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[4110-03-M]
Title 21—Food and Drugs

CHAPTER I—FOOD AND DRUG AD-
MINISTRATION, DEPARTMENT OF
HEALTH, EDUCATION, AND WEL-
FARE

{Docket No. T6N-0400]

NONCLINICAL LABORATORY
STUDIES

Good Laboratory Practice Regulations

AGENCY: Food and Drug Administra-
tion.

ACTION: Final Rule.

SUMMARY: The agency is issuing
final regulations regarding good labo-
ratory practice in the conduct of non-
clinical laboratory studies. The action
is based on investigatory findings by
the agency that some studies submit-
ted in support of the safety of regulat-
ed products have not been conducted
in accord with acceptable practice, and
that accordingly data from such stud-
ies have not always been of a quality
and integrity to assure product safety
in accord with the Federal Food, Drug,
and Cosmetic Act and other applicable
laws. . Conformity with these rules is
intended to assure the high quality of
nonclinical laboratory testing required
to evaluate the safety of regulated
products.

EFFECTIVE DATE: June 20, 1979.

FOR FURTHER INFORMATION
CONTACT:

Paul D. Lepore, Bureau of Veteri-
nary Medicine (HFV-102), Food and
Drug Administration, Department of
Health, Education, and Welfare,
5600 Fishers Lane, Rockville, MD
208517, (301-443-4313).

SUPPLEMENTARY INFORMATION:
The Food°and Drug Administration
(FDA) is establishing regulations in a
new Part 58 (proposed as Part 3e) in
Title 21 (21 CFR Part 58) regarding
good laboratoty practice. These consti-
tute the first of a series of regulations
concerning investigational require-
ments which are being developed as a
result of the FDA Bioresearch Moni-
toring Program. Proposed regulations,
providing interested persons 120 days
to submit comments, were published
in the FEDERAL REGISTER of November
19, 1976 (41 FR 51206). In addition,
public hearings were held on February
15 and 16, 1977 for the presentation of
oral testimony on the proposal.
Twenty-two oral presentations were
given (transcripts are on file with the
Hearing Clerk, Food and Drug Admin-
istration), and 174 written comments
were received. The comments have
been categorized and include the fol-
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lowing: manufacturers of regulated
products (64), associations (40), medi-
cal centers (20), private testing or con-
sulting laboratories (18), educational
institutions (15), government agencies
(8), individuals (8), and an airport- di-
rector (1).

In the proposal, regulations were

" designated as a new Part 3e. This final

rule incorperates them into a new
Part 58 (21 CFR Part 58). The follow-
ing redesignation table correlates the
new sections with those proposed, and,
in most instances, reference to the
new sections will be used hereinafter,

New Section Old Section
Subpart A
58.1 3e.1
58.3 3e3
58.10 3e.10
58.15 3e.15
Subpart B
58.29 3e.29
58.31 PR
58.33 3e.31
58.35 3e.33
Subpart C
58.41 de.dl
58.43 3e.43
58.45 3e.45
58.47 3e.47
58.49 3e.49
58.51 3e.51
58.53 3e.53
Subpart D
58.61 3e.61
58.63 3e.63
Subpart B
58.81 3e.81
58.83 3e.83
58.90 3e.90
Subpart P
$8.105 3e.105
58.107 3e.107
58.113 3e.113
Deleted 3e.115
Subpart G
58.120 3e.120
58.130 3e.130
Subpart J
58.185 3e.185
58.190 3e.190
58.195 3e.195
Subpart K
58.200 3e.200
58.202 3e.202
58.204 3e.204
58.206 3e.206
58.210 3e.210
58.213 3e.213
58.215 3e.215
58.217 Je.217
58.219 3e.219

As a part of the overall bioresearch
monitoring program that was de-
scribed in the proposal, a pilot inspec-
tion program was carried out to assess
the current status of laboratory prac-
tice of nonclinical testing facilities to
aid in evaluating the relevance of the
proposed regulations, and to identify
any unanticipated difficulties in imple-
menting an agency-wide monitoring
and compliance program for the test-
ing facilities.

The pilot inspection program began
in December of 1976 and covered a
representative sample of testing facili-
ties. The results of these inspections
have been evaluated, and the results
of the analysis have been made availa-
ble to the public as OPE Study 42,
“Results of the Nonclinical Toxicology

.Laboratory Good Laboratory Practices

Pilot Compliance Program.” Notice of
availability of this report was pub-
lished in the FEDERAL REGISTER of Oc-
tober 28, 1977 (42 FR 56799).

TABLE OF CONTENTS FOR PREAMBLE

GWERAL ISSUES (PARAGRAPHS 1 THROUGH9)

General Provisions

Scope (paragraphs 10 through 16).

Definitions (paragraphs 17 through,
36).

Applicability to studies performed
under grants and contracts (para-
graphs 37 through 38).

Inspection of testing facility (para-
graphs 39 through 48).

Organization and Personnel

Personnel (paragraphs 49 through
57).

Testing facility management (para-
graph 58).

Study director
through 74).

Quality assurance unit (paragraphs
75 through 92).

Access to professional assistance

(paragraph 93).
Facilities

General (paragraphs 94 through 95).

Animal care facilities (paragraphs 96
through 101). .

Animal supply facilities (paragraphs
102 through 104).

Facilities for handling test and con-
trol articles (paragraphs 105 through
106).

Laboratory operation areas (para-
graphs 107 through 110).

Specimen and data storage facilities
(paragraph 111).

Administrative and personnel facili-
ties (paragraph 112).

(paragraphs 59

Equipment

Equipment design (paragraphs 1123
though 115).

Maintenance and calibration of
equipment (paragraphs 116 through
119).

Testing Facilities Opeiation

Standard operating procedures
(paragraphs 130 through 145).

Reagoents and solutions (paragraphs
146 through 149).
care

Animal 150
through 167).

(paragraphs
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Test and Control Articles

Test and control article characteriza-
tion (paragraphs 168 through 182).
Test and control article handling
(paragraphs 183 through 184).
tures of articles with carriers
(paragraphs 185 through 192).
I Protocol for and Conduct of a

| Nonclinical Laboratory Study
Protocol (paragraphs 193 through
204).
Conduct of a nonclinical laboratory
study results (paragraphs 205 through
209).

Records and Reports

Reporting of nonclinical laboratory
study results (paragraphs 210 through
216).

Storage and retrieval of records and
data (paragraphs 217 through 223).

Retention of records (paragraphs
224 through 230).

Disqualification of Testing Facilities

Purpose (paragraph 231).

Grounds for disqualification (para-
graphs 232 through 233).

- Notice of and opportunity for hear-
ing on proposed disqualification (para-
graphs 234 through 238).

Final order on disqualification (para-
graphs 239 through 240).

Actions upon disqualification (para-
graphs 241 through 242).

Public disclosure of information
upon disqualification (paragraphs 243
through 246).

Alternative or additional actions to
disqualification (paragraph 247).

Suspension or termination of a test-
ing facility by a sponsor (paragraphs
248 through 250).

Reinstatement of a disqualified test-
ing facility (paragraphs 251 through
252).

Conforming Amendments (paragraph
253)

GENERAL ISSUES

1. Many of the written responses to
the proposal were in two parts: a dis-
cussion of broad issues and a critique
of the regulations by section and para-
graph. Over a thousand individual
items have been considered.

2. Thirty-two comments requested
republication of the proposed regula-
tions as guidelines.

The Commissioner of Food and
Drugs advises that publishing guide-
lines rather than regulations was con-
sidered and rejected before publica-
tion of the proposal. The question was
considered again in preparation of this
order, and again rejected. The serious-
ness of problems encountered in test-
ing facilities demands the use of an ap-
proach that will achieve compliance
directly and promptly. Only by speci-
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fying the requirements for compliance.
in  detailed,” enforceable regulations
can the Commissioner be assured of
the quality and integrity of the data
submitted to the agency in support of
an application for a research or mar-
keting permit.

3. Some comments objected to the
incorporation by reference of other
laws, recommendations, and guidelines
as being either redundant or without
the authority conferred by rulemaking
procedures as required by the Admin-
istrative Procedure Act. It was also as-
serted that such incorporation could
lead to confusion.

The Commissioner agrees that these
regulations should not duplicate regu-
lations and requirements subject to
the purview of other agencies. There-
fore, reference to animal care provi-
sions of the Animal Welfare Act of
1970 (Pub. L. 91-570) and recommen-
dations contained in Department of
Health, Education, and Welfare
(HEW) Publication No. (NTH) 74-23
have been deleted from §§ 58.43(a) and
58.90(a) (21 CFR 58.43(a) and
58.90(a)). Also, all provisions that re-
ferred to regulations of the Occupa-
tional Safety and Health Administra-
tion or were concerned with the
health and safety of employees have
been revised or deleted, ie., 21 CFR
58.33(a) (by deletion of proposed 21
CFR 3e.31(a)(11)), 21 CFR 58.53(b), 21
CFR 58.81 (by deletion of proposed 21
CFR 3e.81(bX10)), and 21 CFR
58.120(a) (by deletion of proposed 21
CFR “3¢.120(aX17)). Reference to the
regulations of the Nuclear Regulatory
Commission has been removed from
§ 58.49; and proposed § 3e.115, dealing
with the handling of carcinogenic sub-
stances, has been deleted. In addition,
the Commissioner has deleted refer-
ence to the various animal care guide-
line cited in the proposal.

4. Some comments said the regula-
tions should not be retroactive to pre-
vious studies or those ongoing and
should include reasonable transitional
provisions.for their implementation.

To give nonclinical laboratory facili-
ties adequate time to implement re-
quired. changes in their organization
and physical plant, a period of 180
days after publication in the FEDERAL
REGISTER is provided for these regula-
tions to become fully effective. The
regulations are not retroactive. All
studies initiated after the effective
date shall be subject to the regula-
tions. The remaining portions of stud-
ies in progress on the effective date of
the regulations shall be conducted in
accordance with these regulations.

5. A number of comments challenged
the general legal authority of FDA to
issue good laboratory practice regula-
tiona. Other comments challenged the
legal authority to require record reten-
tion or quality assurance units, or to
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spetify the content of required records
or location of storage. :

TheCommissioner finds that the au-
thority cited in the preamble to the
proposal (41 FR 51219; Nov. 19, 1976)
provides a sound legal basis.'for the
regulations. Although many matters
covered in these regulations are not
explicitly mentioned in any of the
laws administered by the Commission-
er, the Supreme Court has recognized,
in Weinberger v. Bentex Pharmaceuti-
cals, Inc., 412 U.S. 645, 653 (1973}, that
FDA has authority that “is implicit in
the regulatory scheme, nct spelled out
in haec verba” in the statute. As
stated in Morrow v. Clayton, 326.F.2d
36, 44 (10th Cir. 1963):

However, it is a fundamental principle of
administrative law that the powers of an ad-
ministrative agency are not limited to those
expressly granted by the statutes, but in-
clude, also, all of the powers that may be
fairly implied therefrom.

See Mourning v. Family Publications
Service, Inc., 411 U.S. 356 (1973); see
also National Petroleum Refiners Asso-
ciation v. F.T.C.,, 482.F.2d 672 (D.C.
Cir. 1973). The Commissioner con-
cludes that there is ample authority
for the promulgation of good labora-
tory practice regulations, No comment
presented any explanation or informa-
tiorf'to the contrary, let alone a cogent
arguyment that FDA lacks legal au-
thority under existing statutes. The
standards prescribed represent ampli-
fication of the legal requirements re-
garding evidence of safety necessary to
approve an application for a research
or marketing permit and paralle], o a
great extent, steps that FDA has
found have been taken by members of
the regulated industry to improve non-
clinical laboratory operations.

6. One comment argued that the
opinion of the Court of Appeals in
American Pharmaceutical Association
v. Weinberger, 530 F.2d 1054 (D.C. Cir.
1976), should be read to limit FDA's
authority to issue regulations under
section 701(a) of the act (21 US.C.
371(a)).

The Commissioner disagrees with
the argument advanced in the com-
ment. As discussed in the preamble to
the proposed regulation, the agency’s
authority to issue regulations under
section 701(a) of the act has been
upheld by the courts. (See Weinberger
v. Hynson, Westcott & Dunning, Inc.,
412 U.S. 609 (1973); see also National
Confectioners Association v. Califano,
No. 76-1617 (D.C. Cir. Jan. 20, 1978);
Upjohn Co. v. Finch, 422 F.2d 944 (6th
Cir. 1970); Pharmaceutical Manufac-
turers Association v. Richardson, 318
F. Supp. 301 (D. Del. 1970).) The ques-
tion is not FDA's authority to issue
regulations under section 701(a) of the
act per se, but whether regulations
issued under section 701(a) of the act
appropriately implement other sec-
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tions of the act. As articulated in the
original proposal, and as discussed in
the previous two paragraphs, the Com-
missioner has determined that these
regulations are essential to enforce-
ment of the agency’s responsibilities
under sections 406, 408, 409, 502, 503,
505, 506, 507, 510, 512, 513, 514, 515,
516, 518, 619, 520, 706, and 801 of .the
Federal Food, Drug, and Cosmetic Act,
as well as the responsibilities of FDA
under sections 351 and 354-360F of the
Public Health Service Act.

7. A number of comments said var-
ious sections of the act did not specify
the submission of safety data or did
not deal with “applications for re-
search or marketing permits.”

The Commissioner has reviewed the
comments and finds that the com-
ments are based on a misunderstand-
ing of the phrase, “applications for re-
search or marketing permits.” This
concept is discussed in relation to
§ 58.3(e) below. Each cited provision
contains authority for FDA either to
require submission of, or to use, non-
clinical safety data to justify a deci-
sion to approve the distribution of a
regulated product.

8% A number of comments said the
cost of implementing the proposed
regulations would be prohibitive to
smaller testing laboratories and would,
at the least, result in a substantial in-
crease in the cost of product testing.

The Commissioner agrees that im-
plementation of these regulations will
increase the cost of nonclinical labora-
tory testing. The Commissioner finds,
however, that such costs are justified
on the basis of the resultant increase
in the assurance of the quality and in-
tegrity of the safety data submitted to
the agency. The agency has previously
concluded (see the FEDERAL REGISTER
of November 19, 1976 (41 FR 51220))
that this document does not contain
regulations requiring preparation of
an inflatiorr impact statement under
Executive Orders 11821 and 11929,
Office of Management and Budget
Circular A-107 and the guidelines
issued by the*Department of Health,
Education, and Welfare. For a notice
on the availability of the agency’s eco-
nomic impact assessment regarding
rules for good laboratory practice for
nonclinical laboratory studies, see the
FEDERAL REGISTER of February 7, 1978
(43 FR 5071). The revisions in this
final rule, along with the findings of
the pilot program, which showed that
many of the inspected facilities were
already substantially in compliance
with the proposed regulations, should
allay some of the concerns of small
facilities regarding cost or feasibility
of compliance.

9. Many comments suggested
changes in language, grammar, termi-
nology, punctuation; sentence struc-
ture, and other editorial changes to
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clarify or improve upon the require-
ments as stated in the regulations or
to eliminate redundancies or inconsis-
tencies. Comments that raised signifi-
cant policy questions, suggested
changes in the substance of the regu-
lation, or othe;rwise required, in the
Commissioner’s, opinion, a specific re-
sponse, are d{iscussed individually
below. Many of'the suggested changes,
however, were |editorial and stylistic
and do not warrant a detailed discus-
sion.

The Commissioner has reviewed
each of these numerous editorial and
language changes to determine wheth-
er it offered an improvement in clarity
or definition, eliminated an obvious
error or redundancy, promoted con-
sistency with other portions of the
regulations, or otherwise identified
textual problems that had not been
previously noted by FDA. Where the
proposed alternative language or other
changes suggested by the comments
were superior to the proposal, they
were adopted in substance or verba-
tim. Where they did not offer any im-
provement, the Commissioner declined
to accept them.

GENERAL PROVISIONS
SCOPE

10. Numerous comments addressed
the stated scope of the proposed regu-
lations (§ 58.1). Six comments said the
proposed scope was vague. Ten com-
ments said the scope should be limited
to long-term animal toxicity studies.
Twenty-two comments indicated that
the scope should be limited to animal
safety studies to be submitted to FDA.
Individual comments recommended
limiting the scope to studies per-
formed on marketed products, studies
performed on animals and other bio-
logical test systems, or studies submit-
ted in support of a color additive peti-
tion, food additive petition, investiga-
tional new drug application, new drug
application, or new animal drug appli-
cation.

In the preamble to the proposed reg-
ulations, the Commissioner set forth
the reasons for the broad terminology
employed in the statement of scope,
stating “these regulations are intend-
ed to ensure, as far as possible, the
quality and integrity of test data that
are submitted to FDA and become the
basis for regulatory decisions made by
the Agency.” In the proposed rule (41
FR 51210), the Commissioner specifi-
cally invited comments on which labo-
ratories and/or studies should be sub-
ject to the regulations, and further, on
whether the scope of the regulations
should be defined in terms of the type
of testing facility rather than the type
of study performed. Based on the
review of the comments, the Commis-
sioner has .chosen to describe the
scope of the regulations in language

that is only slightly changed from the
proposal. Further clarification of
scope ‘is achieved by the specific defi-
nition of the key, terms, “nonclinical
laboratory study” and “application for
research or marketing permit” in
§58.3. Taken together, these provi-
sions eliminate any vagueness in the
scope of these regulations.

The Commissioner has rejected the
request to narrow the scope by listing
in the regulation specific types of
studies covered. Any such list, if it in-
cluded all types of studies used by the
agency to assess the safety of all the ~
products it regulates, would be cum-
bersome and might exclude specific
types of studies that could become im-
portant to future safety decisions. The
Commissioner emphasizes that this
decision does not mean, however, that
the scope of the regulationsis unlimit-
ed. The scope of the GLP regulations
is limited in several ways.

First, they apply only to nonclinical
laboratory studies that are submitted
or are conducted for submission to the
agency in support of a research or
marketing permit for a regulated prod-
uct. Language has been added that
provides that the scope includes stud-
ies “intended” to support applications
for :research or marketing permits.
This language was included in the pre-
amble to the proposed regulation (41
FR 51209), and the Commissioner has
added the language to the regulation
because it helps to make clear in ad-
vance when a study should comply
with the regulation and when a study
should be listed on a testing facility's
master schedule sheet as a nonclinical
laboratory study subject to these regu-
lations (§ 58.35(b)(1)). Tests never in-
tended to be submitted to the agency
in support of (i.e.,.as the basis for) the
approval of a research or marketing
permit, such as exploratory safety
studies and range-finding experiments,
are not included even though they
may be required to be submitted as
part of an application or petition.

Second, the definition of ‘“‘nonclini-
cal laboratory study” (§ 58.3(d)) makes
it very clear that studies utilizing
human subjects, clinical studies, or
field trials in animals are not included.

Third, the scope of coverage is now
limited to safety studies, i.e., those
which can be used to predict adverse
effects of, and to establish safe use
characteristics for, a regulated prod-
uct. “Functionality studies” have been
excluded in the final rule.

Fourth, the definition of “test
system” (§ 58.3(i)) taken together with
the definition of ‘“nonclinical labora-
tory study” makes it clear that the
scope of coverage is confined to stud-
ies performed on animals, plants, mi-
croorganisms or subparts thereof.

