studies: and

(¢c) Other lesser regulatory actions
(e.g., warnings or rejection of individ-
ual studies) have not been or will prob-
ably not be adequate to achieve com-
pliance with the good laboratory prac-
tice regulations.

§58.204 Notice of and opportunity for
hearing on proposed disqualification.

(a) Whenever the Commissioner has
information indicating that grounds
exist under § 58.202 which in his opin-
ion justify disqualification of a testing
facility, he may issue to the testing fa-
cility a written notice proposing that
the facility be disqualified.

(b) A hearing on the disqualification
shall be conducted in accordance with
the requirements for a regulatory
hearing set forth in part 16 of this
chapter.

§58.206 Final order on disqualification.

(a) If the Commissioner, after the
regulatory hearing, or after the time
for requesting a hearing expires with-
out a request being made, upon an
evaulation of the administrative
record of the disqualification proceed-
ing. makes the findings required in
§ 58.202, he shall issue a final order
disqualifying the faeility. Such order
shall include a statement of the basis
for that determination. Upon issuing a
final order, the Commissioner shall

§ 58.210

notify (with a copy of the order) the
testing facility of the action.

{b) If the Commissioner. after a reg-
ulatory hearing or after the time for
requesting a hearing expires without a
request being made. upon an evalua-
tion of the administrative record of
the disqualification proceeding, does
not make the findings required in
§ 58.202, he shall issue a final order
terminating the disqualification pro-
ceeding. Such order shall include a
statement of the basis for that deter-
mination. Upon issuing a final order
the Commissioner shall notify the
testing facility and provide a copy of
the order.

§ 58.210 Actions upon disqualification.

(a) Once a testing facility has been
disqualified, each application for a re-
search or marketing permit. whether
approved or not. containing or relying
upon any nonclinical laboratory study
conducted by the disqualified testing
facility may be examined to determine
whether such study was or would be
essential to a decision. If it is deter-
mined that a study was or would be es-
sential, the Food and Drug Adminis-
tration shall also determine whether
the study is acceptable, notwithstand-
ing the disqualification of the facility.
Any study done by a testing facility
before or after disqualification may be
presumed to be unacceptable, and the
person relying on the study may be re-
quired to establish that the study was
not affected by the circumstances that
led to the disqualification, e.g., by sub-

mitting validating information. If the -

study is then determined to be unac-
ceptable, such data such be eliminated
from consideration in support of the
application; and such elimination may
serve as new information justifying
the termination or withdrawal of ap-
proval of the application.

(b) No nonclinical laboratory study
begun by a testing facility after the
date of the facility’s disqualification
shall be considered in support of any
application for a research or market-
ing permit, unless the facility has been
reinstated under § 58.219. The deter-
mination that a study may not be con-
sidered in support of an application
for a research or marketing permit
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does not. however, relieve the appli-
cant for such a permit of any obliga-
tion under any other applicable regu-
lation to submit the results of the
study to the Food and Drug Adminis-
tration.

§58.213 Public disclosure of information

. regarding disqualification.

(a) Upon issuance of a final order
disqualifying & testing facility under
§ 58.206(a), the Commissioner may
notify all or any interested persons.
Such notice may be given at the dis-
cretion of the Commissioner whenever
he believes that such disclosure would
further the public interest or would
promote compliance with the good lab-
oratory practice regulations set forth
in this part. Such notice, if given, shall
include a copy of the final order issued
under § 58.206(a) and shall state that
the disqualification constitutes a de-
termination by the Food and Drug Ad-
ministration that nonclinical laborato-
ry studies performed by the facility
will not be considered by the Food and
Drug Administration in support of any
application for a research or market-
ing permit. If such notice is sent to an-
other Federal Government agency,
the Food and Drug Administration
will recommend that the agency also
consider whether or not it should
accept nonclinical laboratory studies
performed by the testing facility. If
such notice is sent to any other
person, it shall state that it is given
because of the relationship between
the testing facility and the person
being notified and that the Food and
Drug Administration is not advising or
recommending that any action be
taken by the person notified.

(b) A determination that a testing
facility has been disqualified and the
administrative record regarding such
determination are disclosable to the
public under part 20 of this chapter.

§58.215 Alternative or additional actions
to disqualification.

(a) Disqualification of a testing facil-
ity under this subpart is independent
of, and neither in lieu of nor a precon-
dition to, other proceedings or actions
authorized by the act. The Food and
Drug Administration may, at any time,
institute against a testing facility and/
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or against the sponsor of a nonclinical
laboratory study that has been sub-
mitted to the Food and Drug Adminis-
tration any appropriate judicial pro-
ceedings (civil or criminal) and any
other appropriate reguiatory action. in
addition to or in lieu of, and prior to,
simultaneously with, or subsequent to,
disqualification. The Food and Drug
Administration may also refer the
matter to another Federal, State, or
locsl government law enforcement or
regulatory agency for such action as
that agency deems appropriate.

{b) The Food and Drug Administra-
tion may refuse to consider any par-
ticular nonclinical laboratory study in
support of an application for a re-
search or marketing permit, if it finds
that the study was not conducted in
accordance with the good laboratory
practice regulations set forth in this
part, without disqualifying the testing
facility that conducted the study or
undertaking other regulatory action.

§58.217 Suspension or termination of a
testing facility by a sponsor.

Termination of a testing facility by a
sponsor is independent of, and neither
in lieu of nor a precondition to, pro-
ceedings or actions authorized by this
subpart. If a sponsor terminates or
suspends a testing facility from fur-
ther participation in a nonclinical lab-
oratory study that is being conducted
as part of any application for a re-
search or marketing permit that has
been submitted to any Center of the
Food and Drug Administration
(whether approved or not), it shall
notify that Center in writing within 15
working days of the action; the notice
shall include a statement of the rea-
sons for such action. Suspension or
termination of a testing facility by a
sponsor does not relieve it of any obli-
gation under any other applicable reg-
ulation to submit the results of the
study to the Food and Drug Adminis-
tration.

{43 FR FR 60013, Dec. 22, 1978, as amended
at 50 FR 8985, Mar. 6, 1985]

§ 58.219 Reinstatement of a disqualified
testing facility.

A testing facility that has been dis-
qualified may be reinstated as an ac-
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Subpert C—Reguietory Review Peried
Determinations

60.20 FDA action on regulatory review
period determinations.

680.22 Regulatory review period determina-
tions.

80.24 Revision of regulatory review period
determinations.

60.26 Final action on regulatory review
period determinations.

20
Sec.
60.28 Time frame for determi
tory review periods.
Subpert D—Due Diligence Petitions
60.30 Filing, format. and content of peti-
tions.

60.32 Applicant response to petition.
6034 FDA action on petitions.
60.36 Standard of due diligence.

Subpert £-—Due Diligence Hearings

60.40 Request for hearing.
60.42 Notice of hearing.

60.44 Hearing procedures.
60.46 Administrative decision.

AUTHORITY: Secs. 409, 505. 507. 515, 520,
701, 708 of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 348, 355. 357. 360e. 3601,
371, 376); sec. 351 of the Public Health Serv-
ice Act (42 U.S.C. 262); 35 U.S.C. 156.

Source: §3 FR 7305. Mar. 7. 1988, unless
otherwise noted.

Subpart A—General Provisions

§60.1 Scope.

(a) This part sets forth procedures
and requirements for the Food and
Drug Administration’s review of appli-
cations for the extension of the term
of certain patents under 35 U.S.C. 158.
Patent term restoration is available
for certain patents related to drug
products (as defined in 35 US.C.
156(£)(2)), and to medical devices, food
additives, or color additives subject to
regulation under the Federal Food,
Drug, and Cosmetic Act or the Public
Health Service Act. Food and Drug
Administration actions in this area in-
clude:

(1) Assisting the United States
Patent and Trademark Office in deter-
mining eligibility for patent term res-
toration;

(2) Determining the length of a
product’s regulatory review period;

(3) If petitioned, reviewing and
ruling on due diligence challenges to
the Food and Drug Administration's
regulatory review period determina-
tions: and

{(4) Conducting hearings to review
initial Food and Drug Administration
findings on due diligence challenges.