Products regulated by the agency,
for which safety data may be required,
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cover a wide range of diverse items
that pose quite different types of risk.
Examples include implantable medical
devices; indirect food additives which
may occur in food in very small quan-
tities; direct food additives which may
be consumed on a daily basis in larger
quantities; human drugs intended for
prescription or over-the-counter use;
animal drugs intended for use in pets
and other companion animals of social
importance, drugs used in food-pro-
ducing animals (drug residues can
become a part of food); radiation prod-
ucts used in the diagnosis and/or
treatment of a disease or condition; ra-
diation products (e.g., microwave
ovens and television sets) widely used
by the public; vaccines; and blood com-
ponents and derivatives.

The guarantee of the safety of each

of these product classes requires con-
ducting a broad spectrum of safety
tests, all of which should be subject to
the same standards. Therefore, the
Commissioner rejects the proposal to
limit the scope of these regulations to
long-term animal toxicity studies.
Median lethal dose (LD,) and other
short-term tests are covered by the
regulations because they may serve as
part of the basis for approval of, for
example, use of an indirect food addi-
tive or an investigational new drug in
man.
In vitro biological tests are included
insofar as such tests have a bearing on
product safety, even though they are
not now used in agency decisions, be-
cause they may in the future become
important indicators of safety. Exam-
ples of such tests include short-term
mutagenicity tests as well as various
other tissue culture and organ tests.

Also included in the scope of these
regulations are studies of safety of
regulated products on target animals,
acute toxicity studies on a final prod-
uct formulation, studies of test articles
that are completed in 14 days or less,
studies conducted on test articles used
in “minor food producing species of
animals,” and studies on “est articles
which are not widely used.

11. Several comments closely related
to the concerns expressed in para-
graph 10 of this preamble requested
that further language be added to the
regulation exempting certain specific
types of studies from coverage.

The Commissioner has reviewed the
requests and has chosen not to change
the language of the regulation itself to
exclude specific study types other
than those already mentioned (e.g.,
studies utilizing human subjects). The
regulations apply to any study con-
ducted to provide safety data in sup-
port of an application for a research
or marketing permit for an FDA-regu-
lated product, and a specific type of

study which may be important in the-

overall safety evaluation of one type
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of regulated product may not ‘be im-
portant in evaluating another. The
Commissioner believes it useful to
identify in this preamble further ex-
amples of studies that are—or are
not—within the scope of the GLP reg-
ulations.

Examples of studies that are not
within the scope of these GLP.regula-
tions include: )

a. Clinical tests performed solely in
conjunction with product efficacy.

b. Chemical assays for quality con-
trol.

c. Stability tests on finished dosage
forms and products.

d. Tests for conformance to pharma-
copeial standards. .

e. Pharmacological and effectiveness
studies.

- f. Studies to develop new methodolo-
gies for toxicology experimentation.

g. Exploratory studies on viruses and
cell biology.

h. Studies to develop methods of
synthesis, analysis, mode of action,
and formulation of test articles.

i. Studies relating to stability, identi-
ty, strength, quality, and purity of test
articles and/or control articles that
are covered by good manufacturing
practice regulations.

Further examples of types of tests
not covered include:

a. Food additives: Tests of functiona-
lity and/or appropriateness of the
product for its intended use; tests of
extractability of polymeric materials
that contact food; and ‘all chemical
tests used to derive the specifications
of the marketed product.

b. Human and animal drugs:-Basic
research; preliminary exploratory
studies; pharmacology experiments;
studies done to determine the physical
and chemical characteristics of the
test article independent of any test
system; and clinical investigations.

¢. Medical devices: All studies done
on products that do not come in con-
tact with or are not implanted in man.

d. Diagnostic products: Essentially
all are excluded.

e. Radiation products: Chemical and
physical tests.

f. Biological products: All tests con-
ducted for the release of licensed bio-
logicals described in Part 601 (21 CFR
Part 601) of this chapter.

These examples do not represent all
the exclusions from the regulations,
but provide guidance in applying the
agency's safety considerations to spe-
cific situations. The defined scope of
the regulations is necessarily broad to
encompass the wide range of types of
safety tests, types of testing facilities
and regulated products for which
proper safety decisions are important.

12. More than 20 comments sought
the addition of specific language
exempting various classes of FDA-reg-
wlated products, such as medical de-

59989

vices, from coverage by the regula-
tions.

The Commissioner has generally
elected 1ot to permit exemptions
based on broad categories of regulated
products because no compelling rea-
sons have been presented that would
support the contention that-assurance
of safety is less desirable for one class
of regulated products than for an-
other. Proper safety decisions are im-
portant for all these products; accord-
ingly, the processes by which such
safety data are collected should ‘be

subjected to identical standards of

quality and integrity. _

13. Several comments said that the
animal care provisions should apply
only to these nonclinical studies using
laboratory animals and should not
apply to nonclinical studies which in-
volve large animals. .

It is clear that the animal care provi-
sions are directed toward the use of
laboratory animals, and therefore cer-
tain of these provisions may not apply
to studies not involving laboratory ani-
mals, such as tissue residue and me-
tabolism studies conducted in cattle.
Although'these studies do fall within
the definition of a nonclinical labora-
tory study, the animals used in such a
study are not generally kept in a labo-
ratory setting. Because the husbandry
requirements for laboratory animals
differ greatly from those for large ani-

, the agency does not require that
large animals be reared and  nain-
tained under the same conditios as
laboratory animasals. The regulacions
are revised to include terms such =5
“when applicable” and ‘“as required”
in those provisions for which a wide
latitude of acceptable husbandry prac-
tice exists.

14. Three comments said the regula-
tions should apply to all studies
whether submitted in support of or as
a challenge to an “application for a re-
search or marketing permit.”

The Commissioner agrees, in princi-
ple, that all nonclinical studies should
be performed in a manner designed to
ensure the quality and integrity of the
data. FDA is requiring that, at the
time a study is submitted, there be in-
cluded with the study either a.state-
ment that the study was conducted in
compliance with Part 58 requirements
or, if the study was not conducted -in
compliance with those requirements, a
statement that describes in detail all
"deviations. This requirement means
that, at the time a study not conduct-
ed in compliance with the require-
‘ments is submitted, the agency may
evaluate the effects of the noncompli-
ance and take one of the following ac-
tions: (1) Determine that the noncom-
pliance did not affect the validity of
the study and accept it, or (2) deter-
mine that the noncompliance may
have affected the validity-of the study
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and require that the study be validat-
ed by the person submitting it, or (3)
reject the study completely. The
standard of review applied to studies
that contain data adverse to a product
is no different. That is, a study that
failed to comply with these regula-
tions might, nonetheless, contain valid
‘and significant data demonstrating a
safety hazard. Thus, FDA is not pro-
posing a double standard, but Iis,
rather, seeking to address those stud-
ies that present the most serious regu-
latory problems.

The preamble to the proposed regu-
lation (41 FR 51215) discussed this
issue as follows:

Valid data and information in an other-
wise unacceptable study which are adverse
to the product, however, may serve as the
basis for regulatory action.

This disparity in treatment merely re-
flects the fact that a technically bad study
can never establish the absence of a safety
risk but may establish the presence of a pre-
viously unsuspected hazard. It reflects cur-
rent agency policy; even in situations where
the scientific quality of an investigational
drug study is not in question, FDA may re-
ceive data but not use it in support of a deci-
sion to approve testing or commercial distri-
bution because of ethical improprieties in
the conduct of the study. (See 21 CFR
3]2.20).

A positive finding of toxicity in the
test system in a study not conducted
in compliance with the good labora-
tory practice regulations, may provide
a reasonable lower bound on the true
toxicity of the substance. The agency
must be free to conclude that scientifi-
cally valid results from such a study,
while admittedly imprecise as to inci-
dence or severily of the untoward
effect, cannot be overlooked in arriv-
ing at a decision concerning the toxic
potential of the product. The treat-
ment of studies conducted by a dis-
qualified testing facility is discussed in
paragraph 231a, below.

15. Exemptions from coverage by
these regulations were requested for
various types of facilities. Requests
were received that they not apply to
academic, medical, clinical, and not-
for-profit institutions.

The public*health purpose of these
regulations applies to all laboratory
studies on which FDA relies in evalu-
ating the safety of regulated products,
regardless of the nature of the facili-
ties in which the studies are conduct-
ed. The Commissioner finds that
granting an exemption based on type
of facility would frustrate the intent
of the good laboratory practice regula-
tions. Many other comments urged
that such exemptions. not be consid-
ered because the standards applied to
nonclinical testing should be uniform.

Many of the requests for exemption.

were based on the'idea that academic
or not-for-profit institutions conduct
primarily basic research and ought,
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therefore, to be specifically excluded.
Insofar as academic institutions are
concerned, the Commissioner notes
that such institutions conduct signifi-
cant amounts of commercial testing
pursuant to contracts. He also notes
that significant levels of noncompli-
ance with GLP requirements have
been found in such institutions. More-
over, as noted in paragraph 11, basic
research on drugs is outside the scope
of these regulations. In short, no justi-
fication has been presented to warrant
granting an exemption to such a facili-
ty, and any such exemption from the
regulations by the type of facility col-
lecting safety data would not provide
equal application of the principles of
good laboratory practice. Product
safety decisions are equally important
whether data are collected by the larg-
est commercial nonclinical laboratory
facility or by the smallest nonprofit
facility. Therefore, the data collected
in all types of facilities should be sub-
jected to the same standards of qual-
ity and integrity. The results of the
pilot program show that the proposed
regulations represent achievable
standards.

16. Exemption of or different stand-
ards for studies conducted outside the
United States were requested.

These regulations are designed to
protect the public health of the
American people by assuring the scien-
tific integrity and validity of labora-
tory studies that the agency relies on
in evaluating the safety of regulated
products. The same assurance is
needed, whether the studies relied on
are foreign or domestic in origin. The
Commissioner notes that FDA clearly
may refuse to accept studies from any
nonclinical testing facility, foreign or
domestic, that does not follow the re-
quirements set forth in these regula-
tions. To exempt from the require-
ments imposed on studies conducted in
domestic testing facilities a nonclinical
study conducted in a testing facility
outside the United States that is sub-
mitted to FDA in support of an appli-
cation for a research or marketing
permit or to impose different stand-
ards for such studies, would only have
the effect of discriminating against
U.S. firms. Although inspection of a
foreign facility may not be made with-
out the consent of that facility, FDA
will refuse to accept any studies sub-
mitted by any facility that does not
consent to inspection. These same con-
ditions apply to other FDA regula-
tions, e.g., the current good manufac-
turing practice regulations (21 CFR
Part 210). a program of inspection of
foreign facilities for compliance with
those regulations has been conducted
by FDA for several years. A similar in-
spection program of foreign labora-
tory facilities conducting studies
within the scope of this regulation will

be conducted; several foreign laborato-
ries were inspected during the pilot
program, and mechanisms for such in-
spections are being worked out with
representatives of the responsible reg-
ulatory authorities in foreign coun-

tries. !

|, DEFINITIONS

The | Commissioner received hun-
dreds of comments regarding defini-
tions (§ 58.3). General comments are
listed immediately below; comments
regarding specific definitions follow in
numerical order.

17. Several comments asked that
commonly used terms such as “batch,”
‘“area,” “laboratory,” “pathologist,”
“quality data,” “data integrity,” ‘“su-
pervisor,” and “management” be de-
fined or clarified.

The Commissioner finds that, with
the exception of “batch,” the terms
set out above do not require individual
definitions. The term “pathologist” is
used in its ordinary sense, as are the
terms ‘“supervisor” and “management”
and the phrases ‘“quality data” and
“data integrity.” As a general rule, the
regulation defines separately only
those words which will be used in a
sense which differs from that given in
currently accepted dictionaries or
words whose meaning will be limited
by  the regulation. A new definition
has been added for the term ‘“batch”
because it is used in these regulations
in a context different from other
agency regulations, e.g., the good man-
ufacturing . practice regulations.
“Batch’ in these regulations means a
specific quantity of a test or control
article that has been characterized ac-
cording to § 58.105(a).

18. Several comments on §58.3(b)
questioned the applicability of the
term “test substance” to medical de-
vices, radiation products, in vitro diag-
nostic products, and botanical materi-
als.

The Commissioner has reviewed the
comments carefully and finds that
many of the comments submitted re-
garding the term “test substance”
argued that the term, as defined, did
not accurately reflect the scope in-
tended to be covered. Because the
term “substance,” in common usage,
refers to chemical compounds and bio-
logical derivatives of more or less de-
fined composition, and because the
term is not commonly understood to
include devices or electronic products,
the Commissioner has changed the
term “test substance’” to “test article.”
The term ‘“article” is intended to in-
clude all regulated products which
may be the subject of an application
for a research or marketing permit as
defined in § 58.3(e).

The Commissioner has deleted the
reference to botanical materials be-
cause all botanical materials subject to
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FDA jurisdisction. are: adequately en-
compassed by the other articlés spe-
cifically mentioned in the definition.

19. Clarification of the term “control
substance” (§58.3(c)) was requested.
Several comments asked whether the
term was to include carrier substances
.and solvents and vehicles. Other com-
ments sugested this term could be con-
fused with the same term used by the
Drug Enforcement Administration.

The term is changed to “control arti-
cle” to parallel the revised definition
for test article. This change avoids any
potential conflict with definitions used
by other agencies. The term is intend-
ed to define those materials given to
control groups of test systems for es-
tablishing a basis of comparison. The
Commissioner recognizes that for cer-
tain nonclinical laboratory studies, no
control groups are uséd, and therefore
this definition would not apply. For
example, testing the safety qf implan-
table pacemakers in animals would re-
quire either no control animals or ani-
mals that have only been ‘“sham-oper-
ated.” The definition includes carrier
materials when such carrier materials
are given to control groups within test
system and likewise for administered
vehicles and solvents. The term also
applies to articles used as positive con-
trols.

20. Many comments on § 58.3(d) ad-
dressed the definition of the term
“nonclinical laboratory study.” A
great many, if not the majority, of the
comments sought to change the defini-
tion by adding language excluding cer-
tain specific tests, products, or types
of laboratories.

The Commissioner notes that many
of these comments overlap with or are
identical to comments submitted in re-
sponse to § 58.1 (Scope). To the extent
that the comments and issues are the
same, they have been dealt with in the
discussion of § 58.1, above. Other com-
ments are dealt with specifically
below.

21. Many comments stated that the
proposed language which included
studies intended to assess the func-
tionality and/or effectiveness of a test
article should be deleted. One com-
ment stated that efficacy testing in
nonclinical tests is, by definition, pre-
liminary and should be excluded to be
consistent with the scope defined in
§ 58.1. Other comments stated that the
language was too broad and too am-
biguous and could be interpreted to in-
clude many studies which were not
safety studies at all.

The Commissioner has considered
these comments and agrees that the
language related to functionality and/
or effectiveness is too broad. He has,
therefore, deleted the sentence.

22, Several comments requested that
the last sentence of § 58.3(d) be modi-
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fied by deleting the proposed exam-
ples of tests.

The Commissioner finds that the ex-
amples included in the proposal
tended to confuse rather than clarify.
The examples, therefore, have been
deleted. _

23. Section 58.3(e), which defines the
various types of submissions to FDA,
was criticized for use of the term “ap-
plication for research or marketing
permit.” Several comments said the
term was misleading because not all
products are regulated through the
use of “permits.”

The Commissioner believes the term
is appropriate for the purpose of these
regulations. As stated in the proposal,
this definition includes all the various
requirements for submission of scien-
tific data and information to the
agency under its regulatory jurisdic-
tion, even though in certain cases no
permission is technically required
from FDA for the conduct of a pro-
posed activity with a particular prod-
uct, i.e., carrying out research or con-
tinuing marketing of a product. The
term is intended solely as a shorthand
way of referring to the separate cate-
gories of data (identified in the pro-
posal) that are now, or in the near
future will become, subject to require-
ments for submission to the agency.

24. One comment stated that pro-
posed §3e.3(eX14) should be deleted
because the language was overly broad
and because it contradicted the intent
expressed in the preamble to limit
GLP regulations to safety studies.

The Commissioner notes that the
preamble to the proposal (41 FR
51209) stated that studies conducted
to determine whether a drug product
conforms to applicable compendial
and license standards were excluded
from the regulation. Safety data sub-
mitted to obtain the initial licensing of
a biological product are covered by
these regulations in § 58.3(e)(13). Once
a biological is licensed, however, it be-
comes subject to testing procedures
similar to compendial testing proce-
dures. The Commissioner finds that
postlicensing testing of biologicals is
conducted more for quality control
purposes than for establishing the
basic safety of the biolcgic product
and has, accordingly, deleted postli-
censing testing from the definition of
research and marketing permit.

25. Several comments stated that in
vitro diagnostic tests (proposed
§ 3e.3(eX(15)) should not be included
because in vitro diagnostic products do
not come in contact with patients and
do not, therefore, require preliminary
animal safety testing.

Because in vitro diagnostic products
do not require any nonclinical labora-
tory tests for agency approval, the
Commissfoner agrees that in vitro di-
agnostic products need not be included
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in the definition “application for a re-
search or marketing permit.” Proposed "
§3e.3(eX15) has, therefore, been de-
leted from the final regulation.

26. Several comments objected to
the inclusion of medical devices in
§58.3(e) (16), (17), and (18), stating
that medical devices were not “test
substances,” that medical devices
should not be included because the
rules for data submission for such de-
vices were as yet undefined, and that
inclusion of medical devices would be
unduly restrictive. These comments
suggested either total or partial exclu-
sion from coverage under the good lab-
oratory practice regulations.

For reasons stated previously, the
Commissioner does not agree that
medical devices, as a category, should
be excluded. Implantable devices may
be composed of polymeric materials
that contain components capable of
leaching from the device into the body
of the recipient or may themselves be

‘adversely affected by body constitu-

ents. In either case, safety studies
would be necessary to demonstrate
that components of the device did not
cause harm or that the body constitu-
ents did not promote breakdown or
malfunction of the device.

27. Comments also requested dele-
tion of all terms relating to radiation

- products In §58.3(e) (20), (21), and

(22), stating that to include such prod-
ucts would restrict experimenta.ion
unduly, and arguing that radiation
products were not ‘“‘test substances.”

The Commissioner rejects tlese
comments. The quality and integi‘ty
of the safety data are no less impor-
tant for radiation products than they
are for other agency-regulated prod-
ucts. He does not agree that including
radiation products will unduly restrict
experimentation. The remaining argu-
ment is covered in the discussion of
“test article” above. A new paragraph
§ 58.3(e)(19) is added to cover data and
information regarding an electronic
product submitted as part of the pro-
cedure for obtaining an exemption
from notification of a radiation safety
defect or failure of compliance with a
radiation performarice standard, de-
scribed in Subpart D of Part 1003 (21
CFR Part 1003).

28. Many comments stated that the
term “sponsor” in §58.3(f) was too
broadly defined. For example, two
comments stated that the definition,
as written, would cover a company
which provides a grant to a university,
a fact which, if true, would inhibit
giving grants. One comment said that
the definition is so broad that it could
be Interpreted to apply to stockhold-
ers.

The Commissioner advises that a
person providing a grant may be a
sponsor. In the area of nonclinical lab-
oratory studies, most grantors ulti-
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mately submit the data to the agency.
The Commissioner does not agree that
because the definition of “sponsor” in-
cludes grantors it will inhibit the
giving of grants. No data were submit-
ted to support this argument. The
Commissioner further advises that the
Qefinition does not include stockhold-
€rs.
29,
asked whether the regulation allowed
for multiple sponsors and whether
government agencies could be spon-
SOrS.