(b) References in this part (0 the
Code of Federal Reguiations are to
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Guidelines for Good Epidemiology
Practices for Occupational and
Environmental Epidemiologic Research

The Chemical Manufacturers Association’s Epidemiology Task Group

The Guidelines for Good Epidemiology Practices (GEPs) for
Occupational and Environmental Epidemiologic Research ad-
dress the conduct of studies generally undertaken to answer
questions about human heaith in relationship to the work place
or the environment. The GEPs propose minimum practices and
prooedures that should be considered to help ensure the quality
and integrity of data used in epidemiologic research and to
provide adequate documentation of the research methods. The
GEPs address the process of conducting individual epidemio-
logic studies and do not prescribe specific research methods.

The Guidelines for Good Epidemiology Practices propose
minimum practices and procedures in the following areas:

1. Organization and Personne!
I1. Facilities, Resource Commitment, and Contractors
III. Protocol
IV. Review and Approval
V. Study Conduct
VI. Communication
VII. Archiving
VIII. Quality Assurance

During the development of the Guidelines for Good Epidemiology
Practices, the following researchers were members of CMA's Epide-
miclogy Task Group: William J. Bailey, MPH. Chevron Corporation:
Claudia Berner, BS. Exxon Biomedical Sciences. Inc; James J. Collins,
PhD. Monsanto Company: Ralph R. Cook. MD. MPH, The Dow Chem-
ical Company; Barbara J. Divine, PhD, Texaco Inc: Harry Eschenbach,
MS, Grace Specislty Chemicals Company: William E. Fayerweather,
PhD, MPH. E. I. du Pont de Nemours and Co, Inc, (Chairman.
Epidemiology Task Group); Lorrsine Lucas, PhD, American Cyanamid
Company; M. Gerald Ott, PhD, BASF Corporation: Gerhard K. Raabe,
Dr PH, MS, Mobil Corporation: Robert Schnatter. PhD. Exxon Biomed-
ical Sciences. Inc; Sandra Selenskas, PhD, Union Carbide Chemicals &
Plastics Company Inc; M. Jane Teta, Dr PH. Union Carbide Chemicals
& Plastics Company Inc: William Thar, MD, Exxon Biomedicai Sci-
ences, Inc; Sandra L. Tirey, MS, Chemical Manufacturers Association.

Address correspondence to Dr William E. Payerweather, E. 1. du
Pont de Nemours and Co, N-11510-HR, 1007 Market Street, Wilming-
ton, DE 19888,
0096-1736/91/3312-1221%08.00/0
Copyright © by American College of Occupational Medicine

Although the Guidelines for Good Epidemiology Practices
will not guarantee good epidemiology, they do provide s useful
framework for ensuring that all research issues are adequately
addressed. This framework is proposed as a first step in
improving epidemiologic research practices through adher-
ence to sound scientific research principles.

Appendices provide an overview of standard operating pro- -

cedures, a glossary of terms used in the Guidelines, and
suggested references on occupational epidemiaclogy methods.

pidemiologic studies provide unique, valuable infor-
Emation about the relationship between human health
and exposure to substances in the environment and the
workplace. While the contributions of toxicology and
epidemiology are complementary, there is general
agreement that reliable human evidence (epidemiologic
studies) should take precedence over animal data (tox-
icological studies) in public policy and regulatory deci-
sion making. However, because of the nonexperimental
nature of occupational and environmental epidemioclogic
studies, scientific controversy often surrounds the inter-
pretation and significance of epidemiologic study re-
sults. In addition, controversy frequently concerns the
quality of the data used. the appropriateness of the
study design, and the process used to conduct the study.
The nonexperimental nature of the epidemiologic stud-
ies cannot be changed, but the value of such research
can be improved. The Guidelines for Good Epidemiology
Practices address those issues—data quality, study de-
sign, and study conduct—that are under the control of
the investigator.

Goals for the Guidelines for Good Epidemioiogy Practices

The Guidelines for Good Epidemiology Practices
(GEPs) address the conduct of studies genersally under-
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taken to answer questions about human health in rela-
tionship to the workplace or the environment. The GEPs
propose minimum practices and procedures that should
be considered to help ensure the quality and integrity
of data used in epidemiologic research and to provide
adequate documentation of the research methods. The
GEPs address the process of conducting individuai epi-
demiologic studies and do not prescribe specific research
methods.

Although Guidelines for Good Epidemiology Practices
will not guarantee good epidemiology, they will provide
a framework within which these issues might be ad-
dressed. The Guidelines have the following goals:

1. To provide a framework to assist researchers in
adhering to good epidemiologic research princi-
ples.

2. To promote sound epidemiologic research by en-
couraging quality data collection and analysis.

8. To facilitate the continued development of im-
proved epidemiojogic research methodology.

4. To provide a framework for evaluating epidemio-
logic studies.

5. To improve the acceptance of studies that use
sound scientific methods.

6. To improve the utility of epidemiologic studies in
the formuiation of public policy.

7. To improve public confidence in epidemiology as a
scientific discipline.

8. To facilitate the conservation of technical re-
sources by promoting careful study design and
planning of study conduct.

Aliernative Guidelines

A number of other organizations have also become
interested in developing or applying guidelines to epi-
demiologic research.'® The Office of Management and
Budget (OMB) published “Guidelines {or Federal Sta-
tistical Activities” in which they defined “statistics” as
the quantitative results of a survey or study collected
for the purposes of reporting population characteris-
tics.’ The Environmental Protection Agency (EPA) re-
cently modified both the Federal Insecticide. Fungicide,
and Rodenticide Act (FIFRA) and the Toxic Substances
Controi Act (TSCA) good laboratory practice standards
(GLPs) to specifically incilude epidemiology.*® In re-
sponse to comments, EPA states that “all studies. in-
cluding epidemiologic studies . . . [should} be performed
under GLP standards. EPA recognizes that in such
studies data used may not have been generated in
conformance with ... GLP standards. However, it is
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EPA’s position that the study itself can be conducted
and submitted to EPA in accordance with the GLP
standards.” '

The GLPs are directed primarily at experimental
laboratory research. often involving the use of animals
or cell culture systems. The GLPs address issues that
confront researchers conducting experimental toxico-
logical research. The Guidelines for Good Epidemiology
Practices were developed in part to provide an alter-
native to the GLPs that would appropriately address
the issuea confronted by epidemiology researchers con-
ducting nonexperimental studies.

Scope and Application

The Guidelines for Good Epidemiology Practices can
be applied to all types of occupational and environmental
epidemiologic research. Epidemiologic studies often
evolve through a number of stages that might include
proposais, feasibility studies, and measurement instru-
ment validation studies that precede the deveiopment of
a protocol. The GEPs should engompass all activities
that begin with protocol devolopg:::.

Clearly, large complex studies will benefit from the
careful planning and thorough documentation implicit
in these guidelines. Adherence to the spirit of the guide-
lines will be beneficial for those activities preceding
protocol development as well as more informal investi-
gations such as health hazard assessments/evaluations
or small cluster investigations. Even in circumstances
of immediate public heaith concern. the guidelines will
provide a useful framework to ensure that all research
issues are adequately addressed.

Further Development of the Guidelines for GEPs

The current document is a first step in developing 8
framework for improving epidemioiogic research prac-
tices through adherence to sound scientific research
principles. The guidelines emphasize data quality and
integrity and adequate documentation of research meth-
ods. These guidelines should evolve based on the expe-
riences gained through their application to studies.