“Person,” as defined in § 568.3(h), in-
cludes government agencies, partner-
ships, and other establishments such
as associations. Therefore, a govern-
ment agency can clearly be a sponsor.
In addition, the Commissioner advises
that the definition does not preclude
joint sponsorship of a study.

30. Several comments asked that the
definition of “testing facility” ir.
§58.3(g) be revised to indicate clearly
that a facility conducting a study sub-
Ject to the regulations should be sub-
ject only to the extent that the facili-
ty is involved with and responsible for
the study.

The Commissioner concludes that no
revision to the definition is necessary.
The definition clearly does indicate
that a facility is covered by the regula-
tions only to the extent that the facili-
ty is conducting or has conducted non-
clinical laberatory studies.

31. Numerous comments addressed

the definition of “test system” in
§58.3(1). Eighteen comments stated
that the definition, as written, could
be interpreted to require testing of
beakers and test tubes. Two comments
pointed out that the “test system” is
not the container being tested for ex-
tractables, but rather it is the animal,
microorganism, or cellular components
used to test the extractables for
safety.

The Commissioner has carefully re-
viewed tlre proposed definition in light
of the comments and has made a
number of changes. The terms “cellu-
lar and subcellular” have been re-
placed for* clarity with “subparts
thereof” which refers to animals,
plants, and microorganisms. The re-
vised definition now reads: *‘Test

system’' means any animal, plant, mi-.

croorganism, or subparts thereof, to
which the test or control article is ad-
ministered or added for study. ‘Test
system’ also includes appropriate
groups or components of the system
not treated with the test or control ar-
ticles.” The revisions should make the
definition clearly consistent with
$58.3(d) (“nonclinical laboratory
study”), which states that studies to
determine physical or chemical char-
acteristics of a test article or to deter-
mine potential utility are not included.
Therefore, testing of beakers and test

Other comments on §58.3(f)
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tubes, which fall into the category of
physical and chemical tests, is ex-
cluded. h

32. Section 58.3(J), which defines
“specimen,” drew several comments.
These. included requests for precise

definition of the terms ‘“material” and

“tissue” and requests for a clearer
definition of the term ‘‘specimen.” .

The Commissioner is modifying the
term “specimen” to include any mate-
rial derived from a test system for ex-
amination or analysis. Under these cir-
cumstances, blood, serum, plasma,
urine, tissues, and tissue fractions are
all included if they are intended for
further examination or analysis. The
definition includes all materials that
yield data related to the safety deci-
sion on a regulated product.

33. Many comments were received on
the definition of ‘“raw data” in
§58.3(k). Included were requests to
clarify the term “certified” and to
state whether .carbons, photocopies,
and written reports of dictated materi-
al could be classified as “raw data”.
Other issues concerned whether finan-
cial information and first drafts of re-
ports were “raw data.” )

The Commissioner concludes that
the proposed definition should be
clarified. The word “exact” is substi-
tuted for the word “certified.” “Certi-
fied” connotes a legal document that
requires notarization; “exact” has no
such connotation and more precisely
reflects the Commissioner’s intention.
The definition is further clarified by
inserting, after the first sentence, a
new sentence which reads “In the
event that exact transcripts of raw
data have been prepared (e.g., tapes
which have been transcribed verbatim,
dated, and verified accurate by signa-
ture), the exact copy or exact tran-
script may be substituted for the origi-
nal source as raw data.” This clarifica-
tion will permit data collection by tape
recorders without requiring the reten-
tion of the original tapes. Carbons and
photocopies satisfy the regulations,
provided they are exact and legible
copies of the original information. Nei-
ther financial information nor first
drafts of reports are raw data within
the meaning of the term. -

34. Several comments said only re-
corded data contributing substantially
to the study should be retained and,
similarly, only computer printouts
contributing substantially should be
retained. Several comments requested
clarification of the method for storing
machine-generated data and definition
of “on line data recording system.”

Because the parenthetical example
(““derived from on-line data recording
systems”) served more to confuse than
to clarify, it has been deleted. Howev-
er, an “on line data recording system”
pertains to an instrument that can
feed data directly into a computer

that analyzes and stores the informa-
tion. The product of this activity usu-
ally consists of a memory unit plus'a
computer program for extracting the
information from the unit. Hard-copy
computer printouts are unnecessary,
provided the computer memory and
program are accompanied by a proce-
dure that precludes tampering with-
the stored information.

The Commissioner cannot agree
that only those portions of the data
that contribute substantially to the
study need to be retained. Such an ap-
proach would require a judgment to be
made which, if in error, could lead to
improper or incorrect study recon-
struction. The purpose of retaining
the raw data is to permit the quality
assurance unit and agency investiga-
tors to reconstruct each phase of a
nonclinical laboratory study. Discard-
ing essential records would frustrate
this purpose. Raw data may be stored
in separate areas provided the archival
indexes give the data location.

35. Many comments addressed “qual-
ity assurance unit” in § 58.3(1).

The Commissioner has reviewed
these comments and concludes that
they are more concerned with the con-
cept of the quality assurance unit
than with the definition. The com-
ments are therefore dealt with in
detail in that section of the preamble
concerned with § 58.35 of the regula-
tions. (See paragraphs 75 through 92
below.)

36. Several comments addressed
“study director” in §58.3(m).. These
comments requested clarification, per-
mission to have more than one study
director per study, and that the term
“implementation” be changed to “con-
duct.”

The Commissioner has revised the
definition to read: “‘Study Director’
means the individual responsible for
the overall conduct of a nonclinical
laboratory study.” The revision is in-
tended to emphasize that the study di-
rector {8 responsible for the entire
study, as well as being responsible for
the interpretation, analysis documen-
tation, and reporting of results.

The Commissioner concludes that
the other comments received on the
definition of “study director” ad-
dressed the concept rather than the
definition, and these comments -are
dealt with under the discussion of
§58.33 (see paragraphs 59 through 74,
below).

APPLICABILITY TO STUDIES PERFORMED
UNDER GRANTS AND CONTRACTS

37. 'Two comments requested revi-
sion of §58.10 to specify clearly that
the sponsor is ultimately responsible
for data validity, even if the data are
obtained by a sponsor from a grantee
or contractor.
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The Commissioner concludes that no
revision of § 58.10 is necessary. All per-
sons involved in a nonclinical labora-
tory study are responsible for part or
all of the study, depending upon the
extent of their participation. Athough
a sponsor who submits studies to FDA
bears the responsibility for the work
performed by a subcontractor or
grantee, that fact in no way relieves a
grantee or subcontractor from individ-
ual responsibility for the portion of
the study performed for the sponsor.
Indeed, the purpose of the require-
ment that the sponsor notify a grant-
ee or subcontractor that the work
being performed is a part of a nonclin-
ical laboratory study which must be
conducted in compliance with the
good laboratory practice regulations is
to assure that all parties submitting
data are aware of their responsibilities
under the regulation.

38. Several comments requested ex-
emption for certain specialized serv-
ices which are not commonly availa-
ble, e.g., ototoxicity studies with diure-
tics. The comments stated that these
specialized services would probably
not be available to them if the strin-
gent requirements of the regulations
had to be met by the service organiza-
tion.

The Commissioner concludes that
certain spedialized services cannot be
exempted from these regulations. The
specialized services may contribute in
large measure to the agency decision
to approve a research or marketing
permit. If the studies are intended to
provide safety data in support of an

application for a research or market-

ing permit, their conduct falls within
the scope of these regulations.

INSPECTION OF A TESTING FACILITY

39. Comments on the inspection pro-
visions (§58.15) expressed concern re-
garding the competence and scientific
qualifications of FDA investigators.

The agency has endeavored, through
a specialized training program, to
assure that FDA investigators are
competent to perform good laboratory

practice inspections. The EILP pro-.

gram is new, and training and evalua-
tion will continue to improve it. The
results of the pilot inspection program
and the manner in which it was co-
ducted should provide added assur-
ance to testing facility management
regarding the competence of FDA in-
vestigators. The quality of the pro-
gram is not, however, dependent on
the competence or training of any
single individual. Inspection of find-
ings are always subject to supervisory
review within the agency, and no offi-
cial action may be taken without con-
currence of a number of qualified per-
sons. i

40. Several comments stated that
agency inspection should be limited to
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those facilities under current FDA
legal authority.

The scope of the regulations and the
definition of a ‘“nonclinical laboratory
study” define those studies covered by
the regulations. The agency intends to
inspect all facilities which are conduct-
ing such studies. Many of these facili-
ties are subject to inspection under ex-
press statutory authority vested in
FDA. As noted in the preamble to the
proposal (41 FR 51220): .

Inspections of many, perhaps most, test-
ing facilities will not be conditioned upon
consent. Under section 704(a) of the act,
FDA may inspect establishments including
consulting laboratories, in which certain
drugs and devices are processed or held, and
may examine research data that wouid be
subject to reporting and inspection pursu-
ant to section 505 (i) or (j) or 507 (d) or (g)
of the act. In addition, any establishment
registered under section 510(h) of the Act is
subject to inspection under section 704 of
the act. Thus, most manufacturing firms
that conduct in-house non-clinical labora-
tory studies on drugs and devices, and those
contract laboratories working for such
firms, would be subject to FDA inspection
whether or not they consented.

Facilities that are not subject to statu-
tory inspection provisions will be
asked to consent to FDA inspection.
The absence of any statutory authori-
zation does not bar FDA from asking
permission to conduct an inspection,
and the agency should not bar itself
from seeking permission. Thus, the
proposal in the comment is not accept-
ed.

41. Several comments requested that
FDA make its enforcement stratégy
known as promised in the preamble to
the proposal.

The enforcement strategy was dis-
cussed in the preamble to the proposal
(41 FR 51216) and is amplified in the
compliance program which imple-
ments this regulation. The compliance
program is publicly available and may
be obtained by sending a written re-
quest to the agency official whose
name and address appear at the begin-
ning of this preamble as the contact
for furthetr information.

42. Two comments on § 58.15 as pro-
posed requested that the requirement
that the testing facility permit inspec-
tion by the sponsor be deleted. The
comments argued that the rights and
obligations of a sponsor and its labora-
tory are a matter of contract between
them alone, and not a proper subject
for government regulation.

The Commissioner has considered
this issue, is persuaded that the com-
ments are correct, and has deleted the
phrase “the sponsor of a nonclinical
laboratory study.” At the same time,
however, the Commissioner réempha-
sizes that, because & sponsor is respon-
siblg for the data he or she submits to
the ‘agency, the sponsor may well wish
to assure that the right to inspect a
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testing facility is included in any con-
tract.

43. Other comments suggested that
the spomsor should saccompany the
FDA investigator during an inspection
of a contract testing facility and that
FDA access to data should require the
sponsor’s consent. .

The Commiesioner disagrees with
these comments. An agency investiga-
tor may be ingpecting the results of
studies from several sponsors during
an inspection. The logistics required to
notify and arrange for several spon-
sors to accompany an investigator, or
to obtain sponsor consent to informa-
tion release, would be unworkable.
FDA'’s practice of unannounced in-
spections has proved to be an effective
and efficient use of scarce resources.
Because of resource limitations, FDA
cannot inspect each facility as often as
it would like to, and the Commissioner
finds that the possibility of unan-
nounced FDA inspections at any time
motivates compliance.

44, Many comments were concerned
that trade secret information obtained
during - the inspection would be re-
leased by FDA.

The Commissioner notes that trade
secrets obtained as a result of an in-
spection are fully protected under the
provisions of section 301(j) of the act
(21 U.S.C. 331(j)), as well as 18 U.S.C.
1905"and the Freedom of Information
Act (5 U.S.C. 552(bX4)) and the FDA’s
implementing regulations (21 CFR
20.61). Interested parties may refer to
the agency’s public information regu-
lations (21 CFR Part 20), which
govern agency release of documents.

45. One comment requested that the
results of government laboratory in-
spections be made public. '

The Commissioner notes that no dis-
tinctions will be made between govern-
ment or nongovernment laboratories.
The results of an inspection of testing
facilities will be available after all re-
quired followup regulatory action has
been completed.

46. The phrase “and specimens” has
been added to § 58.15(a). The Commis-
sioner finds that examination of speci-
mens may be required to enable the
agency, where necessary, to recon-
struct a study from the study records. -

47. Many comments stated that the
ingpection of records should not
extend to certain records compiled by
the quality assurance unit. :

The Commissioner agrees and has
exempted from routine inspection
those records of the quality assurance
unit which state findings, note prob-
lems, make recommendations, or
evaluate actions taken following rec-
ommendations. These exemptions
from inspection are discussed in great-
er detail under the discussion of
§ 58.35.
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48. A pew -paragraph (b) has been
added to §58.15. This paragraph is
similar to proposed § 58.200 and reiter-
ates that a determination that a non-
clinical laboratory study will not be
considered in support of an applica-
tion for a research or marketing
permit does not relieve an applicant
from any obligation under any appli-
cable statute or regulation (e.g., 21
CFR Parts 312, 314, 514, etc) to
submit the results to FDA. If a testing
facility refuses inspection of a study,
FDA will refuse to consider the study
in support of an application for a re-
search or marketing permit. This re-
fusal, however, does not relieve the
sponsor from any other applicable reg-
ulatory requirement that the study be
submitted.

ORGANIZATION AND PERSONNEL
PERSONNEL

49. A number of comments ad-

dressed the definition of training, edu-
cation, and experience in § 58.29. Sev-
eral comments. considered such refer-
ences too vague; several others sug-
gested that appropriate qualifications
be established by professional peer
groups.
“ It would be inappropriate, if not im-
possible, for FDA to specify exactly
what scientific disciplines, education,
training, or expertise best suit a specif-
ic nonclinical laboratory study. These
factors, which vary from study to
study, are left to the discretion of re-
sponsible management and study di-
rectors. They are responsible for per-
sonnel selection and for the quality
and integrity of the data these person-
nel will collect, analyze, document,
and report. The Commissioner urges,
however, that management and study
directors carefully consider personnel
qualifications as they relate to a par-
ticular.study. The agency has uncov-
ered instances, discussed in the pream-
ble of the proposal (41 FR 51207), in
which thé conduct of a study by inad-
equately trained personnel resulted in
invalid data. Although the Commis-
sioner recognizes the value of certifica-
tion by prdYessional peer groups,~he
does not agree that the concept is ap-
propriate for regulatory purposes.

50. Several comments said the study
director should be given responsibility
for assurance of qualifications of per-
sonnel.

The Commissioner agrees that, gen-
erally, the study director will be re-
sponsible for ensuring.that personnel
selected to conduct a nonclinical labo-
ratory study meet necessary educa-
tional, training, and experience re-
quirements. The Commissioner notes,
however, that management also has
selection and hiring responsibilities
and privileges.

51. One comment stated that the re-
quirement of § 58.29 that each individ-
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ual engaged in the conduct of a study
have sufficient training or experience
to enable the individual to perform
the assigned function should be limit-
ed to those personnel engaged in su-
pervision and collection and analysis
of data.

The Commissioner disagrees. These
factors are important and should be
considered for personnel other than
supervisors or those engaged in collec-
tion and analysis of data. The ap-
proach suggested by the comment
would ignore the fact that specific ex-
pertise is required, for example, by
animal caretakers, physical science
technicians, and by persons using pes-
ticides near animal-holding areas.
While the degree of education, train-
ing, and experience necessary for
these positions will be quite different
from the qualifications necessary for
supervisors or scientific staff, the need
for sufficient training or experience is
no less important.

562. One comment pointed out the
appropriateness of changing the term
“person” to “individual” in § 58.29(a).

Becauseé the term “person” as de-
fined in §58.3(h) includes partner-
ships, corporations, etc., the Commis-
sioner agrees that “individual” is the
proper term and has so amended
§ 58.29¢a).

53. Seventeen comments questioned
the use of, or objected to reference to,
the term “curriculum vitae” for non-
technical personnel such as animal
caretakers, as required in proposed
§ 58.29(b).

Another comment asserted that the
requirement’ infringed on manage-
ment’s prerogatives without specifying
how any such infringement occurred.

~One comment stated that the require-

ment that such records be retained
after termination of employment was
unnecessarily cumbersome.

The Commissioner does not agree
that the requirement infringes on
management’s prerogatives. However,
the Commissioner agrees with the re-
maining comments and has revised the
section. “Curriculum vitae” has been
changed to ‘“summaries of training
and experience plus job descriptions.”
Reference to the maintenance of rec-
ords of terminated employees is de-
leted from this section because the re-
quirement is redundant to the record
retention requirements set forth in

§ 58.195Ce).

54. Ten comments said the wording
of §58.29(c), relating to “sufficient
numbers of personnel” and to

“timely” conduct of the study, was
vague.
The Commissioner purposely left

‘the paragraph broad in context and

coverage because differences in types
of studies preclude .any specific ap-
proach to defining numbers of person-
nel. The precise number of personnel

reuired for a specific study, as well as
for all ongoing studies, is a manage-
ment decision. FDA experience, how-
ever, indicates that a shortage of
qualified personnel can lead to inad-
equate or incomplete monitoring of a
study ahd to delayed preparation and
analysis] of results, and the numbers of
personnel conducting a study should
be suffi¢ient to avoid these problems.

55. Ten comments requested deletion
of § 568.29(d) or clarification of the lan-
guage regarding employee health
habits, stating that the section was too
vague and that an employer was re-
sponsible for health habits only at
work. One comment submitted alter-
nate language.

The Commissioner adopts with
modifications the alternate language.
The paragraph now requires only that
personnel take necessary personal
sanitation and health precautions to
avoid contamination of test and con-
trol articles and test systems.

56. Several comments asked that the
term “laboratory’ in § 58.29(e), as ap-
plied to protective clothing, be deleted
because it is too restrictive. Other
comments suggested that the require-
ment that clothing be changed as
often as necessary to prevent contami-
nation be eased by changing “prevent”
to “help prevent.” Four related com-
ments requested modification to re-
flect only “contamination affecting va-
lidity of studies.”

The Commissioner agrees to the
elimination of “laboratory’ as applied
to clothing. The provision of special-
ized clothing is, however, an estalished
and well-known procedure for prevent-
ing contamination in a variety of situ-
ations. The Commissioner disagrees
with any suggested modification of
this section which weakens the intent
of the regulation. The objective is to
prevent contamination of the test
system.

57. A number of comments ad-
dressed several aspects of § 58.29(f) re-
garding personal illnesses, personal
health records, types of illnesses, and
records of illnesses. Comments said
disclosure of medical records was an
invasion of privacy and of little rel-
evance to the proper conduct of a non-
clinical laboratary study.

The Commissioner agrees that docu-
mentation of personal illnesses may
constitute an unwarranted invasion of
privacy, and this requirement is de-
leted. The Commissioner disagrees
with the requests for deletion of the
entire paragraph, noting the relation-
ship between personnel health and
possible contamination of test sys-
tems. Revised §58.29(f) requires indi-
viduals with illnesses that may ad-
versely affect the quality and integrity
of nonclinical laboratory studies to be
excluded from direct contact with test
and control articles and test systems.
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All personnel should be instruct,ed to
report such medical conditions to their
immediate supervisor, who should pro-
tect test systems from personnel re-
porting as ill.

TESTING FACILITY MANAGEMENT

68. Many comments on the responsi-
.bilities of the study director objected
that some of the responsibilities as-
signed to the study director were more
properly assigned to management.