A Special Note to Readers: As an aid to readers. 8
glossary of terms is provided in Appendix 2. These
definitions reflect the use of the terms in this document.
In an effort to be concise and clear. some sections of the
guidelines for GEPs inciude examples and/or further
expianation of the issue. Exampies or elaborative text
appear in italics.

Guidelines for Good Epidemioiogy Practices/The CMA Epidemiology Task Group




Guidelines for Good Epidemiology Practices for Occupational and
Environmental Epidemiologic Research

|, Organization and Personnel
A. Organizational Structure

The organization or individual conducting the re-
search shall be fully responsible for the operation and
performance of the research. The organization shall be
a legal entity with a governing body that sets policy and
that is fully responsible for the administrative aspects
of the organization and its related research activities.

The relationship, roles, and responsibilities of the
organizations and/or individuals sponsoring or conduct-
ing the study should be carefully defined in writing.

For example. this shouid include delineating the roles
and responsibilities to be assumed by the study spon-
sor and the contractor(s) in communicating various
aspects of the study as well as data ownership, ar-
chiving, etc.

B. Personne!

Personnel engaged in epidemiologic research and re-
lated activities shall have the education, training, and/
or experience necessary to competently perform the
assigned functions. The organization shall maintain a
current summary of training and experience of these
personnel. A job description for each individual engaged
in or supervising activities shall be maintained and
updated periodically.

il. Faciities, Resource Commitment, and Contractors

A. Facilities

Adequate physical facilities shall be provided to all
those engaged in epidemiologic research and related
activities. Sufficient resources, eg, office space, relevant
equipment. and office/professional supplies, shall be
available to ensure timely completion of all studies.
Suitable storage facilities shall be available to maintain
research materials in a safe and secure environment.

B. Resource Commitment

Sufficient commitment shall be made at the beginning
of euch study to ensure its timely and proper completion
(see section III(L): Protocol).

€. Contractors

For the purposes of ensuring and documenting the
contractor’s conformance with the Guidelines for Good
Epidemiology Practices, it is recommended that the
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study sponsor have the right during the course of the
study. and for a reasonable period following compietion
of the study, to inspect the contractor’s facilities, in-
cluding equipment, technical records, and records re-
lating to the work conducted under the sponsor's con-
tract.

lil. Protocol

Each study shall have a written protocol. This proto-
col must be approved before the study begins (see section
IV: Review and Approval).

The protocol should include the following:

A. A descriptive title.

B. The names, titles, degrees. addresses, and affili-
ations of the study director. principal investiga-
tor, and all co-investigators.

C. The name(s) and address(es) of the sponsor(s).
D. An abstract of the protocol.

E. The proposed study tasks and milestones, includ-
ing study approval data (date protocol signed by
all signatories), study start date (first date that
the protocol~is implemented), periodic progress
review dated, and completion date.

F. A statement of research objectives, specific sims,
and rationale.

The statement should identify the immediate
purpose of the investigation. For example, it
might also indicate whether the study will be
exploratory data analysis, hypothesis testing,
or a combination of both as well as whether the
proposed study will address previously unan-
swered questions, will attempt to corroborate
or confirm previous findings, or will be routine
epidemiologic surveillance.

G. A critical review of the relevant literature to
evaluate applicable findings.

For example, the literature review should en-
compass animal and human experiments, clini-
cal studies. vital statistics, and previous epi-
demiologic studies. The literature review
should be of sufficient depth to identify poten-
tial confounders and effect modifiers and to
determine areas where new knowledge is
needed.

H. A description of the research methods, including:
1. The overall research design and strategy and
reasons for choosing the proposed study de-
sign.
For example. case-control, cohort, cross-sec-
tional, nested case-control, or other hybrid
designs.
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2. The data sources for exposure, health status,
and risk factors.

For example, questionnaires, biological
measurements, exposure/work history rec-
ord reviews, or exposure/disease registries.
3. Clear definitions of health outcomes, exposure,
and other measured risk factors as well as
selection criteria, as appropriate, for exposed
and nonexposed persons, morbidity or mortal-
ity cases, and referent groups.
4. Projected study size and, if appropriate, statis-
tical power.
5. The methods to be used in assembling the study
datsa.
This should include a description of, or ref-
erence to. methods used to control, measure,
or reduce various forms of error—eg, bias
due to selection, misclassification, inter-
viewer, or confounding—and its impact on
the study. Pretesting procedures for re-
search instruments and any manusals and
formal training to be provided to interview-
ers, abstractors, coders, or data entry per-
sonnel should be described or referenced.
6. Procedures for handling the data in the analy-
sis.

This should include a description of proce-
dures for defining or categorizing exposure
and heaith outcome variables for purposes
of analysis. It should also include provisions
for assessing dose-response relationships
and treatment of potentially confounding
and effect modifying variables.
7. Methods for data analysis.

This should include procedures to control. if
possible, sources of bias and their influence
on resuits and a description of planned com-
parisons and methods for analyzing and pre-
senting resuits.
8. Major limitations of the study design, data
sources, and analytic methods.

9. Criteria for interpreting the results.

This should include a brief discussion of the
characteristics of the proposed study design,
including limitations, that will influence the
discussion of the resuits. It also should state
criteria for assessing biological plausibility,
internal and external consistency of the find-
ings, and causal inference. The statistical
tests to be applied to the data and proce-
dures for obtaining point estimates and con-
fidence intervals of measures of occurrence
or association should also be described.

1. A description of plans for protecting human sub-
jects.
This should include information about whether

study subjects will be placed at risk as a result
of the study., under what circumstances in-
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formed consent will be required. and provisions
for maintaining confidentiality of information
on study subjects.
(See section IV: Review and Approval; section V:
Study Conduct; section VI: Communication; and sec-
tion VII: Archiving.)

J. A description of, or reference to, quality assur-
ance and quality control procedures for all phases
of the study. As appropriate, include certification
and/or qualifications of any supporting labors-
tory or research groups (see section VIII: Quality
Assurance).

K. A description of plans for disseminating and com-
municating study results (see section VI: Com-
munication).

L. Resources required to conduct the study.

Describe, for example, time, personnel, and
equipment required to conduct the study, in-

cluding a brief description of the role of each of
the personnel assigned to the research project.

M. The bibliographic references.
N. Addenda, as appropriate.

For example, correspondence, coliaborative
agreements, institutional approvals, and sam-
ples of the informed consent forms, question-
naires, and representative samples of other doc-
uments to be used in the study.

O. A dated protocol review and approval sign-off
sheet for the study director, principal investiga-
tor, co-investigators, and all reviewers (see sec-
tion IV: Review and Approval).

P. Dated amendments to the protocol.

{V. Review and Approvai

Review of study protocols and final reports should
encompass all aspects of a study outlined in the Guide-
lines for Good Epidemiology Practices (see section III:
Protocol and section V(D): Study Conduct). All reviews
should be conducted in a timely fashion. It may be
appropriate to involve worker or community represent-
atives in the planning and review of the protocol and
study results.

A. Scientific Review

The study protocol shall receive appropriate scientific
review by qualified person(s) who are not part of the
investigative team to ensure that the study is designed
to address the objectives of the research and that the
protocol is written according to Guidelines for Good
Epidemiology Practices. The nature and circumstances
of this review shall be documented (see section III:
Protocol).

The scientific aspects of the completed study shall
receive appropriate technical review to ensure that the
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sbstract. summary. and conclusions are supported by
the underlying data. methods. and analyses (see section
V: Study Conduct).

B. Ethicat Review

The ethical aspects of each study protocol shall be
reviewed by an institutional review board or other
comparable review procedure.