‘The Commissioner agrees that sever-
al of the responsibilities previously as-
signed to the study director should be
assigned to the testing facility man-
agement. For clarification, a new
§58.31 is added to the regulations. It is
management’s responsibility to assure
that for each study there is a study di-
rector and an independent quality as-
surance unit, as required by the regu-
lations. It is also management’s re-
sponsibility to ensure that any devi-
ations from the regulations which are
reported by the quality assurance unit
are, in turn, reported to the study di-
rector and that corrective actions are
both taken and documented. Designa-
ting management responsibilities in
this manner merely clarifies the fact
that the study director should be
viewed as the chief scientist in charge
of a study. Duties which are more ad-
ministrative than scientific are the re-
sponsnblhty of management; however,
management may delegate appropri-
ate administrative duties to the study
director.

STUDY DIRECTOR

59. More than 50 comments ad-
dressed the scope of responsibilities
proposed for the study director. Many
comments stated that these responsi-
bilities were much too broad for one
person.

In the proposal, the Commissioner
advanced the concept of a single fixed
point of responsibility for overall con-
duct of each nonclinical laboratory
study. Experience has demonstrated
that if responsibility for proper study
conduct is not assigned to one person,
there is a potential for the issuance of
conflicting instructions and improper
protocol implementation. The study
director is charged with the technical
direction of a study, including inter-
pretation, analysis, documentation,
and reporting of results. As discussed
in paragraph 58, several of the respon-
sipilities proposed for the study direc-
tor have been transferred to testing
facility management. This transfer
should allay concerns regarding the
magnitude of the responsibilities as-
signed to the study director.

60. Nine comments object to the
term “ultimate” as applied to the
study director’s responsibility.

The Commissioner agrees that “ulti-

mate” responsibility for the study*

VSl

‘nuu's mn“ueuunons

rest,s with facillty ma.nagement and/ or
the sponsor. Therefore, the word “ulti-
mate” has been replaced by “overall”
in § 58.33.

61. Several comments argued that
mote than one study director should
be allowed for each study.

The Caqommissioner rejects these
comments. As noted above, there must
be a single point of responsibility for
overall technical conduct of the study.
The potential for conflicting instruc-
tions and confusion in study imple-
mentation is too great to diffuse the
responsibility by, for example, study
direction by a committee. The regula-

" tion does not, however, preclude the

study director from directing more
than one study.

62. Many comments stated that the
requirements would interfere with
management's prerogatives to organize
and conduct studies as it so chooses.

The requirement that the study di-
rector be the single point of responsi-
bility for technical conduct of the
study need not interfere with normal
delegation of authority by manage-
ment.

63. Five comments argued that the
proposed requirements for study direc-
tor and quality assurance unit were
duplicative.

The Commissioner has carefully re-
viewed the proposal and comments
and has clearly separated the responsi-
bilities in the final regulation to avoid
duplication. The first sentence in
§58.33 has been revised to specify
clearly that each study-shal] have a
study director. The second genterice
has been revised to amplify the con-

cept: “The study director has overall
responsibility for the technical con--.

duct of the study, as well as for the in-
terpretation, analysis, documentation
and reporting of results and repre-
sents the single point of study con-
trol.”

64. One comment suggested revising-

§58.33(a) to specify that the sponsor
must approve the protocol and the

study director must approve any -

change.

The Commissxoner advises that
§ 58.120(a)(15) requires that the spon-
sor approve the protocol, and

§ 58.120(c) requires that the study di-

- rector approve any changes or revi-

sions to the protocol. The language in
§ 58.33(a) has been revised to reference
§ 58.120. .

65. Five comments objected to the
proposed requirement that the study
director assure that test and control
articles or mixtures be appropriately
tested. The comments argued that this
was not a proper function of the study
director.

The Commissioner agrees that this
responsibility is more properly as-
signed to testing facility management.

- . gueas
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Therefore, the requirement has been
transferred to § 58.31(d). Sy

66. Three comments suggested that
rather than the study director assur-
ing. pha.t test systems are appropriate,
the study director should assure that
the test systems are as specified by the
protocol.

The Commissioner agrees that the
determination of the appropriateness
of the test system is a scientific deci-
sion beyond the scope of these regula-
tions. Section 58.33(d) has been re-
vised to state: “Test systems are as

- specified in the protocol.”

. 67. Four comments argued that the
scheduling of personnel, resources,
facilities, and methodologies was not a
proper requxrement for the study di-
rector.

The Commissioner agrees that this
scheduling is beyond the scope of the
study director’s responsibilities and
has, therefore, transferred it to the re-
sponsibilities of testing facility man-
agement in § 58.31(e).

68. Two comments object to the re-
quirement that personnel clearly un-
derstand the functions they are to per-
form.

The Commissioner finds that it is es-
sential that personnel be adequately
trained to assure the integrity and va-
lidity of the data. However, the Com-
missioner concludes that training.is a.

sbroper responsibility of testing facility

.management and has transferred the
‘requirement to § 58.31(f).

69. Three comments suggested dele-
tion of the phrase “and verified” from
the proposed requirement that the
study director assure that all data are
accurately recorded and verified. Four
comments requested definition of the
term “verified.”

The Commissioner dlsagrees with
the requested deletion. Recording and
verifying data are key operations in
the successful completion of a study.
The Commissioner intends that the
study director assure that data are
technically correct and accurately re-
corded. “Verified” is used in its ordi-
nary sense of “confirmed” or ‘“substan-
tiated.” The process hy which verifica-
tion is achieved may be determined by
the study director.

70. One comment stated that pro-
posed §3e.31(aX8) merely repeated
proposed § 3e.31(aXT).

The Commissioner finds that the
two sections can be combined for clar-
ity. Accordingly, § 58.33(c) now reads
‘“unforeseen circumstances that may
affect the quality and integrity of the
nonclinical laboratory study are noted
when they occur, and corrective action
is taken and documented.”

71. One comment stated that the re-
quirement that the study director
assure that responses of the | test
system are documented is unreason-
able.
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The Commissioner disagrees. Assur-
fng that all experimental data includ-
ing unforeseen responses to the test
system are accurately observed and
documented is a critical part of study
conduct and is a responsibility proper-
ly assigned to the study director.

72. Two comments stated that the
requirement that the study director
assure that good laboratory practice
regulations are followed either should
be modified to make it more flexible
or should be deleted. One comment
suggested. that the study director
should be allowed to delegate the re-
sponsibility.

The Commissioner rejects these
comments. The regulations constitute
an effective means to aid study direc-
tors in achieving better control of
complex studies. Responsibility for as-
suring compliance properly rests with
‘the study director. While delegation of
authority is always the prerogative of
& manager, responsibility cannot be
delegated.

73. Several comments stated that
the requirement that the study direc-
tor assure that study documentation is
transferred to the archives is redun-
dant to § 58.190. )

The Commissioner does not agree
that the sections are redundant. Sec-
tion 58.190 requires that the study rec-
ords be retained, and §58.33(f) re-
quires that the study director assure
that the records are transferred for re-
tention. The phrase “and other infor-
mation to be retained” has been de-
leted from §58.33(f) because the
phrase is subsumed by raw data, docu-
mentation, protocols, specimens and
final reports.

74. Thirteen comments questioned
the proposed approach to study direc-
tor replacement, specifically objecting
to the requirement that justification
of such replacement be documented
and retained as raw data. The com-
ments argued that justification carries
a negative connotation and that re-
placement of a study director is a man-
agement prerogative.

The Commissioner is persuaded that

- replacement of the study director
should remain*within the discretion of
management and that the require-
ment that justification for such re-
placement be documented and re-
tained is an inappropriate subject for
these reglations. Consequently, the re-
quirement for justification for such re-
placement has been deleted. The re-
quirement that the study director be
replaced promptly when necessary has
been transferred to § 58.31(b).

QUALITY ASSURANCE UNIT

75. More than 100 comments object-
ed to part or all of §58.35 as proposed.
Many comments questioned the need
for a quality assurance unit as pro-
posed. Some comments stated that the
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establishment of such a unit would in-
crease the administrative burden and
costs of performing nonclinical studies
to the point of forcing small facilities
out of business. Others stated that the
provisions: would interfere with man-
agement’s prerogatives to organize the
facility or with the informed scientific
judgment of principal investigators or
study directors. .

The Commissioner has retained the
requirement that each testing facility
have a quality assurance unit (QAU)
to monitor the conduct and reporting
of nonclinical laboratory studies. In
view of the potential gain to manage-
ment, to sponsors, and to FDA,
through the added assurance of well-
connducted studies, increased costs, if
any, are justified. The quality assur-
ance unit need not be a separate orga-
nizational entity composed of person-
nel permanently assigned to that unit.
All nonclincial studies falling within
the scope of this regulation must be
monitored by a quality assurance unit
composed of at least one person.
Within this framework, management
retains its organizational prerogatives.
Because different individuals may be
responsible for quality assurance func-
tions at different times, it is important
that quality assurance unit records be
centrally located, and §58.35(e) has
been modified to so require. The regu-
lations permit a study director for a
particular study to serve as a part of
the quality assurance unit or as the
quality assurance unit for a different
study. However, for any given study a
separation must exist between individ-
uals actually engaged in the conduct
of a study and those who inspect and
monitor its progress. In those situa-
tions in which several different indi-
viduals are performing the quality as-
surance functions for different studies,
each such individual must maintain
that portion of the master schedule
sheet which relates to the study he or
she is monitoring. This means that
several people may be responsible for
maintaining the master schedule
sheet. Because the function of the
quality assurance unit is administra-
tive rather than scientific, the Com-
missioner does not agree that the
functions of a QAU will interfere with
the study director's control of the
overall technical conduct of the study.
In order to emphasize this point, the
following language has been added to
§58.35(a): “For any given study the
quality assurance unit shall be entire-
ly separate from and independent of
the personnel engaged in the direction
and conduct of that study.”

76._Sixteen comments objected to
the word “unit” in the term “quality
assurance unit” and suggested alter-
nate words such as “function” or “pro-
gram.”

The Commissioner has eiected to
preserve the word “unit” to conform
to similar wording in other regulations
such as the current good manufactur-
ing practice regulations. The Commis-
sioner agrees, however, with the ratio-
nale of the comments that the impor-
tant objective of this section is that
there be a quality assurance function
operating for each nonclincial study.
As indicated in paragraph 75, the
exact organizational means by which
this function is achieved is the prerog-
ative of facility management and may
vary from facility to facility.

77. Numerous comments addressed
the composition of the quality assur-
ance unit. Four comments sought in-
clusion of criteria for education, train-
ing, and experience of QAU personnel.
Seven' comments indicated that com-
pliance with this section was impracti-
cal because of a shortage of people
qualified to staff such a unit.

The Commissioner has not attempt-
ed to specify the qualifications of
quality assurance personnel because
qualifications should be determined by
management and will vary according
to the type of facility and the types of
studies conducted by each facility. Be-
cause the function of the quality as-
surance unit is to assure compliance
with procedural and administrative re-
quirements rather than to oversee the
technical aspects of study conduct,
QAU personnel need not be limited to
professional personnel and/or scien-
tists. The Commissioner does not
agree, therefore, that there exists a se-
rious shortage of qualified people to
fulifill this function.

78. Two comments indicated that
the quality assurance unit should be
composed of outside consultants in
order to assure the independence of
the function. One comment requested
that quality assurance unit member-
ship be restricted to employees of the
facility.

The Commissioner notes that the
quality assurance functions may be
performed by outside consultants.
This fact should enable small facilities
or facilities conducting nonclincial lab-
oratory studies for submission to the
FDA on an irregular basis to meet the
quality assurance requirements in a
cost-effective manner. At the same
time, the Commissioner does not agree
that the QAU function must be per-
formed by an outside body. The orga-
nizational separation of the QAU from
the study team should be sufficient to
assure objective monitoring by the
QAU.

79. Four comments questioned the
last sentence in § 58.35(a) as proposed,
stating that it seemed to require moni-
toring of some studies by two QAU's—
that of the sponsor and that of the
contract facility.
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The Commissioner has deleted from
§58.35(a) the sentence in question.
The QAU of the testing facility is
solely responsible for fulfilling the
quality assurance functions for studies
conducted ' within that facility. In
those cases where portions of a study,
e.g., feed analysis, are performed by a
contract facility which, because it is
not itself a nonclincial facility, does
not have a QAU, the person letting
the contract, and not the contract fa-
cility,’ is responsible for the perform-
ance of the quality assurance func-
tions.

The Commissioner believes that the
mechanism by which a sponsor is as-
sured of the quality of nonclinical
studies performed for it under con-
tract is a matter that can be left to the
contracting parties and need not be
addressed in these regulations.

80. Three comments suggested that
testing facilities be licensed or certi-
fied in lieu of having an ongoing qual-
ity assurance unit.

The Commissioner considered such
an approach and rejected it before
publishing the proposed regulations.
(See 41 FR 51208-51209.) No persua-
sive arguments for changing this deci-
sion were presented in the comments.
The diversity in the size and nature of
nonclinical testing facilities subject to
the provisions of these regulations
makes licensing or certification proce-
dures impractical. The regulation is in-
tended to assure the quality and valid-
ity of the data obtained by each non-
clinical laboratory study, and the QAU
provides a mechanism to monitor each
ongoing study. Licensing a testing fa-
cility could not achieve the same
result.

81. Many comments objected to the
provisions of §58.35(b)X1) which re-
quire that the quality assurance unit
maintain a master schedule sheet of
all nonclinical laboratory studies.
Some comments believed the require-
ment was excessive, while others ques-
tioned the proposed format and con-
tents of the list. One comment pointed
out that not every study includes all
items listed.

The Commissioner is convinced that
maintenance of a master schedule
sheet is essential to the proper func-
tion of the Quality Assurance Unit.
Only through such a mechanism can
management be assured that the facil-
ities are adequate and that there are
sufficient numbers of qualified person-
nel available to accomplish the proto-
cols of all nonclinical studies being
ctglr‘xducted at a facility at any given

e.

Upon careful review of the items re-
quired to be listed, the Commissioner
agrees that the requirement that
animal specfes be identified may be de-
leted because the requirement that
“test system” be listed adequsately

aeswmsn A8 EPSRAGVEE
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covers this point. He has, in addition,
deleted the examples of study types
because he agrees that including the

information iss not necessary to.

achieve objectives of this section. The
‘Commissioner has further reworded
this section to eliminate reference to
whether the final report has been ap-
proved for submission to the sponsor
because the language was strictly ap-

plicable only to studies done under -

contract. The revised language simply
requires that the status of the final
report be listed.

82. Nine comments objected that
§ 58.35(b)(2) required too much dupli-
cative paper.

The Commissioner has concluded
that the QAU must maintain copies of
study protocols to assure that they are
followed and amended in accordance
with the further provisions of these

regulations. The Commissioner agrees

that the requirement that the QAU
maintain copies of all standard operat-

ing procedures would substantially in-.

crease the volume of records needed to
be retained by this unit. Because there
should be many copies of standard op-
erating procedures present through-
out the facility which should be freely
available to QAU members, the Com-
missioner has deleted the requirement
that these be maintained by the QAU.

83. Fifteen comments suggested that
§58.35(b)(3) be deleted on the basis
that FDA should not dictate how the
QAU achieves its objectives. One com-
ment suggested that “inspect” be
changed to “audit.”

The Commissioner remains con-
vinced of the need for a formal mecha-
nism through which the QAU main-
tains oversight of the conduct of d
study. Such a mechanism must be

based on direet observation in order

that the independence of the QAU be
preserved. The Commissioner has re-
tained the -word “inspect” in prefer-
ence to “sudit.” “Inspect” more accu-
rately conveys the intent that the
QAU actually examine and observe
the facilities and operations for a
given study, while the study is in prosg-
ress, whereas “audit” could be inter-
preted to mean simply a detailed
review of the records of a study. Be-
cause the QAU function is to observe
and report the state of compliance
with the regulations and to determine

whether the protocol is being followed

rather than to verify the results of a
study, “inspect™ more properly con-
veys the agency’s intent.

84. Fourteem comments addressed
the meed to inspect “each phase of a
study * * * periodically,” seeking clari-
ficatiom or diffevent language. Nine of
these cormments called for the.use of
random sampling procedures in choos-
ing studies or phases of studies to-im-
spect* In order to decrease the work-

59997

load and resource reqguiremernts of the
QAU.

The Commissioner does: not, agree
that random sampling would be an
adequate method of evaluation in the
nonclinical laboratory setting. In situ-
ations which involve the repetition of
simflar or identical procedures,
random sampling can provide an ade-
quate means of quality control. Here,
however, the differences among study
operations and among the personnel
cnonducting them invalidate any as-
sumption that the conduct of one
phase of one study is representative of
the conduct of that phase of another
or of other phases of a single study.
The term “each phase” is intended to
emphasize the need for repeated sur- )
veillance at different times during the
conduct of a study so that each critical
operation is observed at least once in
the course of the study. The term *“‘pe-
riodically” is retained to indicate the
need for more than one inspection of
certain repetitive continuing oper-
ations that are part of the conduct of
longer term studies such as animal ob-
servations and diet preparation.

85. Many comments objected to the
proposed requirement that any prob-
lems found by the QAU be brought to
the attention of management and ap-
propriate responsible scientists. Some
felt that this would require that exces-
sive resources be spent on minor prob-
lems. Others felt that notification of
appropriate  supervisory personnel
rather than management was suffi-
cient.

The Commissioner agrees that only
those problems likely to affect the
outcome of the study need to be
brought to the immediate attention of
personnel who are in a position to re-
solve those problems, and the lan-
guage of §58.35(bX3) has been
changed accordingly. The term “man-
agement” in its ordinary usage means
appropriate supervisory personnel and
has not, therefore, been changed.

86. More than 40 responses to pro-
posed § 3e.33(b)(4) objected to the spe-
cific time frames required for evalua-
tion. Several comments suggested that
the paragraph be deleted. Others ob-
jected to the specific requirements,
and still others stated that appropri-
ate times for evaluatuations should be
selected by management.

The Commissioner advises that peri-
odic. inspection is necessary and that
the’ time periods specified are the
minimum required to assure that a
study is being conducted in compliance
with the regulation. Should deviations
be found during the periodic inspec-
tions, there may still be time to take.
corrective action. The Commissioner
has, however, determined that inspec-
tiom of studies lasting less than 6
months need only be conducted at in-
tervals adequate to assure the integri-
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ty of the study and that specific time
intervals for such studies need not be
set out in this regulation. The require-
ment that studies lasting more than 6
months be inspected every 3 months
remains unchanged. The sectidn has
been added to § 58.35(b)(3).

87. Several comments requesuid that
the phrase “complete evaluation” in
proposed § 3¢.33(b)(4) be clarified.

The Commissioner has changed the
term ‘“complete evaluation” to “in-
spect.” The function of the QAU is to
inspect studies at specified intervals to
maintain records required by this reg-
ulation, and to report to management
and the study director deviations from
the protocol and from acceptable labo-
ratory practice. Evaluation of any re-
ported deviations is left to the study
director and to management.

88. Fifteen comments sought dele-
tion of §58.35(bX4), which requires
the periodic submission of status re-
ports to management and the study di-
rector. Three comments questioned
the need to note problems and correc-
tive action taken.

The Commissioner has retained this
provision as proposed. Only through
the submission of such status reports
can management be assured of the
centinuing conformity .of study con-
duct -to the provisions of these regula-
tions. Because §58.35(b)X3) has been
revised to require that only significant
problems be reported immediately to
management, the periodic status
report becomes even more important
as a means of informing management
of minor problems and normal study
progress. The status reports are
needed to document problems and cor-
rective actions taken so that.manage-
ment can be certain that quality is
being maintained and that manage-
ment intervention is not required. The
timing of such reports may be deter-

mined by management.
89. Six comments objected that the
term “prior” preceding ‘“authoriza-

tion” in §58.35(bX5) was too restric-
tive. The comments pointed out that
unforeseen circumstances may prevent
prior authorization for deviations
from standare procedure and that the
QAU should be concerned with the
documentation of the deviation, not
with whether prior authorization ex-
isted. Two comments stated that the
QAU cannot assure that deviations do
not occur but can determine, by in-
spection, whether deviations were do-
cumented. .

The Commissioner is persuaded that
prior authorization cannot always be
obtained. For example, a fire in the fa-
cility would necessitate immediate
action. The Commissioner agrees that

documentation of the deviation rather .

than prior authorization is the impor-
tant point and has deleted “prior” and
added “documentation.” In addition,
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“assure” has been changed to “deter-
mine” to respond to the comments and
to reflect more accurately the Com-
missioner’s intent. Section 58.35(bX5)
now reads: “Determine that no devi-
ations from approved protoccls or
standard operating procedures were
made without. proper authorifation
and documentation.”

90. Several comments objected to
the” wording, of §58.35(b)(6), which
states that the QAU shall review the
final study report. The comments
stated that such review requires a sci-
entific: judgment and is not an appro-
priate function for the QAU to per-
form. One comment suggested that

the requirement should be modified to

allow for random sampling rather
than a complete review of all studies.

The Commissioner agrees that the
QAU should not attempt to evaluate
the scientific “merits of the final
report. Therefore, he has modified the
paragraph. The QAU must however
ensure that the final report was de-
rived from data obtained in accord-
ance with the protocol. Data in the
final report significantly contributing
to the quality and integrity of a non-
clinical laboratory study shall be re-
viewed. A random sampling approach
is not acceptable. '

90a. The Commissioner has added to
§ 58.35 new paragraph (bXT) which re-
quires that the QAU prepare and sign
a statement to be included with the
final report which specifies that dates
inspections of the study were made
and findings reported to management
and the study director. This require-
ment clarifies the fact that QAU
review should extend through the
completion of the final report and pro-
vides a mechanism for documenting
that the review has been completed. A
conforming section has been added to
the final report requirements of
§ 58.185 as new paragraph (a)(14).

91. Many comments argued that re-
quiring all portions of a quality assur-
ance inspection to be available for
FDA inspection might serve to negate
their value as an effective manage-
ment tool for ensuring the quality of
the studies during the time in which
the studies are being conducted.

The Commissioner shares the con-
cerns of the comments that general
FDA access to QAU inspection reports
would tend to weaken the inspection
system. He believes that FDA's review
of quality assurance programs is im-
portant, and he recognizes the need to
maintain a degree of confidentiality if
QAU inspections are to be complete
and candid. Therefore, the Commis-
sioner has decided that, as a matter of
administrative policy, FDA will not re-
quest inspections and copying of
either records of findings and prob-.
lems or records of corrective actions
recommended and taken; and §§ 58.15

and 58.35(c) have been revised to sepa-
rate those records subject to regular
inspection-by FDA from those records
not subject to such inspection..Exempt
from routine FDA inspection are rec-
ords of findings and problems as well
as records of corrective actions recom-
meénded and taken. All other records
are available. Although the Commis-
sioner is deleting the requirement in
new §58.35(d) that testing facility
management shall, upon request by an
authorized employee, certify in writ-
ing that the inspections are being per-
formed and that recommended action
is being or has been taken. Upon re-
ceiving such a request, management is
required to submit the certification of
compliance. A person who submits a
false certification is liable to prosecu-’
tion under 18 U.S.C. 1001.

The one exception to FDA'’s policy
of not seeking access to records of
findings and problems or of corrective
actions recommended and taken is
that FDA may seek production of
these reports in litigation under appli-
cable prncedural rules, as for other-

_wise confidential documents.

92. Many comments objected that
requiring internal quality assurance
audits to be available to the agency
might violate the constitutional privi-
lege against compelled self-incrimina-
tion.

The Crmamissioner disagrees with
the comments. It is settled that the
privilege against compelled self-in-
crimination is an individual privilege
relating to personal matters; the privi-
lege is not available to a collective
entity, such as a business enterprise,
or to an individual acting in a repre-
sentative capacity on behalf of a col-
lective ‘entity. California Bankers
Ass’n v. Schultz, 416 U.S. 21, 55 (1974);
Bellis v. United States, 417 U.S. 85 .
(1974); United States v. Kordel 397
US. 1, 8 (1970); Curcio v. United
States, 354 U.S. 118, 122 (1957); United
States v. White, 322 U.S. 694, 699
(1944); Wilson v. United States, 221
U.S. 361, 382-384 (1911); Hale v.
Henkel, 201 U.S. 43, 74-75 (1906). Even
for individuals, the privilege against
compelled self-incrimination is inappli-
cable where a reporting requirement is
applied to an “essentially noncriminal
and regulatory area of inquiry,” where
self-reporting is the only feasible
means of securing the required infor-
mation, and where the requirement is
not applied to a “highly selective
group inherently suspect of criminal
activities” in an “area permeated with
criminal statutes.” California v. Byers,
402 U.S. 424, 430 (1971); Marchetti v.
United States, 390 U.S. 39 (1968); Al-
bertson v. SACB, 382 U.S. 70, 79 (1965);
Shapiro v. United States, 335 U.S. 1
(1948).
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ACCESS TO PROFESSIONAL ASSTSTANCE.

93. Comments on proposed §3e.35
suggested rephrasing the statement to
specify that professional assistance be
authorized by the study director, that

it be either in person or by telephone,.

that it be available within a reason-
able period, and that reference to
‘availability of a veterinary clinical pa-
thologist be included. Other comments
suggested that the concept was dupli-

cative of the function of the study di--

rector and should be deleted.

The Commissioner proposed this re-
quirement to assure that a scientist or
other professional would be available
to respond to requests for assistance
or consultation from less experienced
personnel. However, because manage-
ment is responsible for assuring that
personnel are svailable and that per-
sonnel clearly understand the func-
tions they are to perform, and because
the study director has overall respon-
sibility for the technical conduct of
the study, access to professional assist-
ance is a matter best left to manage-
ment’s discretion. Therefore, the sec-
tion is deleted from the final regula-
tions.

FACILITIES
GENERAL

94, Many comments requested defi-
nition or clarification of the terms de-
noting separation (l.e., separate area,
defined area, separate space, and spe-
cialized area), which are used in
§§ 58.41, 58.43, 58.47, 58.49, and 58.90.

The Commissioner’s intent. in pro-
posing that there be defined (and,
where required, separate or special-
ized) areas in a testing facility was to
assure the adequacy of the faeility for
conducting nonclinical laboratory
studies. This intent is more clearly
stated in the revised second sentence
of §58.41, which now reads: “It shall
be designed so that there is & degree of
separation that will prevent any func-
tion or activity from having an adverse
effect on the study.” The important
point is that the facility be designed so
that the.quality and integrity of the
study data is assured. The manner in
which the separation is accomplished
may be determined by testing facility
management.

Adequate separation may be, in var-
ious situations, a function of such fac-
tors as intended use of the specific
part of the facility, space, time, and
controlled air. The broad variety of
test systems, test and control articles,
and the size and complexity of testing
facilities preclude the establishment
of specific criteria for each situation.
For these reasons the Commissioner
declines to include in the regulation
either a definition or specific examples
of methods for achieving adequate
separation.
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85. One comment suggested that &
number of additional animal care and
facility requirements be added to the

tions. The suggestions inchwded,

e.gl, ambience to assure nonstressful

tions; ventilation and roems

ess arranged to prevent croes cen-

tamination; and surveillance of animal

health before and during a test or ex:
periment.

The Commissioner concludes that no.
additional requirements need to be
added because the regulation, as it

- stands, adequately covers the addi-

tions proposed by the comments. For
example; ventilation and room access
arranged to prevent cross contamina-
tion are addressed by the degree of
separation requirement in § 58.41.

ANIMAL CARE FACILITIES

96. Many comments ‘suggested that
accreditation of animal care faciiities
by a recognized organization should
provide adequate evidence that a test-
ing facility is in compliance with
§ 58.43(a). One comment suggested ac-
creditation by recognized organiza-
tions for analytical laborato.ies. -

Although the Commissioner is aware
of the value of accreditation programs,
he cannot delegate FDA's responsibili-
ty for determining compliance with
these regulations to an organization
over which FDA has no authority.
Few, if any, accreditation programs
cover the same areas covered by this
regulation. Furthermore, the Commis-
sioner i{s unaware of any facility ac-
creditation program which is manda-
tory. The agency’s obligation- to .in-
spect a testing facility for overall cqm-
pliance would not be altered by the
fact that a facility was otherwise ac-
credited.

97. Numerous comments objected ta
the requirements concerning separa-
tion of species, isolation of projects,
and quarantine of animals as impracti-
cal and net necessary in all instances,
e.g., separation of species in large
animal studies and quarantine of all
newly acquired animals. Some of the
comments stated that the require-
ments of this section allow no latitude
for judgment concerning their applica-
bility.

The Commissioner reiterates that all
requirements may not be applicable or
necessary in all nonclinical laboratory
studies and that the degree to which
each requirement should apply in each
case can be determined by informed
judgment. Because of the variability
of nonclinical laboratory studies, a
degree of flexibility in applying the re-
quirements of §58.43(a) is necessary,
and the language of §58.43(a) is
amended to read: “A testing facility
shall have a sufficient mumber of
animal rooms or areas, as needed, to
assure proper: (1) separation of speciex
or test systems, (2) isolation of individ-
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usl gvofects, (3) guarantine of snlmals,
and (4] routine or specialized housing
of animals.” As noted in the- gemeral
discussion a4 the beginning of this pre-
amble, all references to ether stand-

ards (“The Animal Welfare Act™™) have
been deleted.

98. Seéveral comments suggested that
§ 58.43(b) be amended to include isovia-
ton of test systems with infectious dts-
eases as well as isolating studies con-
ducted with iInfectious or otherwise
harmful test articles.

The Commissioner agrees that test
systems with infeetious diseases
should be isolated. Proposed § 3e.4b)
provided for specialized areas for han-
dling volatile agents and hazardous
aerosols. Section 3e.49(b) also previded
for special procedures for handling
other biohazardous materials. Pro-
posed § 3e.49(c) provided for special
facilities or areas for handling radioac-
tive materials.

To clarify all these requirements,
the Commissioner has amended
§58.43(b) to read: “A testing facility
shall have a number of animal rooms
or areas separate from those described
in paragraph (a) of this section to
ensure isolation of studies being done
with test systems or test and control
articles known to be biohazardous, in-
cluding volatile substances, aerosols,
radioactive materials, and infectious
agents.” The provisions in proposed
§ 3e.49(b) and (c) regarding specialized
aread for handling volatile agent: , haz-
ardous materials and radioactive mate-
rials are deleted from § 58.49.

99. One comment on § 58.43(c) sty
gested that, in addition to the area
designated for the care and treatment
of diseased animals, a separate area
should be provided for anfmnals with
contagious diseases.

The Commissioner agrees, and the
paragraph is amended to allow for an
area for treatment of animals with
contagious diseases, and it is to be sep-
arate from the area designated for the
care and treatment of diseased ani-
mals.

100. Severa.l comments questioned
the requirement for separate areas for
diseased animals, indicating that ofterr
such animals are sacrificed rather
than treated.

The Commissioner does not agree
that a separate area is not always
‘needed for diseased animals. Although
diseased animals may be sacrificed,
this is not always the case, and it may
not always be possible immediately to
sacrifice diseased animals. Thus, a sep-
arate area should be available for such
animals until sacrifice can be accom-
plished.

101. One comment requested that
§ 58.43(e), which deals with facility
design, construction, and location to
minimize disturbances that interfere
with the study, should also define the
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acoustic and sound-insulating require-
ments necessary to satisfy ‘this re-
quirement.

The Commissioner concludes that it
is impractical to attempt to define
acoustic and sound insulation require-
ments. It would be equally impractical
to attempt to define all other types of
possible disturbances that might inter-
fere with a study.

ANIMAL SUPPLY FACILITIES

102. One comment asked that § 58.45
be clarified by specifically excluding
“carriers” from the storage require-
ments.

The term “carrier,” as used in
§58.113, is the. material with which
the test article is mixed, e.g., feed. The
Commissioner concludes that it is nec-
essary to provide facilities for proper
storage of carriers and declines, there-
fore, to exclude them from the storage
requirements.

103. One comment requested dele-
tion of the section, stating that it dis-
cusses items not appropriate for FDA
concern.

Improper storage of feed, carriers,
bedding, supplies, and equipment can
adversely affect the results of a study.
Therefore, the Commissioner finds
these matters to be of legitimate con-
cern to FDA and declines to delete the
section.

104. Two comments stated that sepa-
rate storage space need not be re-
quired as long as material is properly
stored and does not interfere with the
conduct of the study.

The Commissioner agrees with these
comments, in principle, but is con-
vinced that storage areas for feed and
bedding should be separate from the
areas housing the test system to pre-
clude mixups and contamination of
the test systems. The section has been
modified by adding the words “as
needed.”

FACILITIES FOR HANDLING TEST AND
CONTROL ARTICLES

105. One comment stated that
§ 58.47, as worded, represented an im-
possible standard and suggested that
use of the “designed to prevent” con-
cept would be more realistic.

The Commissioner rejects this com-
ment. The inherent purpose or
“design” of all regulations is to pre-
vent or require some action, and the
use of the phrase “designed to pre-
vent” would be an awkward and am-
biguous modification of § 58.47.

106. Numerous comments objected
to creating the number of separate or
defined areas proposed by § 58.47, stat-

ing that the volume of testing. would.

make it infeasible to create all the sep-
arate areas. One comment asked
whether eight separate areas were re-
quired.
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The Commissioner reiterates that
the purpose of this section is to assure
that there exists a degree of separa-
tion that will prevent any one funec-
tion or activity from having an adverse
effect on the study as a whole. Be-
cause of the wide variety of -studies
covered by these regulations, a degree
of flexibility is appropriate in applying
these requirements, and the degree to
which each requirement should apply
in each case may vary. To make this
clear, the term “defined” has been de-
leted from §58.47. Section 58.47(a)
now reads: ‘“As necessary to prevent
contamination or mixups, there shall
be separate areas for * * *.” There is
no specific requirement for eight sepa-
rate areas.

LABORATORY OPERATION AKREAS

107. A number of comimonts stated
that § 58.49 required clarification, that
in some instances more than one activ-
ity could be permitted in the same
room, and that certain of the require-
ments would not be appropriate in
every case. .

The Commissioner agrees that the
section as proposed was subject to mis-
interpretation. Because of the nature
and scope of the types of studies sub-
ject to _these regulations, it would be
inappropriate to set specific uniform
requirements for all studies. There-
fore, the provisions are revised to
make it clear that reasonable judg-
ments regarding area and space re-
quirements may be made on the basis
that a particular function or activity
will not adversely affect other studies
in progress. Proposed §58.49(b) has
been revised, and the references to
biohazardous materials has been
added to the list of activities in
§ 58.49(a). (See the discussion at para-
gaph 98 above.)

108. Two comments suggested that
the wording of §58.49(a) be changed
to refer to “adequate” rather than
‘“‘separate” laboratory facilities, stat-
ing that animal studies require that
laboratory facilities be available on
the immediate premises. One comment
requested that provisions be made for
the use of outside laboratory facilities.

The Commissioner concludes that
the term ‘“separate” is proper in the
context of §58.49(a). He does not
agree that laboratory facilities must
be available on the immediate prem-
ises of the testing facility, and finds
that many laboratory functions can be
conducted properly in separate build-
ings or by independent laboratories lo-
cated outside the testing facility.

109. Two comments on §58.49(b)
stated that the requirement that space
and facilities separate from the hous-
ing areas for the test systems be pro-
vided for cleaning, sterilizing, and
maintaining equipment and that sup-

plies should apply only to major
equipment.

The Commissioner does not agree.
The objective of the requirement is to
prevent the occurrence of thdse ad-
verse effects which might result to a
study from the activities of cléaning,
sterilizing, and maintaining. No; mean-
ingful distinctions based on “major” or
“not major” equipment can be made.

110. One comment on §58.49(b)
stated that the proposed wording did
not have useful application in all test
systems or studies and that the section
should be rewritten to focus on the in-
tended principle and not on the way to
achieve it.

The section has been revised. It now
reads, “separate space shall be pro-
vided for cleaning, sterilizing, and
maintaining equipment and supplies
used during the course of the study.”
The revised wording grants flexibility
in application as long as study results
are not affected.

SPECIMEN AND DATA STORAGE FACILITIES

111. Several comments asked wheth-
er §58.51 applied to completed or on-
going studies. Concern was also ex-
pressed that limiting access to storage
areas to authorized personnel was not
feasible.

Fhis section is amended to apply to
archive storage of all raw data and
specimens from completed studies.
The comp ‘isioner cannot agree, how-
wear, that limiting access of the ar-
chuves to authorized personnel only is
not feasible. Prudence would dictate

"such limited access even in the ab-

sence of a requirement. The potential
for misplaced data and specimens is
too great to allow-unlimited access to
the archives.

ADMINISTRATIVE AND PERSONNEL
FACILITIES

112. One comment on §58.53(a)
stated that the section was unneces-
sary because adminsitrative functions
had been previously defined in
§§ 58.29, 58.33, and 58.35.

The Commissioner notes that this
section specifies facilities rather than
duties. References to OSHA regula-
tions have been deleted.

EQUIPMENT
EQUIPMENT DESIGN

113. Five comments on § 58.61 stated
that the section was fragmented and
redundant.

The Commissioner agrees with these
comments and has consolidated the
section into one paragraph, which
reads: “Automatic, mechanical or elec-
tronic equipment used in the genera-
tion, measurement or assessment of
data and equipment used for facility
environmental control shall be of ap-
propriate design and adequate capac-
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ity to function according to the proto-
col and shall be suitably located for
operation, inspection, cleaning and
maintenance.” This consolidation
eliminates the fragmentation and re-
dundancy of the proposal and specifies
clearly that the requirements are lim-
ited to that equipment which, if im-
properly designed, or inadequately
cleaned and/or maintained, could ad-
versely affect study results.

114. Two comments objected to the
undefined general terms “adequate”
and “appropriate” in § 58.61.

The Commissioner points out that
broad terms are necessary because of
the wide range of equipment used in
the studies covered. Exact design and
capacity requirements for each piece
of equipment are clearly beyond the
scope of these regulations.

115. Four comments on § 58.61 stated
that how cleaning is accomplished is
irrelevant and that the regulation
should emphasize accomplishment
rather than ease of accomplishment.

The Commissioner agrees that the
primary concern is that adequate
cleaning be accomplished. However,
past experience has demonstrated that
when equipment is not designed and
located to facilitate cleaning and
maintenance, it is much less likely to
be adequately cleaned and maintained.

MAINTENANCE AND CALIBRATION OF
EQUIPMENT

116. Five comments suggested that
§58.63(a) should allow the required
functions to be performed at the time
the equipment is used rather than
specifying that the functions be per-
formed regularly.

The Commissioner agrees that per-
forming these functions at the time of
use is satisfactory and is amending
§58.63(a) to provide flexibility. The
second sentence of this section now
reads: “Equipment used for the gen-
eration of data shall be adequately
tested, calibrated and/or standard-
ized.”

117. Two comments suggested that
“calibrated” should be changed to
“standardized’” because the word “cali-
brated” normally means a perform-
ance check against known standards,
whereas “standardized” normally
means to make uniform.