This review should consider:

1. Obligations to research subjects.

For example. protecting the welfare of study
subjects; the need for, and content of. commu-
nications and informed consent: protecting pri-
vacy; and maintaining confidentiality.

2. Obligations to society.

For example, avoiding conflicts of interest;
avoiding partiality; disseminating the studv's
findings; data sharing; and pursuing responsi-
bilities with due diligence.

3. Obligations to funders and employers.

For example, specifying obligations in contrac-
tual form of how research is to be conducted and
how it may involve ethical, technical, adminis-
trative, or legal responsibilities; presenting
methods and alternatives; and protecting privi-
leged information.

4. Obligations to colleagues.

For example, promoting and preserving public
confidence in epidemiologic research while not
over- or underestimating the methods or results
of epidemiologic inquiry; reporting methods and
resuits; and disseminating the study’s findings.

C. Administrative Review

The administrative aspects of the study protocol shall
receive appropriate review and written approval by
sponsors, contractors, and associated third parties to
ensure that sufficient resources are available to com-
plete the study in a timely and proper fashion.

Reports shall include a statement that the study was
completed in accordance with the protocol, including
any approved modifications to the protocol. and in ac-
cordance with the GEPs. Any deviations from the GEPs
shall be explained and documented (see section VIII:
Quality Assurance).

V. Study Conduct

While the study director shall be responsible for the
overall research program. the principal investigator
shall be responsible for the individual research project,
including the day-to-day conduct of the study, interpre-
tation of the study data, and preparation of a final
report. These responsibilities extend to ail aspects of

the study including periodic reporting of study progress
as well as quality assurance. In some situations. the
study director and the principal investigator may be the
same person.

To ensure the proper conduct of the study, personnel
shall adhere to sound research principles and practices
established according to the protocol.

A protocol must be approved before the study begins.
The study shall be conducted in accordance with the
protocol: all deviations from the protocol shall be prop-
erly documented and authorized by the principal inves-
tigator.

If a decision is made not to complete a research
project, the reasons for that decision shall be put in
writing, dated, and signed by the responsible party, ie,
the individual who makes the decision to terminate the
study.

A. Protection of Human Subjects

Procedures for protecting human subjects shall be
followed (see section III(I): Protocol and section IV(B):
Review and Approval). Confidential information about
study subjects shall be protected using established pro-
cedures.

If stipulated by the study protocol and/or required by
an institutional review board, each study subject shall
be informed about the purpose of the study and any
risks agsociated with participating in the study. Written
consent, if required, shall be obtained from each study
subject before he/she participates in the study.

Written consent shall include at a minimum:

1. Purpose of the research or study.

2. Name(s), address(es), and phone number(s) of
personnel available to answer questions about the
research and the rights of study subjects.

3. Expected duration of subject’'s participation.

Eligibility requirements for study participation.

5. Possible benefits to the study subject or others of
study resuits.

6. Statement on the voluntary nature of participation
in the study and the right of the study subject to
discontinue participation at any time.

7. Statement of confidentiality of records identifying
the study subject, including reasonable exceptions
to absolute confidentiality, eg, sharing of infor-
mation with the study subject's personal physician
or as required by court order.

8. Description of any foreseeable risks or discomforts
to the study subject.

9. Statement of availability of results.

e

B. Data Collection and Verification

All data coilected for the study should be recorded
directly, accurately, promptly, and legibly. The individ-

ual(s) responsible for the integrity of the data, comput-
erized and hard copy, shall be identified.
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All procedures used to verify and promote the quality
and integrity of the data shall be outlined in writing
(see section VIII: Quality Assurance). An historical file
of these procedures shall be maintained, including all
revisions and the dates of such revisions. Any changes
in data entries shall be documented.

C. Analysis

All data management and statistical analysis pro-
grams and packages used in the analyses should be
documented. All dated versions used in research shall

be kept with accompanying documentation (see section
VII: Archiving).

D. Study Report

Compieted studies shall be summarized in a final
report that accurately and completely presents the
study objectives, methods, resuits, and the principal
investigator’s interpretation of the findings.

The final report shall include at & minimum:

1. A descriptive title.
2. An abstract.

3. Purpose (objectives) of the research as stated in
the protocol.

4. The names, titles, degrees, addresses and affilia-
tions of the study director, principal investigator,
and all co-investigators.

5. Name(s) and address(es) of sponsor(s).

6. Dates on which the study was initiated and com-
pleted.

7. Introduction with background. purpose, and spe-
cific aims of the study.

8. A description of the research methods. including:
&. the selection of study subjects and controls,
b. the data collection methods used,

c. the transformations, calculations, or opera-
tions on the data, and

d. statistical methods used in data analyses.

9. A description of circumstances that may have
affected the quality or integrity of the data (see
section VIII: Quality Assurance).

10. A summary and analyses of the data.

Include sufficient tables, graphs, and illustra-
tions to present the pertinent data aand to re-
flect the analyses performed.

11. A statement of the conclusions drawn from the
analyses of the data.

12. A discussion of the implication of study results.

Cite prior research in support of and in contrast
to present findings. Discuss possible biases and
limitations in present research.

13. References.
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14. A statement describing the location where all
source data and the final report are stored. (see
section VIII: Archiving).

15. A dated study report review sign-off sheet for the
study director, principal investigator, co-investi-
gators, and reviewers and/or auditors (see sec-
tion IV: Review and Approval and section VII:
Quality Assurance).

V1. Communication

Each organization shall prodetermine procedures un-

der which communications of the intent, conduct, re--

sults, and interpretations of an epidemiologic study will
ocour, including what function individuals associated
with the research must fulfill. These individuals should
include the principal investigator, study director, and/
or the sponsor. This procedure may be documented in
the form of a company standard operating procedure,
in the study protocol, or through contractual agree-
ment.

Government agencies shall be informed of study re-
sults in a manner that complies with applicable regula-
tory requirements.

Scientific peers shall be informed of study resuits by
publication in the scientific literature or presentations
at scientific conferences, workshops, or symposia, to the
extent possible.

All study subjects shall be informed of the study
results and any interpretation of the study findings and
conclusions, to the extent possible. Study subjects may
be informed in person, through meetings, video tapes,
letters, newsletters, summary reports, or other appro-
priate communication. Information about study resuits

shall be provided in language appropriate for the audi-
ence.

VIL. Archiving

There shall be physically secure archives for the
orderiy storage and expedient retrieval of all study
related material. An index shall be prepared to identify
the archived contents, to identify their location, and to
identify by name and location any materials that by
their general nature are not retained in the study
archive.

Access to the archives shall be controlled and limited
to authorized personnel only. Special procedures may
be necessary to ensure that access to confidential infor-
mation is limited and that the confidentiality of infor-
mation about study subjects is protected (see section
III(I): Protocol).

At a minimum,. the study archive should contain, or
refer to, the following:

A. Study protocol and copies of all approved modifi-
cations.

B. A final report of the study.
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C. All source data and. where feasible. specimens. A
printed sample of the master computer data file(s)
with reference to the location of the machine
readable master.

If the data include any employee medical rec-
ords subject to the Access to Empioyee Medical
Records Regulation (29 CFR 1910.20), the rec-
ords shall be retained according to the provi-
sions of this rule.

D. Documentation adequate to identify and locate all
computer programs and statistical procedures
used, including version numbers where appropri-
ate (see section V(C): Study Conduct).

E. Copies of computer printouts, including relevant
execution code, that form the basis of any tables.
graphs, discussions, or interpretations in the final
report. Any manually developed calculations shall
be documented on a work sheet and similarly
retained.

F. Correspondence pertaining to the study, standard
operating procedures, informed consent releases,
copies of all relevant representative material, cop-
ies of signed institutional review board and other
external reviewer reports, and copies of all quality
assurance reports and audits.

Include, for example, questionnaires, name,
make and model numbers of relevant measure-

ment instruments, calibration information and
procedures.

G. Original documents for the following research ma-
terials shall be included in the archives:

1. Laboratory/research notebooks.
2. Coder modification notebooks.

3. Signed and dated copies of the research
protocol and final report.

Vill. Quality Assurance

Written procedures shall be established to ensure the
quality of the data used in a study (see section III(J):
Protocol and section V: Study Conduct). These proce-
dures shall address data collection and completeness,
coding and computer input, storage and retrieval, and
data validation and analysis. Any deviations from the
GEPs shall be explained and documented in the final
report (see section IV(C): Review and Approval).

An individual who is not part of the investigative
team should be assigned as a study quality assurance
auditor. This individual shall, no less than annually,
review study compliance with the written quality assur-
ance procedures. The study quality assurance auditor
shall prepare a written summary of the audit. The
principal investigator shouid respond in writing to the
audit report, including any remedial actions taken.

Quality assurance activities shall address the preced-
ing sections of these guidelines as well as monitor con-
formance with established standard operating proce-

dures (SOPs) (see Appendix 1: Standard Operating
Procedures).

APPENDICES

Appendix 1: Standard Operating Procedures

Appendix 2: Glossary of Terms Used in the Guidelines
for Good Epidemiology Practices

Appendix 3: Suggested References on Occupational
Epidemiology Methods

Appendix 1
Standard Operating Procedures

The Guidelines for Good Epidemiology Practices ad-
dress the conduct of epidemiologic studies rather than
the management of epidemiologic research programs.
Many of the suggested guideline requirements can be
fulfilled by reference to standard operating procedures
for the research program.

Standard operating procedures (SOPs) are written,
detailed descriptions of routine procedures involved in
performing epidemiologic studies. Reproducibility, ac-
curacy, and validity are ensured when SOPs are de-
signed to clearly reflect each facility’s research proce-
dures. It should be the responsibility of a designated
individual to develop and continuously review and up-
date SOPs pertaining to his area of responsibility. Sig-
natures of approval from the department’s managing
personnel or appropriate designees should be obtained
for all new and updated versions. Significant changes in
established SOPs should be maintained, including all
revisions and the dates of such revisions. The manual of
SOPs should be readily available to all research and
administrative personnei.

Standard operating procedures should include:

1. A statement of the purpose of the standard
operating procedure.
2. A detailed description of the procedure.

The person responsible or the training level
required to perform the procedure.

The date of issue (effective date).
The issue number/revision number.
Signature of preparer.

1

No ;e

Authorizing/reviewing signature of manage-
ment.

Examples of research program activities for which
SOPs could be established include:
1. Procedures for collecting raw data.
2. Procedures for validating the completeness of
the study population.
3. Procedures for coding death certificates.

4. Procedures for assessing error rates in data
abstraction and coding.
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5. Security procedures for ensuring the integrity
of the raw data and computer records.

6. Procedures for archive management.

7. Procedures for standard industrial hygiene sam-
pling and analytic methods.

8. Procedures for scientific review.

9. Required composition of scientific review boards.
10. Procedures for data analysxs

11. Procedures for communications.

Appendix 2

Glossary of Terms Used in the Guidelines for Good Epidemiology
Practices

The definitions below reflect the use of these terms in
the Guidelines for Good Epidemiology Practices. These
terms may have additional or different meanings in
another context.

Descriptive Studies—a description of the population
under study and the occurrence of disease or disease-
related phenomena in populations. The latter may be
presented as incidence or prevalence rates according to
basic group characteristics such as age, sex, race, and/
or geographic area.®

Epidemiologic Surveillance—periodic scrutiny of a de-
fined population using epidemiologic techniques to de-
tect changes and trends in the distribution of morbidity,
mortality, or disease risk factors within that population.

Exploratory Data Analysis—analysis of a data set with-
out & predetermined hypothesis, sometimes referred to
as a descriptive study. This can be done with or without
tests for statistical significance. Exploratory data
analysis can be used to generate hypotheses, to suggest
the most appropriate analytical technigues, to set prior-
ities for future research, and to help focus subsequent
analyses. A study may be a hybrid design and combine
both exploratory data analysis and tests of the null
hypothesis.

Hypothesis Testing Study—an analytic study that.
through the use of tests of statistical significance. seeks
to refute specific predetermined null hypotheses: the
process of answering a specific a priori question or
group of questions. A study may be a hybrid design and
combine both exploratory data analysis and tests of the
null hypothesis.

Legal Entity—legal existence. An entity, other than a
natural person, who has sufficient existence in legal
contemplation that it can function legally, be sued or
sue. and make decisions through agents as in the law of
corporations.

Null Hypothesis—the study question stated in a null
fashion so that it can be tested for statistical signifi-
cance, eg, tested to determine whether the resuits might
occur by chance alone.’

Principal Investigator—the research investigator who
has direct responsibility for the initiation, conduct,
analysis, and interpretation of a specific study or inves-
tigation.

Quality Assurance—the overall program that ensures
conformance to established performance standards. The
quality assurance process encompasses all agpects of the
research operation from the protocol to the final report.

Scientific Review—critical evaluation of a scientific

study or investigation at any stage of development by
peers of the principal investigator.

Standard Operating Procedure (SOP)—any standard
method or process for conducting or accomplishing a
routine research procedure not unique to a specific
study.

Study—epidemiologic research relating to the distri-
bution and determinants of health-related outcomes in
specified populations and the application of this research
to control of health problems.

Study Director—the research director. manager, or
administrator who is responsible for managing the re-
search program and who provides oversight of studies
or investigations conducted within the research pro-
gram.
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Subpart A-General Provisions

§641  Scope.

(a) This part contains the general obligations and com-
mitments of, and regulations governing conduct of, persons
who conduct clinical investigations regulated by the Food and
Drug Administration under section S05(i), 507(d), 512(j), and
520(g) of the Act, as well as clinical investigations that support
applications for research or marketing permits for products
regulated by the Food and Drug Administration, including food
and color additives, medical devices for human use, and
electronic products. Additional specific obligations and com-
mitments of, and regulations governing conduct of persons
who conduct clinical investigations involving particular test
articles and products may also be found in other parts of this
chapter, e.g. parts 312, 511, and 812. Compliance with these
parts is intended to protect the rights and safety of subjects
_involved in such investigations and to help assure the quality
and integrity of the data filed pursuant to sections 406, 408,
409, 502, 503, 505, 506, 507, 510, 512, 513-516, 518-520,
607, 706, and 801 of the Act and sections 351 and 354-360f
of the Public Health Service Act.

§64.2 Exemption

Any investigator subject to the requirements of this part,
or the sponsor of such investigator, may request the Food and
Drug Administration for a waiver of any specific requirements.
Such a request shall be submitted in writing as part of an
application for a research permit in accordance with §§312.1,
511.1, or part 812 of this chapter and shall set forth the basis
for the applicant's belief that compliance with a particular
requirement is not necessary either to protect the rights and
safety of subjects involved in the particular clinical investiga-
tion or to help assure the quality and integrity of the data
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produced in the investigation. The Commissioner may, inthe
Commissioner's discretion, grant in writing a request for a
waiver of certain requirements if he agrees with the applicant
that compliance with those requirements in the course of the
particular clinical investigation is not necessary. In the case
of applications for a research permit granted on an emer-
gency basls, such request for waiver may be made over the
telephone and be granted orally by the agency at the same
time the emergency application is approved on an oral basis.
Wiritten confirmation shall be included in the official applica-
tion submitted subsequently to this emergency authorization
of such application.

§64.3 Definitions.

As used in this part;

(a) Act means the Federal Food, Drug, and Cosmetic
Act, as amended (secs. 201-902), 52 Stat. 1040-1059, as
amended (21 U.S.C. 321-392).