The Commissioner finds that for
some equipment the term “calibrated”
is more appropriate and for other
equipment the term “standardized” is
more appropriate. Revised §58.63(a)
allows application of either term. -

118. Two comments suggested that
the reference to the use of cleaning
and pest control materials is misplaced
in § 58.63(a).

The Commissioner agrees that this
use is more appropriately addressed
under “Testing Facility Operations”.
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and the requirements have been trans-
ferred to § 58.90(1).

119. Comments requested a precise

definition of the equipment for which

§58.63(b) requires written standard
operating procedures.

The Commissioner advises that be-
cause of the range of study and prod-
uct- types covered, such a list is imprac-
tical. The language of this section is
retained as proposed to encompass the
total range of equipment used in con-
ducting nonclinical studies.

120. Eleven comments questioned
the appropriateness of designating-a
responsible individual in § 58.63(b).

The Commissioner has changed “in
dividual” to ‘“‘person” as defined in
§ 58.3(h) to allow for designation of an
organizational unit.

121. One comment indicated the
need for a clear FDA policy regarding
primary calibration standards. -

The Commissioner concludes that
proper standards are the responsibility
of management, and these are to be
set forth in the standard operating
procedures,

122, One comment agreed with the
standard operating procedure require-
ments of §58.63(b), but suggested a
several year phase-in period.

The Commissioner ‘concludes that
180 days is a sufficient time period for
developing standard operating proce-
dures. Furthermore, the Commission-
er’s intent to require such procedures
has been known since November 1976,
when the proposed regulation was
published.

123. Seven comments suggested that
the manufacturer’s recommendations
should be sufficient for standard oper-
ating procedures. Additionally, one
comment pointed out that mainte-
nance could be subcontracted and a
certificate should be allowed. )

The Commissioner advises that the
regulation does not preclude the use
of manufacturer’s recommendations as
part of the standard operating proce-
dures,. nor does it preclude subcon-
tracting maintenance. The Commis-
sioner advises, however, that if a facili-
ty decides to subcontract maintenance,
that fact does not relieve the facility
of the responsibility for maintenance.

124, One comment argued that the
requirement that all equipment rec-
ords specify remedial action to be
taken is excessive, and two comments
said there are too many variables to
specify in advance the remedial action
to be taken. ‘

The Commissioner notes that trou-
ble-shooting charts are available for
most equipment. The remedial action
taken may influence the results of the
study and therefore must be docu-
mented.

125. Several comments suggested
that the equipment for which stand-
ard operating procedures are required
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be limited by rewording.in one of the
following wiys: “major” equipment,
“equipment used in data collection,”
or “delicate, complex equipment.”

The Cpmmissioner has considered
the comments and has modified the
language of § 58.63(b) to require that
standard operating procedures. de-
scribe in “sufficient” detail the proce-
dures to be used.in cleaning, testing,
and standardizing - equipment. The
Commissioner points out that
§58.81(a) (standard operating proce-
dures) states that the written standard
operating procedures are to be those
which management is satisfied are
adequat€ to ensure the quality and in-
tegrity of study data. While the Com-
missioner does not find it feasible to
confine the requirement for standard
operating procedures to “major”
equipment, he does find that the regu-
lation clearly contemplates that the
required procedures need be only as
detailed as deemed necessary to assure
the integrity of the study data. Simple
equipment, therefore, should require
only brief standard operating proce-
dures.

126. Five comments suggested that
written records for nonroutine repairs
should only be required where the
nature of the malfunction could affect
the validity and integrity of the data.

The Commissioner rejects this sug-
gestion because it is not always possi-
ble to make this judgment ahead of
time.

127. Many. comments argued that
the recordkeeping requirements of
§ 58.63(c) are excessive.

The Commissioner has concluded
that the cost of maintaining records of
cleaning exceeds the benefits, and this
requirement is deleted. However, the

_ requirement for maintaining records

of all inspections, maintenance, - test-
ing, calibrating and/or standardizing
operations is retained because these
records may be necessary to recon-

- struct a study and to-assure the valid-.

ity and integrity of the data.

128. One comment proposed that a
new sentence, reading as follows, be
added to §58.63(c): “Where appropri-
ate, the written record noted above
may consist of a notation temporarily
fastened to the piece of equipment
stating when the last specified action
with respect to the equipment was
taken.”

The Commissioner finds that the
suggested approach is not precluded
by the language of the section as writ-
ten, but cautions that where such an
approach is used, the notations consti-
tute records which must be retained as
required by § 58.195(f).

129. One comment asked whether
each client of a contract facility must
receive a copy of the equipment main-
tenance and calibration records.
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The Commissioner concludes that
the regulation does not so require.

TESTING FACILITIES OPERATION
STARDARD OPERATING PROCEDURES

130. Two comments suggested delet-
ing § 58.81 in whole or in part. Several
others said the requirements for
standard operating procedures were
unnecessary and burdensome.

The Commissioner does not agree.
The use of standard operating proce-
dures is necessary to ensure that all
personnel associated with a nonclinical
laboratory study will be familiar with
and use the same procedures. These
requirements will prevent the intro-
duction of systematic error in the gen-
eration, collection, and reporting of
data, and they will ensure the quality
and integrity of test data that are sub-
mitted to FDA to become the basis for
decisions made by the agency. The
Commissioner recognizes that the re-
quirements for standard operating
procedures may place an additional
burden on testing facilities, but finds
that the resulting benefits should
outweigh the burden. The require-
ments will benefit the public by pro-
ducing better quality data and will
benefit the testing facility by reducing
the need to repeat nonclinical labora-
tory studies because of errors in the
data.

131. A few comments suggested that
responsibility for the standard operat-
ing procedures should be specified.

The Commissioner has concluded
that this function should reside with
the management of a facility, and the
first sentence of §58.81(a) is revised
accordingly.

132. Several comments suggested
that the responsibility for authorizing
significant changes in established pro-
cedures be vested in someone other
than management.

The Commissioner disagrees. Be-
cause standard operating procedure
will often apply to more than one
study in a testing facility, the Commis-
sioner believes that significant
changes to a standard operating proce-
dure, which could affect several differ-
ent studies, should be authorized by
management.

133. Several comments stated that
standard operating procedures should
not apply to certain types of test sys-
tems, that the requirement would in-
troduce difficulties in open-ended ex-
ploratory experimentation and elec-
tromedical equipment testing, that the
approach would not lend itself to rap-
idly changing methodology such as
mutagenicity testing, and that requir-
ing chemical standard operating proce-
dures for each test and procedure was
not realistic.

The Commissioner agrees that rou-
tine standard operating procedures
should not apply to exvloratory stud-
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ies involving dasic research. He does
not agree, however, that electromedi-
cal equipment testing should be
exempt unless such testing does not
fall under the definition of “nonclini-
cal laboratory study.” Standard oper-
ating procedures are feasible for stud-
ies using methods which change rapid-
ly and for studies using any test
system. In the case of chemical proce-
dures, the Commissioner finds that it
is realistic to require written standard
operating procedures for each test. )

134. One comment recommended
that the phrase “written standard op-
erating procedures” in §58.81(a) be
changed to “documented appropriate
operating precedures.” The same com-
ment suggested that the term
“ensure” in the first sentence of
§ 58.81(a) be changed to “maintain.”

The Commissioner disagrees with
both suggestions. The term *“standard
operating procedures” refers to rou-
tine and repetitive laboratory oper-
ations. “Appropriate operating proce-
dures,” as a phrase, implies that such
procedures could be changed at will.
The Commissioner also rejects the
suggestion that “ensure” be changed
to “maintain.” The purpose of written
standard operating procedures is to
ensure the quality and integrity of the
data generated in the course of non-
clinical laboratory study. The term
“maintain” assumes the procedures al-
ready in existence are sufficient to
ensure the quality and integrity of the
data when, in fact, they may not be
sufficient. :

135. One comment said that the
term “adequate” in the first sentence
of §58.81(a) is 2 nonprecise term.

The Commissioner agrees, but finds
that a testing facility may have a
broad range of divergent standard op-
erating procedures for many different
studies and that it is impractical to
define the adequacy of such proce-
dures for all types of tests. A determi-
nation of the adequacy of each stand-
ard operating procedure is the respon-
sibility of the management -of the test-
ing facility.

136. Numerous comments asked
what changes or deviations from
standard operating procedures should
be documented in the raw data, as re-
quired in § 58.81(a). One comment said
any deviation should be documented,
whether authorized or not.

Every deviation or change in a
standard operating procedure should
be documented in the raw data. The
second sentence of §58.81(a) has been
revised for clarity. It now reads: “All
deviations in a study from standard
operating procedures shall be author-
ized by the study director and shall be
documented in the raw data.”

137. Seven comments indicated that
it is inappropriate to require that

every minor deviation be documented
and reported in writing to the QAU.

The Commissioner agrees that, be-
cause the QAU is no longer required to
maintain copies of standard operating
procedures, it is inappropriate to re-
quire that every deviation be reported
in writing to the QAU. It is sufficient
that all deviations from standard oper-
ating procedures be authorized by the
study director and documented in the
raw data. No exceptions can be made
for “minar” deviations. Because¢ any
deviation or change may affect the
outcome of a study, it is not possible
to judge in advance whether or not a
deviation 1s, in fact, “minor.”

138. Several comments indicated
that the requirement for standard op-
erating procedures should be general
in nature.

The Commissioner disagrees. In the
proposal, the Commissioner cited evi-
dence from agency investigations of
certain testing facilities that had
failed to maintain written standard
operating procedures of the kind out-
lined in § 58.81(b). As a result, certain
technical personnel were unaware of
the proper procedures required, e.g.,
for care and housing of animals, ad-
ministration of test and control arti-
cles, laboratory tests, necropsy and
histopathology, and handling of data.
Thé Commissioner has concluded that
a specific delineation of standard oper-
ating procedures will allow for uni-
form performance of testing proce-
dures by personnel and consequent im-
provement in the quality of the data.

139. Two comments indicated that
the requirements for standard operat-
ing procedures set out in § 58.81(b) (1)
through (12) largely concern animal
studies and that this should be so indi-
cated in this section.

The Commissioner agrees that many
of the provisions listed in §58.81(b)
are applicable only to studies involving
animals. Such is true, however, of
many provisions throughout the regu-
lations, and no special mention of the
fact is required here. The Commission-
er emphasizes that operations requir-
ing standard operating procedures are
not limited to those listed in § 58.81(b).

140. One comment suggested that
the phrase “and control” be deleted
from the first sentence of § 58.81(bX}(3),
which requires standard operating
procedures for test and control arti-
cles, because a control article may
often be a competitor’s product.

The Commissioner does not agree.
Where a control article is a commer-
cially available product, its specifica-
tions and characterization may be do-
cumented by its labeling.

141. Several comments suggested
that the last sentence of proposed
§ 58.81(b)(3), which reads: “The testing
program shall be designed to establish
the identity, strength, and purity of
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the test and control substances, to
assess stability characteristics, where
possible, and to establish storage con-
ditions and expiration dates; where ap-
propriate” be deleted or suggested
that the sentence be transferred to an-
other section.

The Commissioner agrees. The sen-
tence is deleted from § 58.81(b)(3), and
appropriate portions of the sentence
are transferred to § 58.105(a). The con-
cepts expressed in this sentence prop-
erly belong in the section of the regu-
lations relating to “Test and Control
Article Characterization.” The phrase
“testing and administration” has been
deleted from the first sentence of
§58.81(bX3) for the same reason. To
specify clearly the Commissioner’s
-intent, “method of” has been added to
§58.81(bX(3) to modify “sampling.” Re-
vised § 58.81(bX3) now reads: “Receipt,
identification, storage, handling,

mixing and method of sampling of the

test and control articles.”

142. One comment stated that
§58.81(bX9), “Histopathology,” and
$58.81(bX8), “Preparation of speci-
mens,” were duplicative.

The Commissioner has revised

$58.81(bX8) to read: “Collection and
identification of specimens’” to distin-
guish the requirement from
§58.81(b)9), “Histopathology.” The
term “histopathology” covers the ex-
amination of specimens, not their col-
lection and identification.

143. Eight comments recommended
a rewording of the requirement in pro-
posed §3e.81(bX12) that standard op-
erating procedures be established for
the preparation and validation of the
final study report.

The Commissioner concludes that
the requirement should be deleted be-
cause the reporting provisions of
§58.185 adequately describe the re-
quirements for final reports. A new
paragraph, §58.81(b)X11), covering

“maintenance and calibration of

equipment,” has been added to reflect
the requirements of § 58.63(b).

144. Seven comments suggested that
in §58.81(c) the requirement that
standard operating procedures be
available at all times to personnel in
the immediate bench area be broad-
ened to be within “easy access.” An-
other comment said the location of
such materials should be left to the fa-
cility’s discretion.

The Commissioner has concluded
that unless standard operating proce-
dures are immediately available within
the laboratory area they are not

“within “easy access” and may not be

consulted by personnel when routine
operations are being performed. The
first sentence in §658.81(c) has been
edited for clarity, but the requirement
remains.

145. Several comments were receiveda
regarding §58.81(c) and the use of
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textbooks as standard operating proce-
dures. One comment suggested that
textbooks be considered appropriate as
part of a standard operating proce-
dure. Two comments assumed that
standard operating procedures would
permit the incorporation of textbooks
by reference. One comment suggested
that supplementary material should
be written to augment textbooks. An
additionzl comment suggested that

textbooks be used in the absence of

standard operation procedures.

Standard operating procedures
shosild be set forth in writing, and
textbooks may La used as supplements
to’ written standard operating proce-
dures. Reference to applicable proce-
dures in sclentifiz or manufacturer’s
literature rnzy e used a4s a supple-
raent t0 written standard operating
procedures. - For example, a standard
operating preoczdurs could refer to the
pertinent pages of any portion(s) of a
textbook or other published literature
that might be pertinent to a labora-
tory procedure performed; these sup-
rlementary msaterials need not be in-
rorporsted verbatim in the standard
operating praocedure, but would be re-
quired to be immediately- avaiiable in
the laboratory area for the use of per-
sonnel. The last sentence of § 58.81(¢)
is revised to make this point clear. Ad-
ditionally, § 58.81(d) regarding & his-
torical file of standard operating pro-
cedures hes heen clarified to read: “A
historical file of standard operating
proceduras, and a2l revisions thereof,
including the dates of such revigsioms,
shall be maintzined.”

REAGENTRE AND SOLUTIONZ

146. Muwmerous comments on §58.83
said tha® to require that the labeling
of reagernts and selutions in laboratory
aress inciude the method of prepara-
tion was neither feasible nor neces-
sary.

The Commissioner agrees and is de-
leting the phrase “method of prepara-
tion” from § 58.83 because the method
of preparation could be too lengthy to
fit readily on the label. The method of
preparation of reagents and solutions
should, howesver, be addressed by the
standard operating procedures,

347, Several comments stated that
the provision for the handling and use
of deteriorated materials and materi-
als of substandard quality should
specify only that they not be used and
shouig not specify or require their re-
moval from the lasboratory because
their removal should be left {o the dis-
eration of the abaretory,

The Commissioner agrees, and
§ 58.83 has been revised accordingly.

i48. Ones comment suggesied that
the phrase “used in nonclirical stud-
ies” be substituted for the phrase “in
thelaboratory areas” in the first sen-
tence of § 58.83.
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The Commissioner disagress :.ith
this comment. All reagents and .iu-
tions used ina laboratory conductins &
nonclinical study should be properly
labeled as’ provided in the regulation
to preclude inadvertent mixups of rea-
gents and solutions that are used in
such studies with those that sre noi
intended for such use.

149. Two comments suggesied that
the phrase “Deteriorated materis'z
and materials of substandard gualirv”

in the second sentence of the sectivn

be changed to mcorporai,e the terms
“reagents” and “solutions.”

The Commissioner agrees and is
vising the second sent,enw uf $5
accordingly. Revised § 58.83 now -
“All reagents and solutions in
tory areas shall be labeled to ix
identity, titer or concentration,
age requirements, and expiraticn date
Deteriorated or outdated reagents a:n
solutions shalil not be used.”

ANIMAL CARE

150. Several comments raised the
issues of unnecessary animal experi-
mentation and the humane care of
animals.

The issue of using animals in labcra-
tory experiments designed to establish
the safety of regulated products has
been raised many times in the courss
of agency rulemsaking. The positi '
¥FDA has been consistent on this
The®*use of animal tests toc es
the safety of FDA-regulated
is necessary to minimize ik
use of such products by 1

sumane care of test animels is
nized and accepted scientif]
cal. responsibility and is
both by various agency gu ideiines 2
the Animal Welfzare Act. The 'mx
oratory practice regulations s
fact, encourage ithe humane trea:.

2Tt
of animals used in nonclinical labora
tory studies by establishing minimumnx
requirements for the husbandry o:

animals during the conduct of such
studies. In addition, there shoulc
occur a reduction in the amount oi
animal testing that has to be repeatec
or supplemented because the origina:
studies were inadequate or inappr rmﬂ
ate to establish the safety of FDA-re
ulated products.

151. Mumerous comments objectec
te the incorporation by reference o
guidelines and standards proposzé ir
§ 38.90(a).

As noted early in the preamble, 2ai’
references to other standards such ac
the Animal Welfare Act of 1970 anc
HEW Publication No. (NIJH) 73-2:
have been deleted. Section 38.80:a) &
revised to read: “There shall be stand
ard operating procedures for the hous
ing, feeding, handling and care c¢f ani
mals.”

152. Several comments stated tha!
the quarantine of animals required i
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§58.90(b) was impossible in some
cases, unnecessary under certain con-
ditions, and would prevent the use of
certain animmls, such as “timed-preg-
nant” mice. Other comments said the
paragraph -could be interpreted to re-
quire a separate quarantine area or an
extensive quarantine time period.

The purpose of this paragraph is to
require that the health status of
newly received animals be known
before they are used. This requires &
separste guarantine area where neces-
sary to determine animal health
status. The concept of “separate
areas” has been previously discussed.
In some cases, depending on such fac-
tors as the species or type (e.g., time-
pregnant) of animal, or the source and
the nature of the expected use of the
animal, & health evaluation can .be
made immediately, or soon after arriv-
al, resulting in a very short quarantine
period. The regulation does not pre-
clude this type of health evaluation if
it is done in accordance with accept-
able veterinary medical practice.

153. Several comments stated that
quarantine is unnecessary when ani-
mals are obtained from reputable or
specific pathogen-free sources.

A. hesalth evaluation is required of all
newly received animals regardless of
the supply source, although the source
can be a factor in determining the
degree or depth of health evaluation
required. Seldom can the conditions
under which animals are transported
from their source be considered cer-
tain to preciude the poesibility of ex-
posure of the animals to disease.

154. Some comments requested dele-
tion of § 58.90(b) because it duplicates
tire animal care requirements regula-
tions.

The Commissioner refects these
comments. The agency s responsible
for animal care procedures as they
pertain to testing facilities conducting
nonclinical 1aboratory studies, and the
provisions are appropriately included
in § 58.90(b). .

155. Several comments said that the
requirements of § 58.90(¢) and (d) con-
cerning the isolation of known or sus—
pected diseased animals and keeping
animals free of disease or conditions
that would interfere with the conduct
of the study were impractical.

‘For clarity, these paragraphs are re-
vised and combined in § 58.90(c). This
paragraph deals only with those dis-
eases and conditions that might inter-
fere with the study. This excludes a
wide range of diseases and conditions
and allows the consideration of such
factors as etiology and whether the
disease is communicable.. The section
does not require isolation of all ‘ani-
mals in a shipment from a study when
only one or some of the animals are
diseazed, and it covers only thase ani-
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mals that are known or suspected to
be diseased.