(b) Application for research or marketing permit in-
cludes:

(1) A color additive petition, described in Part 71 of this
chapter.

(2) A food additive petition, described in Parts 171 and
571 of this chapter.

(3) Data and information regarding a substance submit-
ted as part of the procedures for establishing that a substance
is generally recognized as safe for use that resuits or may
reasonably be expected to result directly or indirectly, in its
becoming a component or otherwise affecting the character-
istics of any food, described in §170.30 and §570.30 of this
chapter.

(4) Data and information regarding a food additive sub-
mitted as part of the procedures regarding food additives
permitted to be used on an interim basis pending additional
study, described in §180.1 of this chapter.
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(5) Data and information regarding a substance submit-
ted as part of the procedures regarding food additives permit-
ted to be used on an interim basis pending additional study,
described in §180.1 of this chapter.

(6) Data and information regarding a substance submit-
ted as part of the procedures for establishing a tolerance for
unavoidable contaminants in food and food-packaging mate-
rials, described in section 406 of the act.

(7) A "Notice of Claimed Investigational Exemption for a
New Drug”, described in Part 312 of this chapter.

{8) A newdrug application, described in Part 314 of this
chapter.

(9) Data and information regarding the bioavailability or
bicequivalence of drugs for human use submitted as part of
the procedures for issuing, amending, or repealing a
bioequivalence requirement, described in Part 320 of this
chapter.

(10) Data and information regarding an over-the-counter
drug for human use submitted as part of the procedures for
classifying such drugs as generally recognized as safe and
effective and not misbranded, described in Part 330 of this
chapter.

(11) Data and information regarding a prescription drug
for human use submitted as part of the procedures for
classifying such drugs as generally recognized as safe and
effective and not misbranded, described in this chapter.

(12) Data and information regarding an antibiotic submit-
ted as part of the procedures for issuing, amending, or
repealing regulations for such drugs, described in Part 340 of
this chapter.

(13) A “Notice of Claimed Investigational Exemption for a
New Animal Drug"”, described in Part 511 of this chapter.

(14) A newanimal drug application, described in Part 514
of this chapter.
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(15) Data and information regarding a drug for animal use
submitted as part of the procedures for classifying such drugs
as generally recognized as safe and effective and not mis-
branded, described in this chapter.

(16) An application for a biological product license, de-
scribed in Part 601 of this chapter.

(17) Data and information regarding a biological product
submitted as part of the procedures for determining that
licensed biological products are safe and effective and not
misbranded, described in Part 601 of this chapter.

(18) Data and information regarding a cosmetic submit-
ted as part of the procedures for demonstrating that t!?e
product or any ingredient is “hypoallergenic”, described in
§701.100 of this chapter. ‘

(19) Data and information regarding an in vitro diagno§tw
product submitted as part of the procedures for establishing,
amending, or repealing a standard for such products, de-
scribed in Part 809 of this chapter. .

(20) An “Application for an Investigational Device Ex-
emption"”, described in Part 812 of this chapter. ‘

(21) Data and information regarding a medical device
submitted as part of the procedures for classifying such
devices, described in section 513 of the act.

(22) Data and information regarding a medical device
submitted as part of the procedures for establishing, a.menc.!-
ing, or repealing a standard for such device, described in
section 514 of the act. .

(23) An application for premarket approval of a medical
device, described in section 515 of the act.

(24) A product development protocol for a medical de-
vice, described in section 515 of the act.

(25) Data and information regarding an electronic product
submitted as part of the procedures for establishing, amenc}-
ing. or repealing a standard for such products, described in
section 358 of the Public Health Service Act.
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(26) Data and information regarding an electronic product
submitted as part of the procedures for oblaining a variance
from any electronic product performance standard, as de-
scribed in §1010.4 of this chapter.

(27) Data and information regarding an electronic product
submitted as part of the procedures for granting, amending,
or extending an exemption from a radiation safety perfor-
mance standard, as described in §1010.5 of this chapter.

(c) Clinical investigation means any experiment involv-

~ ing a test article, which experiment is either subject to

requirements for prior submission to the Food and Drug
Administration under section 505(l), section 507(d), section
512(j), or section 520(g) of the act, or which experiment is not
subject to requirements for prior submission to the Food and
Drug Administration under these sections of the act, but the
results of which are intended to be later submitted to, or heid
for inspection by, the Food and Drug Administration as part of
an application for a research or marketing permit. The term
does not include experiments that are subject to the provision
of Part 58 of this chapter.

(d) Contract research organization means a person who
assumes one or more of the obligations of a sponsor as an
independent contractor with the sponsor, e.g., design of
protocol, selection and/or monitoring of investigators, evalu-
ation of reports, and preparation of materials to be submitted
to the Food and Drug Administration.

(e) Investigator means an individual who actually con-
ducts a clinical Investigation (i.e., under whose immediate
direction the test article is administered or dispensed to, or
used involving, a subject).

(N Monitor, when used as a noun, means a designated
individual selected by a sponsor or contract research organi-
zation to oversee the progress of a clinical investigation. The
monitor may be a full-time employee of a sponsor or contract
research organization or a consultant to the sponsor or
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contract research organization. “Monitor”, when used as a
verb, means the act of overseeing the progress of a clinical
investigation in accordance with §52.29.

(g) Person includes an individual, partnership, corpora-
tion, association, scientific or academic establishment, gov-
ernment agency or organizational unit thereof, and any other
legal entity.

(h) Sponsor means a person who Initiates a clinical
investigation, but who does not actually conduct the investi-
gation (i.e., the test article is administered or dispensed to or
used involving a subject under the immediate direction of
another individual). A person other than an individual (e.g.,
corporation or agency) that uses one or more of its own
employees to conduct a clinical investigation it has initiated is
considered to be sponsor (not a sponsor-investigator), and
the employees are considered to be investigators.

(i) Sponsor investigator means an individual who both
initiates and actually conducts, alone or with others, a clinical
investigation, l.e., under whose immediate direction the test
article is administered or dispensed to, or used involving, a
subject. The term does not include any person other than an
individual (e.g., corporation or agency). The obligations of a
sponsor-investigator under this part include those of a spon-
sor except where a sponsor-investigator is explicitly ex-
empted from certain obligations under §52.15.

(i) Subject means an individual who is or becomes a
participant in a clinical investigation, either as arecipient of the
test article or as a human control. A subject may be either a
healthy human being or healthy or unheaithy animal, or a
patient to whom the test article might offer a therapeutic
benefit or provide diagnostic information. The term “subject”
applies both to human beings and to other animals, whenever
only human subjects are referred to, the adjective “human”
shall be used. The term “subject”, when applied to animals
other than man, may apply to individuals and/or groups based
upon whether an individual or group response is being
measured.
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(k) Test Aricle means any drug (including a biological
product for human use), medical device, human or animal
food additive, color additive, cosmetic, electronic product, or
any other articje subject to regulation under the act or under
sections 351 and 354-360f of the Public Health Service Act.

§64.16  Inspection of facilities and records.

(a) An investigator shall permit an authorized employee
of the Food and Drug Administration, at reasonable times and
in a reasonable manner:

(1) Toinspectthe facilities utilized by the investigator for
the clinical investigation;

(2) Forpurposes of verification of case reports and other
information prepared for the sponsor as part of the data and
information to be submitted by the sponsor to the Food and
Drug Administration;

(i) Toinspectrecords required to be made or kept by the
investigator as part of or relevant to the investigation;

(i) To copy such records that do not identify the names
of human subjects or from which the identifying information
has been deleted; and

(i) To copy such records that identify the human sub-
jects, without deletion of the identifying information, but only
upon notice that the Food and Drug Administration has reason
to believe that the consent of human subjects was not
obtained, that the reports submitted by the investigator to the
sponsor (of to the institution review board) do not represent
actual cases or actual results obtained, or that such reports
or other required records appear to be otherwise false or
misleading.