156. Some comments suggested that
specific requirements be provided for
the management of diseased animsls,
and one comment said the veterinary
staff should be able to|treat diseased
animals as they deem proper.

The Commissioner cohcludes that it
is beyond the scope and purpose of
these regulations to describe detailed
requirements &oncerning the manage-

.ment of diseased animals and that

§ 58.90(¢) is sufficiently explicit to ex-
clude the use of diseased animals that
would interfere with the purpose or
conduct of a nonclinical laboratory
study. The regulation does not prohib-
it the treatment of diseased animals if
such treatment does not interfere with
the study. If treatment will interfere
with the study, the diseased animals
shall be removed from the study.

157. More than 60 comments object-
ed to or requested revision of proposed
8 3e.90(e), which called for the unique
identification of all animals used in
nonclinical laboratory studies. Fifty-
four of the comments addressed spe-
cific issues related to this concept, e.g.,
unique identification of mice, costs of
such systems, application to suckling
rodents, injury to animals from identi-
ficatton systems, effects of dyes or tat-
toos, a lack of need in single-dose or
short-term experiments, and cage
identification instead of animal identi-
fication with precautions being taken
to prevent animal mixups.

In the absence of a proven and ac-
ceptable method of unique identifica-
tion for small rodents, the Commis-
sioner is revising §58.90(d) to require
appropriate identification. for warm-
blooded animals, excluding suckling
rodents, which require manipulations
and observations over extended peri-
ods of time. Suckling rodents have
been excluded from the requirements
because of potential cannibalization
by the mother. The same information
needed to specifically identify each
animal is required on the outside of
housing containers or cages. Such
identification should substantially
reduce the possibility for animal
mixup. Because of the varied nature of
the tests conducted and the test sys-
tems used, the manner of identifica-
tion is left to the discretion of the
testing facility.

The Commissioner advises that

whenever & study requires that ani-
mals be removed from and returned to
their home cages, there is a potential
for mixup. Thus, if a single-dose or
short-term study requires such manip-
ulations, the animals shall receive ap-
propriate identification.

Because the requirement for unique
identification has been deleted, the
ooncerns expressed regarding cost,
injury to the animals from various

identification systems, and the effects
of dyes or tattoos are no longer ger-
mane.

158. Two comments questioned
whether the study director could in
practice assure unique identification
as proposed in §3e.90(e), without
direct observation.

The requirement has been deleted,
along with the requirement for unique
identification.

159. Two comments requested dele-
tion of the last sentence of proposed
§ 3e.90(e) regarding the identification
of specimens.

The Commissioner concludes that
proper specimen identification is an
iutegral part of proper study conduct,
but that the requirement more proper-
ly belongs under standard operating
procedures. Consequently, § 58.81(bX8)
now incorporates this provision.

160. One comment inquired whether,
in the event animals of the same spe-
cies In different tests were in the same
room, FDA would require identifica-
tion of all compounds. This, it was
felt, would raise confidentiality ques-
tions for a contract testing facility.

The Commissioner advises that the
use of coding to identify test or con-
trol articles is not precluded by
§ 58.90(e). The concluding phrase, “to
avold any intermixing of test ani-
mals,” was deleted as redundant.

161. Proposed §3e.90(g) required
comparison of cage and animal identi-
fication for each transfer, procedures
for verification, and written permis-
sion of the study director for location
transfer. Seventeen comments object-
ed to part or all of these requirements
as vague, burdensome, unnecessary,
and redundant.

The Commissioner agrees, and the

.pammph is deleted. Procedures for

the transfer and proper placement of
animals are required as standard oper-
ating procedures in § 58.81(bX12).

162. Several comments claimed that
the requirements of proposed
§ 3e.90(h), redesignated § 568.90(1), were
redundant in view of the requirement
for standard operating procedures in
§ 58.81. Other comments stated that
the incorporation of guidelines by ref-
erence was inappropriate.

The Commissioner concludes that
the requirement that animal cages,
racks, and accessory equipment be
cleaned is appropriately included in
this section even though there is some
overiap with the language of §58.81,
standard operating procedures. The
reference to other agency guidelines
has been deleted.

163. Three comments asserted that .
sanitization should not always be
done, because it could in certain cases
interfere with the conduct eof the
study.

‘The Commissioner agrees and points
out that the language’in redesignated
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$58.90¢f) permits cleaning and saniti-
zation at appropriate intervals. The
section now reads: “Animal cages,
racks and accessory equipment shall
be cleaned and sanitized at appropri-
ate intervals.”

164. Many comments objected to
proposed § 3e.90(1), redesignated
§58.90(g), which requires periodic
analysis of feed and drinking water for
“known interfering contaminants.”
Certain of these comments requested
clarification or deletion, or expressed
concern about the costs involved.
Others argued that the use of positive
and negative controls would accom-
plish the intent of the requirement, or
that certificates of analysis from local
water supply authorities and feed
manufacturers should be permissible.
Finally, a few comments said analysis
of feed and water should only be' re-
quired when there is reason to believe
that a particular contaminant may
have an effect on the study, and com-
ments said the analysis requirements
should be specified in the protocol.

Most of the objections raised against
the analytical requirements of the sec-
tion were based on misinterpretation
of such requirements. The intent of
the Commissioner was to require anal-
ysis for contaminants known to be ca-
pable of interfering with the nonclini-
cal laboratory study and reasonably
expected to be present in the feed or
water, and not to require analysis of
feed and water for all contaminants
known to exist. Certain contaminants
could affect study outcome by mask-
ing the effects of the test article, as
was observed in recent toxicological
studies of pentachlorophenol and
diethylstilbestrol, in which the feeds
used. as carriers for the test articles
were found to contain varying quanti-
ties of pentachlorophenol and estro-
genic activity, respectively, that invali-
dated these studies by producing er-
ratic results. The ‘use of positive and
negative controls in these examples
was insufficient to compensate for the
variability in contaminart content.
Therefore, the Commissioner agrees
with the comments that suggested
that analysis of feed and water only be
done when there is reason to believe
that a particular contaminant may
have an effect on the study, and may
be present in the feed or water, and
the language of both redesignated
§58.90(g) and § 58.120(a)(9) have been
revised to make this clear. This clarifi-
cation of the regulations should allay
the concerns of those comments relat-
ing to certificates of analysis, costs,
and precise definition of impurities.
Acceptable contaminant limits must
be specified by the protocol
(§ 68.120(aX9)), and should be deter-
mined at the time the protocol is de-
veloped, taking into account the scien-
tific literature, the availability of suit-
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able analytical methodology, and the
practicability of controlling the léve)
of the contaminant.

165. One comment suggested addi-
tional requirements for, e.g., analysis
of nutrients ard reserve samvples. of
feed at the testing facility.

Nutrient analysis should be .ad-
dressed by the facility’s standard oper-
ating procedures. Requirements for re-
serve samples of test or control arti-
cles/carrier mixture (e.g., feed) are set
forth in § 58.113(b). The Commissioner
concludes that minimum requiréments
for those items are set forth in the
regulation. The regulation does not
preclude the setting of additional re-
quirements by the sponsor and/or the
testing facility.

166. Proposed § 3e.90(j) would have
required feed to bear an expiration
date. Twenty-three comments argued
that ‘this requirement is of dubious
value, is beyond the current state of
the art because of varied storage con-
ditions, and that commercially availa-
ble feed is not expiration dated,
making the requirement impractical or
impossible.

The Commissioner agrees with these
comments, and this requirement is de-
leted.

167. Several comments argued that
the requirement for weekly changes of
bedding should be deleted. The com-
ments stated that, in certain cases,
weekly bedding changes are contrain-
dicated.

The Commissioner agrees, and the
phrase ‘““at least once per week” is re-
moved from §58.90(h), whi¢ch now
reads, “Bedding * * * shall be changed
as often as necessary to keep the ani-
mals dry and clean.”

TEST AND CONTROL ARTICLES

TEST AND CONTROL ARTICLE
CHARACTERIZATION

168. One comment suggested that
§58.105 be deleted; another suggested
that the entire subpart be condensed;
and three comments suggested that

the section is not generally applicable

to nonclinical device studies, particu-
larly with reference to such terms as
“ijdentity, strength, quality, and
purity.”

The Commissioner does not. agree
that the section should be deleted. Its
purpose is to assure that the article
being tested has been thoroughly
characterized or defined and that
either the sponsor or the testing facili-
ty has a thorough understanding of
what is being tested. The Commission-
er agrees that the subpart should be
condensed and has shortened it. Sec-
tion 58.105(a) is modified by theé inclu-
sion of the sentence “the identity,
strength, purity, and composition or
other characteristics which will appro-

% tely define the test or control arti-
This addition provides for charac-
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terization of various products, includ-
ing devices in terms suited to their
identity or uniqueness.

189. One cgmment argued that the
requirement that “other substances
contained In the test and control sub-
stances” be accounted for, as proposed

in § 58.105(a), was vague.

By this provision the Commissioner
intended to indicate the need to iden-
tify and characterize solvents, exci-
pients, ineit ingredients and/or impu-
rities that might be part of the test
substance. Because these materials are
included by. definition in the term,
“test article,” the Commissioner has
determined that the original language
was unnecessary and has deleted it.

170. Three comments sought defini-
tion of the word “batch” as used in

§ 58.105(a).

The term “batch” is now defined in
§ 58.3(n).

171. Seventeen comments on

§58.105(a) stated that because some
control or reference articles might be
a competitor’s or a supplier’s product,
the assay and method of synthesis
might not be available or might be
confidential.

The Commissioner concludes that,
in those cases where a competitor’s or
supplier’s product is used as a control
article, such products will be charac-
terizgd by the labeling and no further
characterization is necessary.

1722 One comment stated tha’ the
testing facility should not be responsi-
ble for identity, strength, quality and
purity and that this responsibility
should rest with the sponsor. This
comment also suggested that the re-
quirement, as written, would inhibit
the conduct of blind studies.

The Commissioner concludes that it
is the responsibility of testing facility
management to assure that the requi-
site tests have been done, either by:
the sponsor or by the test facility (see
§ 58.31(d)). In those cases where a test-
ing facility is unable to perform the
characterization test or is performing
blind studies, the sponsor should per-
form the required testing and notify
testing facility management that the
characterization of the test or control
article has been performed. The sec-
tion, as revised, does not inhibit the
conduct of blind studies: it does not re-
quire that the sponsor give the charac-
terizing information to the testing fa-
cility, only that the sponsor notify the
testing facility that the required char-
acterization has been dane.

173. One comment suggested that
the requirements of §58.105 should
only apply if the integrity of the study
is threatened, and another suggested
that any contaminants in a test or
control article should be evaluated
only with respect to their impact on
study validity.
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~ The Commissioner does not agree
that the requirement shoulad be so lim-
ited. Thorough characterization of the
article under test is essential because
the results of the test may be compro-
mised by possible contamination. Only
by knowing the identity and quantity
of the components can one predict
their effect on the study. The evalua-
tion of the impact of test and control
article contaminants on the validity of
the study is an important part of the
thorough characterization of the test
and control articles.

174. Thirteen comments suggested
that characterization of the test arti-
cle be permitted during the study,
after its compiletion, or left to such
time as specified in the protocol.

The Commissioner concludes that
echaracterization of the test or control
article showld be determined before
the initiation of the study in order to
provide & means of controlling vari-
ations from batch to batch as well as
to malke certain that the test article
meets the specifications of the proto-
col. As previously stated, a thorough
understanding of the nature of the
test article is a basic requirement for
assuring the. absence of contaminants
that may interfere with the outcome
of the study. When the stakility of the
test and control articles has not been
determined before initiation of the
study, the regulation requires periodic
reanalysis of each batch of test and
control articles as often as necessary
while the study is in progress.

175. One comment stated that the
phrase “verifying documentation” in
§ 58.1G5(a) was not clear.

The Commissioner has determined
that the phrase is not needed, and
§.58.105(a) is revised to delete it.

176. Seven comments suggested that
stability studies required by § 58.105(b)
may not always be necessary, three
comments suggested that common ve-
hicles and placebo controls, such as
water, sheuld be omitted from stabil-
ity studies.

Some degree of. instability may be
associated with every test article that
might be the subject of nonclinical
laboratory study. The Commissioner
concludes, therefore, that stability in-
formation must be included as part of
the information upen which the
agency bases a decision regarding the
safety of the article. If the stability of
common vehicles is generally recog-
nized and can be documented, stability
testing is not required.

177. Twelve comments suggested
that the term “preduction” in pro-
posed § 3e.105(c) should be deleted or
changed by substitution of other
terms such as *“approved” or ‘“re-
leased,” stating that the use of the
word was confusing. Several other
comments stated that the requirement
that test and control substances be de-
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rived from the smallest number of pro-
duction batches consistent with their
stability was not always possible or
necessary.

The Commissioner agrees that the
section was confusing and finds that
the requirement is adequately covered
by §58.105(a). The word “batch” has
been defined in § 568.3(n), and proposed
§ 3e.105(c) has been deleted.’

178. One ‘comment suggested that
the test and control articles should be
derived from a large number of
batches to increase the praopability
that test and control articles are rep-
resentative.

The Commissioner agrees that, in
some cases, combining representative
samples of test or contrel articles from
various proeduction sources or lots to
form a batch may be desirable. Where
this is done, however, thke yes

(&

ng

‘batch, rather than the individual sam-

‘ples, must be characterized in accord-
ance with § 58.105(a).

179. Eight conuments on § 58.105(d)
suggested that the reguirement for re-
serve sampie reiention be resiricted to
those substances whose stability had
not been previously deternmuined. An-
other comment suggested that the sec-
tion seems to require that a reserve
zample of watar be retained if water is
used as-the control article, and an-
other comment suggested that the re-
tention of a reserve sample should oe
left to the discretion of the sponsor.

The Commissicner does not agrer
that the decision to retain a reser-:
sample should be at the discr:ticis
the sponsor. Maintaining & reserve
sample is necessary to provide inde-
pendenii assurance that the test
system was exposed to the test articie
as specified in the pretocol. Reserve
samples need not be reanalyzed rou-
tinely if the stability of the test or
control article is well established. If,
however, the results of a study raise
questions as to the composition of the
test or control article, retention of re-
serve samples allows resolution of the
question. Retention of a reserve
sample of water is required when it
serves as the control article in a non-
clinical laboratéry study.

180. Eight comments on §58.105(d)
suggested that containers should he
comparable rather than identical to
maintain approximate ratio of mass of
article to container volume,

Reserve samples should be stored in
containers and under conditions that
maximize their useiul life. The specifi-
cations for containers are deleted from
§ 58.105(d), however, and are now left
to the discretion of the study director.

181. Six comments said §58.105(d)
duplicated §§ 58.105(b) and
58.113(a)(2); three said that the re-
quirement that the reserve sample be
analyzed at the time the batch is de-
pleted, at the termination of the

o

study, or at the expiration date may
result in unnecessary testing. One
comment suggested that a portion of
the remaining article should be tested
rather than testing the ‘reserve
sample. .

The Commissioner agrees that the
requirement for routine reanalysis of
all test or control articles is unneces-
sary where stability characteristics
have been well established, and this
requirement has been deleted. The
Commissioner does not agree that the
cited sections duplicate one another.
Section § 58.105(b) concerns the stabil-
ity of test and control articles in a car-
rier mixture. But § 58.105(d) concerns
reserve samples of test and control ar-
ticles.

182. A number of comments on pro-
posed §3e.105(f) sought clarification
of the reguirements, definition of the
term “quarantine,” and deletion of the
requirement to reanalyze batches re-
turned from distribution.

The Commissioner has examined the
provision as proposed and has found
that the intent is achieved by the pro-
visions of § 58.107 (test and control ar-
ticle handling). Proposed § 3e.1¢5(f)
has, therefore, been deleted.

TEST AND CONTROL ARTICLE HANDLING

183. One comment asserted that
§ 58.105 covered the specifics for han-
dling tes! and control substances and
“nat § 56.107 should be deleted.

Thie Commissioner disagrees with
ne assertion that §58.107 repeats
58.105. The provisions of §58.105
ppiy ¢o the characterization of test
and control articles and their storage
prior to use. Section 58.107 sets forth
provisions for the handling and distri-
bution of test and control articles
during the course of a nonclinical lab-
oratory study. The purpose of this sec-
tion is to provide further mechanisms
to assure that test and control articles
meet protocol specifications through-
out the course of the study, and that
test article accountability is main-
fained.

184. Other comments argued that
the language of §58.107 should be
modified and that, as written, the sec-
tion was impractical.

The Commissioner does not agree
that the requirements are impractical.
The section has, however, been edited
for clarity. Section 58.107(a) now
reads, “There is proper storage.” Be-
cause contamination is only one of the
consequences that may result from im-
proper handling during distribution,
the Commissioner has revised
§58.107(b) to read: “Distribution is
made in a manner designed to pre-
clude the possibility of contamination,
deterioration, or damage.”

r
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MIXTURES OF ARTICLES _WITﬁ CARRIERS

. 185. Many comments stated that the
requirements of §58.113 should only
apply to_certain types of studies, such
as long term feeding studies, or should
apply only in cases where problems of
instability might result from mixing
the test article with a carrier.

The Commissioner does not agree.
The need to know that the test system
is being exposed to the amounts and

types of test and control articles that:

are specified in the protocol is
common to all types of studies. The
effect of mixing on the concentration
and stability of the test or control arti-
cle in the mixture cannot be predicted
beforehand.

186. Six comments stated that the
_equirement that each batch of a test
or control article that is mixed with a
carrier be tested for uniformity of
mix, stability, and release, as proposed
in § 58.113, was excessive.

The Commissioner has reviewed the
reasons advanced by the comments
and has deleted the “for each batch”
requirement. Once the uniformity of
the mixture has been established for a
given set of mixing conditions, it is not
necessary to establish the uniformity
of each subsequent batch that is
mixed according to the same specifica-
tions. Similar considerations apply to
stability tésting. Section 58.113(aX1)
introductory text and (a) now read:
“For each test or control article that is
mixed with a carrier, tests by appro-
priate analytical methods shall be con-
ducted: (1) to determine the uniform-
ity of the mixture and to determine,
periodically, the concentration of the
test or control article in the mixture.”
The sentence, “[Il1f the nonclinical
study is to be performed as a blind
study, enough individual samples of
the mixture shall be returned to the
sponsor for analysis,” has been de-
leted. The requirement for analysis of
test.or control article mixtures is ade-
quately addressed by the revised lan-
guage of §58.113(aX1). The mecha-
nism of satisfying the requirement is
left to the testing facility. Blind stud-
jes are discussed in paragraph 172
above. )

187. One comment stated that the
possibility of administration by other
than the oral route should he consid-
ered.

The Commissioner agrees, and refer-
ence to the route of administration is
removed.

188. Several comments said the
acute and subacute toxicity studies are
often conducted before there is exten-
sive knowlege about a drug’s stability
and that in such cases the drug might
be prepared daily. In addition, it was
suggested that §58.113(aX(2) allow for
concurrent stability studies.

The Commissioner agrees with the
comment and has revised the regula-
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_ -tion to allow concurrent studies of sta-

bility to proceed with the ongoing
nonclinical laboratory study.

189. Three comments on §58.113
suggested that establishing expiration
dates for a substance used up in a
week seemed too stringent. Many com-
ments suggested that the expiration
dating requirement be eliminated en-
tirely because batch sizes are estab-
lished so that they will be used up

_prior to deterioration of the test arti-

cle.