(b) An investigator shall permit authorized representa-
tive of the sponsor (e.g., the monitor selected under §52.28 of
this chapter), at reasonable times and in a reasonable man-
ner, to inspect the facilities utilized by the investigator for the
clinical investigation and to inspect, for purposes of verifica-
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tion of case reports and other information prepared for the
sponsor, the records required to be made or kept by the
investigator as part of the investigation.

(c) The Food and Drug Administration will not accept a
clinical investigation as evidence in support of an application
for a research or marketing permit if the investigator who
conducted the investigation refuses to permit an inspection
under this section. The determination that a clinical investi-
gation may not be accepted in support of an application for a
research or marketing permit does not, however, relieve the
applicant for such a permit of any obligation under any other
applicable statute or regulation to submit the results of the
investigation to the Food and Drug Administration.

Subpart B--Organization and Personnel

§54.25  Institutional review board.

If the clinical investigation is subject to an institutional
review requirement under either parts 312 or 812 of this
chapter or any other applicable regulation in this chapter:

(a) An investigator shall submit the proposed clinical
investigation (including the protocol of the investigation, a
report of prior investigations if a medical device for human
use, and the materials to be used in obtaining the consent of
the human subjects, described in §54.142(b)) for review by
the board, and shall obtain the approval of the board, before
any human subjects are allowed to participate in, or requested
formally (i.e.,in accordancewith §310.102 or subpart F of part
812 of this chapter, whichever is applicable) to consent to
participate in, the investigation.

(b) Aninvestigator shall submitany proposed changein
or deviation from the protocol of the clinical investigation for
review by the board if the change or deviation may increase
the risk to human subjects in the study or may adversely affect
the validity of the investigation or the rights of the human
subjects, and shall obtain the approval of the board before
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such change or deviation is implemented. When the change
or deviation is done te eliminate or reduce the risk to human
subjects, itmay be implemented before review or approval by
the board; the investigator shall notify the board of the change
or daviation in writing within 10 working days after implemen-
tation.

{c) Inobtaining the consent of subjects, an investigator
shall not use a form that has not been approved by the board.

(d) Aninvestigator shall submit to the board the progress
report required in §54.185(a). An investigator shall submit to
the board the final report required in §54.185(b). An investi-
gator shall submit to the board any special report relating to
adverse effects required by §54.185(c), or any information
regarding similar reports received from the sponsor, as soon
as possible and in no event later than 10 working days after
the investigator discovers the information or is notified of it by
the sponsor, 8.9., when uncovered by another investigator or
in a non-clinical laboratory study.

(e) Aninvestigator shall provide accurate and adequate
information regarding the clinical investigation to the board in
response lo its request.

(N Aninvestigator shall maintain records of all submis-
sions to, and all actions by, the board regarding the clinical
investigation.

Subparts C-E--(Reserved)
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Subpart F--Test Articles

§54.102  Use of test article by unauthorized persons.

An investigator shall only permit a test article to be
administered or dispensed to or used involving subjects who
are under his or her personal supervision or under the
supervision of another investigator who is responsible to him
of her and, ifitis a test article intended for use in humans, who
is named by the investigator in his or her signed statement
undertaking the obligations of an investigator or sponsor-
investigator, e.g., forms FD-1571 and FD-1572in §312 of this
chapter. An investigator shail not supply a test article to any
other person for administration to of use upon subjects or for
any other purpose, without the prior authorization of the

sponsor.

§54.108  Records of recelpt and disposition of test articles.
An investigator shall retum to the sponsor any unused or
reusable supply of a test article, or otherwise dispose of the
article as authorized in wriling by the sponsor, upon request
of the sponsor, upon completion, suspension, termination, or
discontinuance of the clinical investigation, or upon termina-
tion or withdrawal by the Food and Drug Administration of the
axemplion under which the investigation is being conducted.

§54.116  Handling of controlled substances.

If atest article is a substance listed in any schedule of the
Controlled Substance Act (21 U.S.C. 801 note; 21 CFT Part
1308), the investigator shall take reasonable precautions to
prevent theft or diversion of the article into illicit channels,
including storage of the substance in a cabinet or other
enclosure, which is substantially constructed and securely
locked and to which access is restricted by the investigator.
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§54.118  Promotion of test articles.

An investigator shail not represent in a promotional con-
text that an unmarked test article is safe or effective for the
purposes for which it is under Investigation or othetwise
promote or commercialize the article. This requirementis not
intended to restrict the full exchange of scientific information
concemning the article, including dissemination of scientific
findings in scientific or lay communications media; its interest
is torestrict promotional claims of safety or effectiveness and
to preclude commercial use or test-marketing of the article
before authorization for marketing by the Food and Drug
Administration.

Subpart G--Protocol for and Conduct of a
Clinical Investigation

§54.120 Protocol.

(a) Each clinicalinvestigation shall have a written proto-
col.

(b) All changes or revisions to a protocol, and reasons
therefore, shall be documented by the investigator, dated,
and maintained with the protocol.

§54.130  Conduct of a clinical investigation.

A clinical investigation shall be conducted in accordance
with the protocol. An investigator shall not implement a
change in the protocol, or otherwise deviate from such
protocol, if the change or deviation may increase the risk to
subjects in the study or may adversely affect the validity of the
investigation or the rights of the human subjects, without the
prior review and written approval of the sponsor of the
investigation and, when such review is required under either
§312.1 or Part 812 or any other applicable regulation in this
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chapter, by an institutional review board. When the change
is made to eliminate or reduce the risk to human subjacts, it
may ba implemented before review or approval by the spon-
sorand thaboard; the investigator shall notify thesponsor and
the board of the change or deviation In writing within 10
working days after implementation.

§54.132 Withdrawal, withholding, and discard periods for
ciinical Investigations In food-producing
animals.

An investigator in a clinical investigation that includes
food-producinganimals as subjects shaltnotoffer the animals
for slaughter for food purposes, or otherwise offer for food
purposes edible products from the animals, without prior
authorization from the Food and Drug Administration or the U.
S. Department of Agriculture, and shall observe the autho-
rized withdrawal, withholding, or discard lime periods.

Subpart H--Subjacts In Clinical Investigations

§54.142  Consent of human subjects.

(a) Aninvestigator shall inform each human subject (or,
where appropriate the legal representative of the human
subject), including any human subject used as a control, that
the test article is being used for research purposes, provide
the other information required by §310.102(h) or subpart F or
part 812 of this chapter, whichever is applicable.

(b} An investigator shall provide to the sponsor, and to
the institutional review board, if any, a copy of any written
materials to be given or read to the human subject, or the
subject's legal representative, regarding the information re-
quired to be given by §310.102(h) or subpart F of part 812 of
this chapter {(whichever is applicable), and a copy ofany form
to be used to document the consent of such subject or the
subject’s legal representative.
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§64.143  Owner consent regarding animal subjects.

An investigator shall inform the owner or awners of each
animal subject that the test article is being used for research
purposes in a clinical investigation, and shall obtain and
properly document the consent of each owner or owners.

§64.166  Records regarding subjects.

(a) An investigator shall maintain adequate and accu-
rate records on which case reports on each subject (including
a subject used as a controi) are based, which shall include the
following:

(1) Detailed medical history records which contain:

() Medical history before the subject's involvement in
the clinical investigation which includes basic identifying
information linking the subject's record to the subject's case
report forms submitted to the Food and Orug Administration,
results of all diagnostic tests performed, diagnoses made,
therapy provided, and other data on the condition of the
subject.

(i) Medical history during the subject's involvement in
the clinical investigation, which includes all data described in
paragraph (a)(1)(i) of this section as it relates to the exposure
of the subject to the test or control article, and to any
concomitantly or concurrently administered therapy, includ-
ing the date (and time, if relevant) of each dispensing or
administration and the quantity dispensed or administered;
and, all relevant observations and data on the condition of the
subject throughout the subject's participation in the investiga-
tion, Including the appearance of factors that might alter the
effects of the test article (e.g., development of an apparently
unrelated intercurrent iiness).

(2) Any documentation regarding the consent of the
human subject required under §31012 or subpart F orpart812
of this chapter, whichever Is applicable.
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(b} Inresearchinanimals ather thanman, where a group
response (rather than an individual response) is an appropri-
ate measurement, the records required in this section may be
maintained on each group for the specific measurement
rather than on each individual subject in the group.

Subpart I--(Reserved)
Subpart J--Records and Reports

§54.185 Reporting of resulls of a clinical investigation

(a) Aninvestigator shall make accurate and adequate
reports to the sponsor, and to any institutional review board
that has reviewed and is continuing to review the investiga-
tion, on the progress of the clinical investigation atappropriate
intervals not exceeding 1 year.

{b) An investigator shalt make an accurale and ad-
equate final report lo the sponsor, and to any institutional
review board thathas reviewed and is continuing toreview the
investigation, within 3 months after the completion, termina-
tion or discontinuation of the entire clinical investigation or of
such investigalor's participation in it, whichever is sooner.
This report shall include all case reports not provided to the
sponsor in periodic or speclal reports.

{c) An investigator shall make an accurate and ad-
equate special report lo the sponsor, and to any institutional
review board thathas reviewed and is continuing toreview the
investigation, on any serious adverse effec!, death, or life-
threatening problems that may reasonably re regarded as
caused by or associated with the test article and which was
not previously anticipated (in nature, severity or degree of
incidence) in the written information on the article provided to
the investigator by the sponsor. Such reports shall be made
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as soon as possible and in no event later than 10 working days
after the investigator discovers the serious adverse effect,
death, or medical problem. | .

(d) An investigator shall retain a copy of each report he
or she submits to the sponsor and to an institutional review
board under this section.

§64.196  Retention of records.

(a) An investigator shall retain the records required by
this part or by any other regulations in this chapter regarding
clinical investigations (e.g., parts 312, 511, and 812) for
whichever of the following periods is shortest;

(1) A period of 2 years foliowing the date on which the
test article is approved by the Food and Drug Administration
for marketing for the purposes that were the subject of the
investigation;

(2) A period of 5 years following the date on which the
results of the investigation are submitted to the Food and Drug
Administration in support of or as part of an application for a
research or marketing permit for the test article for the
purposes that were the subject of the investigation; or

(3) Inother situations (e.g., where the investigation does
not result in the submission of the data from the investigation
in support of or as part of an application for a research or
marketing permit), a period of 2 years following the date on
which the entire clinical investigation (not merely the
Investigator's portion of an Investigation involving more
than one investigator) is complete, terminated, or discontin-
ued, or the exemption under which the Investigation is being
conducted is terminated or withdrawn by the Food and Drug
Administration.

(b) In the event the investigator retires, relocates, or for -

any other reason withdraws from the responsibility for main-
taining the records for the period of time required, custody of
the records may be transferred to any other person who will
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accept responsibility for the records, e.g., the sponsor, an
institutional review board, or another Investigator. Notice of
such transfer shall be given In writing fo the sponsor.

Subpart K--Disqualification of a Clinical
Investigator

§54.200 Purpose

The purposes of disqualification of an investigator who
has failed to comply with any of the regulations set forth in this
part, or other regulations governing the conduct of Investiga-
tors In this chapter, may be one or both of the following:

(@) To preciude him or her from conducting clinical
investigations subject to requirements for prior submission to
the Food and Drug Administration under section 505(i),
507(d), 512(j), or 520(g) of the act until such time as it
becomes likely that he or she will abide by such regulations
or that such violations will not recur. The determination to
disqualify an investigator does not constitute a finding or
recommendation that the investigator is not qualified to prac-
tice or teach medicine or should be subject to other sanctions
by other persons, such as licensing boards or employers.

(b) To preciude the consideration of any clinical inves-
tigations in support of applications for a researchor marketing
permit from the Food and Drug Administration, which inves-
tigations have been conducted by the investigator, until such
time that it becomes likely that he or she will abide by such
regulations or that such violations will not recur or that it can
be adequately demonstrated that such violations did not
occur during or affect the validity or acceptabiity of a particu-
lar investigation or investigations. The determination that a
clinical investigation may not be considered in support of an
application for a research or marketing penmit does not,
however, relieve the applicant from such a pemit of any
obligation under any ather applicable statute or regufation to
submit the results of the investigation fo the Food and Drug
Administration.
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§64.202 Grounds for disqualification.

~ The commissioner may disqualify an investigator upon
finding all of the following:

(a) The investigator failed to comply with any of the
reguiations set forth in this part or other regulations regarding
the conduct of investigators In this chapter.

(b) The noncompliance adversely affected the validity of
the clinical investigation or the rights of the human subjects,
or the safety of the subjects; and

{c) Other lesser regulatory actions, e.g., warnings or
rejection of data from Individual investigations, have not been
or will probably not be adequate to assure that the investigator
will comply with such regulations in the future.

§64.204  Notice of and opportunity for hearing on proposed
disqualification.

(a) Whenever the Commissioner has information indi-
cating that grounds exist under §54.202 which in the
Commissioner's opinion may justify disqualification of an
investigator, the Commissioner may issue to the investigator
a written notice proposing the investigator be disqualified.

(b) A hearing on the disqualification of an investigator
shall be conducted in accordance with the requirements for a
regulatory hearing set forth in part 16 of this chapter.

§64.206  Final order on disqualification.

(a) If the Commissioner, after the regulatory hearing or
after the time for requesting a hearing expires without a
request being made, upon an evaluation of the administrative
record of the disqualification proceeding, makes the findings
required in 2154 202, the Commissioner shall issue a final
order disqualifying the investigator. Such order shall include
a statement of the basis for that determination and shail
prescribe any actions (set forth in §54.210(b)) to be taken with
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regard to ongoing clinical investigations being conducted by
the investigator. Upon issuing a final order, the Commis-
sioner shall notify (with a copy of the order) the investigator of
the action, as well as the sponsor of eachclinical investigation
subject to requirements for prior submission to the Food and
Drug Administration that was being conducted by the inves-
tigator and has not been terminated or discontinued or as to
which the exemption under which it is being conducted has
not been terminated or withdrawn by the Food and Drug
Administration.

(b) If the Commissioner, after a regulatory hearing or
after the time for requesting a hearing expires without a
request being made, upon an evaluation of the administrative
record of the disqualification proceedings, determines not to
make the findings required in §54.202, the Commissioner
shall issue a final order terminating the disqualification pro-
ceeding. Suchorder shallinclude a statement of the basis for
that determination. Upon issuing a final order, the Commis-
sioner shall notify the investigator and provide a copy of the
order.

§54.210 Actions upon disqualification. '

(a) No clinical investigation subject to requirements for
prior submission to the Food and Drug Administration will be
authorized by the Commissioner if such investigation is to be
conducted, in whole or in part, by a disqualified investigator.

(b) The Commissioner, after considering the nature of
each ongoing clinical investigation subject to requirements for
prior submission to the Food and Drug Administration that is
being performed by the investigator, the number of subjects
involved, the risks to them from suspension of the investiga-
tion, and the need for involvement of an acceptable investiga-
tor, may direct, in the final order disqualifying an investigator
under §54.206(a), that one or more of the following actions be
taken with regard to each such investigation:
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