The Commissioner has considered
the comments and has revised, as
noted above, the requirement for la-
beling each batch of test or.control ar-
ticle carrier mixture to permit concur-
rent stability testing. The Commis-
sioner declines to eliminate entirely
the requirement for listing of expira-
tion dates. Expiration dates should be
used, when known, to minimize the
possibility that subpotent, unstable, or
decomposed test or control article car-
rier mixtures will be wused.  New
§ 58.113(c) requires that, where any of
the components of the test or control
article carrier mixture has an expira-
tion date, that date shall be clearly
shown on the container. IJf more than
one component has an expiration date,
the earliest date shall be shown.

190. Many comments on proposed
§ 3e.113(a)(3) stated that the require-
ment for tests to determine the release
of the test or control substance from
the carrier needed to be clarified,
might be impossible to do, and were
not always necessary.

The Commissioner has rewewed the
comments and the section and finds
that such testing should be adequately
addressed by the protocol. He has,
therefore, deleted the section.

191. Eleven comments suggested
that the requirement that reserve
samples of each batch of test or con-
trol article-carrier mixture be retained
was excessive and impractical.

The Commissioner. does not agree.
Maintenance of reserve samples of
these mixtures is necessary for the
same reasons that reserve samples of
test and control articles themselves
are necessary. These reasons are
stated in paragraph 179 above.

192. Proposed §3e.115 incorporated
principles set forth in other regula-
tions and has, accordingly, been de-
leted. (See the discussion in paragraph
3.)

PROTOCOL FOR AND CONDUCT OF A
NONCLINICAL LABORATORY STUDY

PROTOCOL

193. Several comments said the pro-
tocol requirements of § 58.102(a) were
not relevant to specific test. articles,
e.g., electronic diagnostic instrumenta-
tion. Other comments objected to re-
quiring a protocol for short-term stud-
ies or for routine tests described else-
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‘where in 21 CFR Chapter 1. Additional

comments proposed that specific re-

guirements be imposed only where ap-

plicable, and one comment said the

protocol should Jocus on wihisy i In

tended rather than on how the intend-.
ed resuit is to be achieved.

The Commissioner has previously
discussed the types of tests and the
conditions within the scope of Part 58.
Because of the broad range of studies
covered, specific sections may not
arply to all studies. However, the
Commissioner declines to exempt
short-term studies or routine -tests
from these requirements. Any study
which qualifies as a nonclinical labora-
tory study is subject to the require-
ments. The good laboratory practice
regulations are both process-oriented
and product-oriented, and are de-
signed to ensure, insofar as possible,
the quality and integrity of nonclinical
laboratory data submitted to FDA in
support of regulated products. The
Commissioner recognizes that some of

the requirements of this section have

often not been traditionally included
in a protocol. He has nonetheless con-
cluded that the requirements are es-
sential to ensure that all operations
needed to fulfill the objectives of a
study are performed and that the com-
plete list of information required by’
thig section is necessary to ensure that
deviations, should they occur, are
readily appparent.

194. One comment asked what was
meant by “all methods” in §58.120;
one suggested deletion of the word
“approved” to describe the protocol;
and another suggested that reference
toistatistical methods in § 58.120(a) be
deleted and that a new paragraph on

. statistical methods be added to the list

of information required.

“All methods” refers to all oper-
ations necessary to achieve the objec-
tives of the study, e.g., analytical
methods, randomization procedures,
etc. If such methods are from pub-
lished sources, citation of the source
would fulfill this requirement. If the
methods are not from published
sources, full descriptions would need
to be included in the protocol. -The
word ‘“approved” iz cetained to empha-
size that a sponsor or testing facility
should have a mechanism for evalua-
tion and approval of initial protocols
ahd all amendments. A new paragraph
(aX(16) is provided to emphasize the
need to consider statistical methodolo-
gy in preparing a protocol.

195. Ten comments objected to the
inclusion, in proposed § 3e.120(a)(3), of
stability methodology as a protocol re-
quirement because such methodology
may not have been developed before
the study was begun. Another com-
ment suggested deletion of this re-
quirement as not relevant-to a proto-
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ecol, while three comments suggested
reviston.
stabiltty data ‘may zot be available
when = study Is initiated, and this re-
quirement is deleted from the section.
The Commissioner emphasizes, howev-
er, that determination pf the stability
of the test and control larticles is a re-
sponsibility of the study director, that
determination of the stability of the
articles per se 1is required der
§58.105(b), and that determination of
the stability of the article/carrier
mixes Is required under § 58.113.

196. Numerous comments on pro-
posed §3e.120(aX4) objected to the
listing of the names of laboratory as-
sistants and animal care personnel in
fhe protocol because these jobs are
subject to constant turnover or period-
ic rotation. )

The Commissioner agrees that labo-
ratory assistants and animal care per-
sonnel need not be identified in the
protocol. The list of personnel re-
quired to be named is transferred to
§ 58.185(a)(12).

197. One comment proposed that
listing the name of the sponsor and
name and address of the testing facili-
ty required by §58.120(a)X3) be re-
stricted to studies done under con-
tract.

The Commissioner does not agree
with restricting this requirement to
studies done under contract because a
testing facility, though a division of
the sponsor, may have a specific desig-
nation and a location different from
the sponsor’s, and this information is
necessary to determine the exact loca-
tion of the study.

198. Numerous comments on
§58.120(aX4) objected to specifying
starting and completion dates in the
protocol because changing priorities
may make such specification impracti-
cal. Another comment proposed dele-
tion of the requirement for dates as
not relevant to a protocol.

‘Changing priorities .may cause
changes in starting dates. For this
reason the requirement calls for the
proposed dates. If the actual dates
differ from the proposed dates, the
change should be reflected in a proto-
col amendment. The dates may be

needed in ‘the reconstruction of the.

study. .

199. Ten comments on proposed
§3e.120(aX7) objected that the pro-
posed date for submission of the final
study report to management or to the
Sponsor was not relevant to a protocol,
and one requested a definition of the
term “completion date.”

The Commissioner agrees that the
proposed submission date is not rele-
vant, and the provision is deleted.

200. Numerous comments on
§ 568.120(aX6) suggested requiring age
of the test system only where applica-

ble or substituting age range for age.
Several objected to the requirement
for Justification for selection of the
test system as not relevant to protocol
requirements. Additional. comments
proposed that the requirement for jus-
tification be limited to nonroutine sys-
tems.

The Commission agrees that age of
the test system may not always be
critical, and § 58.120(a)(6) now requires
number, body weight range, sex,
source of supply, specles, strain and
substrain, and age of the test system
only “where applicable.” The Commis-
sioner does not agree that justification
for selection of the test system is not
relevant to a protocol or should be
limited to nonroutine systems. Such
justification is an integral and essen-
tial part of every protocol and to em-
phasize its importance, the Commis-
sioner is establishing a separate para-
graph for this requirement, §58.120-
(ax5).

201. Several comments on
§58.120(aX8) (proposed §3e.120(a)-
(10)) objected that the method of ran-
domization was not relevant to the
protocol and suggested requiring justi-
fication for the selected method only
when nonroutine methods are select-
ed; four comments said justification of
the niethod of randomization is unnec-
essary; and one comment proposed re-
vised language regarding method of
randomization.

The Commissioner finds that the
method of randomization or other
methods of controlling bias are rele-
vant and are essential parts of a proto-
col, whether the methods used may be
described as routine or nonroutine.
The suggested revision is adopted in
part, and §58.120(aX8) now reads: “A
description of the - experimental
design, including the methods for the
control of bias.”

202. One comment said a description
of the diet used in the study (proposed
§3e.120(a)(11), now §58.120(aX9)) was
unnecessary unless the diet was un-
usual. The comment further said that
the necessity for including solvents
and emulsifiers was questionable be-
cause these might not be known at the
time the protocol is written.

The Commissioner advises that the
phrase “and/or identification” in
§58.120(a)(9) permits a commercial
animal diet to be identified by its
name. The need for using solvents or
erhulsifiers may not be known when
the protocol is written; however, when
this information is available and the
solvents, etc., are selected, this fact
should be reflected fn a protocol
amendment.

203. Nine comments peinted out that
the degree of absorption (proposed
§3e.120(aX14)), now § 58.120(a)(12)) is
usually unknown at the time of the
preparation of the protocol.

The Commissioner recognizes that
absorption studies may be conducted
concurrently with or as part of the
nonclinical laboratory study and
points out that the requirements of
§58.120(a)(12) can be fulfilled by
amending the protocol..

204. Nine comments suggested dele-
tion of the requirement that the pro-
tocol include the records to be main-
tained (proposed §3e.120(aX16), now
§ 58.120(a)(14)) because this duplicates
the requirements under another provi-
sion of the regulation.

The Commissioner concludes that
the protocol should include a plan
identifying the records to be main-
tained and, therefore, does not agree
that § 58.120(a)(14) should be deleted.

CONDUCT OF A NONCLINICAL LABORATORY
STUDY

205. Several comments objected to

the §58.130(c) requirement that speci-
mens be identified. Three comments
proposed revisions to eliminate the list
of specific items (test system, study,
nature, date of collection) included for
identification of specimens. Numerous
comments objected to the identifica-
tion system as overly restrictive, stat-
ing that a coding system should be
permitted.
“The Commissioner rejects the sug-
gested modifications because the re-
quirements are designed to preclude
error. The specific items required to
i{dentify a specimen are the minimum
necessary to prevent mixup of speci-
mens and permit orderly storage. The
Commissioner does not agree that this
system is overly restrictive because it
does not preclude a coding system.

206. Numerous comments objected
to the requirement, in § 58.130(e), for
recording data in bound books with
prenumbered pages as costly, time-
consuming, overly restrictive, and dif-
ficult for long-term studies. Six were
concerned that much information is
too voluminous to be recorded directly
and that reference to other documents
should be permitted to justify
changes, and two comments objected
to recording “dictated observations” in
ink.

The Commissioner agrees that the
requirement for bound books is too re-
strictive in view of both the variety of
data recording procedures that can be
used in nonclinical laboratory studies
covered by this part and the many
ways in which data are generated and
collected. for these studies. He is,
therefore, revising the section. As re-
vised, § 58.130(e) does not preclude ref-
erence to other documents if the docu-
ments are clearly identified and availa-
ble. The requirements of the section
can be met by maintaining the dicta-
tion media or an exact transcription.

207, Three comments proposed that
§58.103(e) be revised to reflect the
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three types of computer entries, ie.,
direct on-line recording, input from
computer readable forms, and input
transcribed from recorded raw data.
An additional comment suggested re-
vised language to achieve this purpose;
and two comments stated that com-
puter printouts of interim display data
need not be maintained when the data
are wholly contained in subsequent it-
erations.

The revised wording of § 58.130(e) is
equally applicable to the various forms
of computer data entries. The Com-
missioner advises that where the data
for computer ipput are in machine-
readable form, such as marketed-sense
cards, or are transcribed from record-
ed raw data, the machine-readable
forms or the recorded raw data would
constitute raw data within the defini-
tion of this part. Where input is via
direct on-line recording, the magnetic
media and the program would consti-
tute raw data within the meaning of
this part.

208. Three comments objected that a
daily signature and date for each
entry would be burdensome in studies
involving daily measurements on each
animal.

Section 58.130(e) does not require
signing and dating of every individual
item recorded. An entry can consist of
several observations of several animals
made by the same person.

209. Three comments suggested dele-
tion of proposed § 3e.130(f), which re-
quired the review of all recorded data,
because this duplicated the function
of the study director.

The Commissioner agrees that these
requirements are adequately ad-
dressed by §58.33(b), and the para-
graph is deleted.

RECORDS AND REPORTS

REPORTING OF NONCLINICAL LABORATORY
STUDY RESULTS ’

210. Seven comments said the re-
quirement that the final report in-
clude all raw data and calculations
proposed in § 3e.185(a)3) is not practi-
cal and tHat a recapitulation should be
adequate.

The Commissioner agrees, and the
requirement that ail raw data be in-
cluded in the final report is deleted.

211. Two comments on § 58.185(aX3)
stated that the scope of the term
“method” was not clear.

The Commissioner advises that
“method” does not mean that either
the actual calculations or a step-by-
step reiteration of the process be in-
cluded. The name of the method, the
description of the method, or a refer-
ence to an article or test describing
the method will be sufficient.

212, ' Several comments on
§58.185(a)(4) stated. that the final
report should provide only a reference
to the information on “strength, qual-

ity, and purity” rather than the-sctual
values for those characteristics.

THe Commissioner does mot agree,
The final report should include actaal
values for all characteristics required
for proper identification. Because the
actual values for strength, quality, and
purity are not, in every case, sufficient
for adequate identification, the word
“quality” has been stricken and the
words “and composition or other ap-
propriate characteristics” have been
added. The additional language will
permit tke use of any characteristic
which facilitates identification of the
test and control article. ’

213a. Several comments on
§ 58.185(a)X(5) stated that the require-
ment that stability of the test and con-
trol articles be described should be
narrowed.

The Commissioner finds that stabil-
ity information must be submitted as

part of the final report. The extent of )

stability testing required by these reg-
ulations is8 discussed at paragraphs
176, 185, 186, and 189 above.

b. Comments on-
§ 3e.185(aX8) (now §58.185(aX7)) ré-
quested that the words “appropriate
and necessary” be inserted following
the words “procedure used”, for iden-
tifying the test system.

The Commissioner is modifying
§ 58.185(a)(7T) to require reporting such
details where applicable.

214. Seven comments on
§58.185(a)X(12) protested the require-
ment that the final report include re-
ports of each of the individual scién-
tists or other professionals involved in
the study.

The Commissioner concludes that
the individual reports are required to
assure that the final results reported
accurately reflect the findings of the
individual scientists.

215. A number of comments on
§ 58.185(a)(3) objected to reporting the
location of the raw data in the final
report.

For the.purpose of information re-
trieval, the Commissioner is of the
opinion that the location of the raw
data should be specified.

216. The Commissioner advises that
the list of personnel required to be
named in the final report as specified
in §58.185(aX12) has been broadened
to include all professionals. (See para-
graph 196 above.)

STORAGE AND RETRIEVAL OF RECORDS AND
DATA

217. Several comments requested re-
vision and clarificatiori of “other infor-
mation” in § 568.190(a).

The phrase “and other information”
is deleted because it is subsumed by
the Specific requirements for docu-
mentation.

proposed
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'.'18. Five comments requested clarifi-’
cation of the term “specimen” as used
in § 58.180(b5.

The term “specimen” is defined in
§58.3(j) and means any material de-
rived from a test system for examina.
tion or analysis. This includes wet
specimens, histological blocks, and -
slides that yield information pertinent
to the cutcome of the study. Such
specimens are required to bear suffi-
cient labeling to permit identification:
‘and expedient retrieval.

219. Several comments stated that
the prohibition against “intermin- .
gling” of specimens was unnecessary if
specimens are properly labeled and inf-
dexed.

The Commissioner agrees and finds,
that the storage requirements are ade-
quate to achieve their purpose without
any further prohibitions. The' refer-
ence to intermingling of samples is,
therefore, deleted.

220. Seven comments said proposed
$3e.190(c) was unclear or redundant
and required the maintenance of un-
necessary duplicative files by both the
testing facility and the sponsor.

The Commissioner agrees with the
comments, and the paragraph is de-
leted.

221. A number of comments request-
ed that §58.190(c) provide that more
thanfone person be permitted to be re-
spongible for the archives.

The Commissioner reaffirms the
need for one. individual to be account-
able for the maintenance and security
of the archives to prevent access by
unauthorized personnel. Such access
eould lead to the loss of, or damage to,
recards and specimens required to be
maintained by these regulations. This
provision does not preclude delegation
of duties to other individuals who may
help maintain the archives.

222. Comments on §58.190(e) sug-
gested that coding of archival contents.
should be allowed and objected that
the section would reqiiire four-way in-
dexing.

The paragraph is revised for clarity.
As revised, the use of a coding system
is permitted; however, the cross-refer-
ence indexing system is retained as a
requirement.

223. Section 58.190(g) is deleted be-
cause the inspection requirements are
adequately addressed by § 58.15.

RETENTION OF RECORDS

224. Several comments stated that
the proposed record retention require-
ments were inconsistent with those
previously established.

A new paragrapn (a) is added to
§58.195 to make it clear that the
record retention requirements of this:
section do not supersede those of any:
other regulations in this chapter.

225. Several comments pointéd out
that IND’s are not “approved”’ and
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asked that the record retention re-
quirements for IND's be clarified.

The Commissioner agrees that the
record retention requirements, as they
apply to both IND's and 'IDE’s, need
clarification. In addition to the fact
that IND’s are not, .in a technical
sense, “approved,” the Commissioner
has considered the fact that when
“either an IND or an IDE is submitted
to the agency, the application may
contain voluminous data collected over
a number of years. It was not the
intent of these regulations that such
supporting IND or IDE data be de-
stroyed after 2 years because not all
studies submitted at the time of filing
may be of interest to the agency until
several years after submission. There-
fore, a new sentence is added to
§ 58.195(bX(1), which states that the 2-
year retention requirement does not
apply to studies supporting notices of
claimed investigational exemptions for
new drugs (IND’s) or applications for
investigational device exemptions
(IDE’s). These records are governed by
§58.195(b)(2) and shall be retained for
at least 5 years. This additional lan-
guage clarifies both agency policy and
current scientific practice which is, in
‘most cases, to maintain such study
records far longer than 5 years.

226. One comment said the variable
record retention periods are unworka-
ble, and another said records should
be maintained as long as the public is
exposed to a chemical.

The record retention period repre-
sents the minimum deemed appropri-
ate. For uniformity, all records may be
retained for 5 years. Longer retention
periods are unnecessary because each
nonclinical testing facility will be in-
spected every 2 years. Studies conduct-
ed at facilities that are in substantial
compliance with these regulations will
be presumed to be valid. When signifi-
cant deviations are discovered, steps
will be taken to validate individual
studies before the record retention
period expires.

227. Twenty-three comments on
§58.195(bX3) objected to the record
retention requirement as it applies to
terminated or discontinued studies,
stating that the requirement goes
beyond the intent expressed in the
definitions or that FDA lacks the au-
thority to require that such studies be
retained.

The Commissioner finds that such
studies are frequently capable of yield-
ing information applicable to evalua-
tions of related compounds. In the in-
terest of the public health, all such
data derived from studies originally in-
tended to be submitted to the agency
should be available to the agency. This

‘is particularly important when studies
are terminated because of preliminary
findings that the test article causes ad-
verse effects at such low levels that
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any safe use of the article is pre-
cluded. The general question of FDA's
authority is discussed in paragraph 5
above.. :

228. With respect to retention of ap-

propriate samples, including wet speci-.

mens, several comments on § 58.195(c)
requested that the regulations specifi-
cally set forth conditions of storage.
Others felt that this requirement
would be of' doubtful value, and sever-
al were concerned that the retention
period not exceed that which could ad-
versely affect sample integrity.

The Commissioner states that it
would be impractical to attempt to
specify the specific storage conditions
for sample retention. This should be
left to the judgment of the testing fa-
cility. It is essential as a check on re-
corded observations that, wherever
possible, samples be retained for con-
firmation of findings. Such samples
should be retained for the minimum
period specified in the regulations.
The regulation clearly states that
fragile samples shall be retained only
so long as the quality of the prepara-
tion affords evaluation.

229. Three comments on § 58.195(e)
objected to archive retention of cur-
ricula vitae and job descriptions of all
personnel involved in the study.

Section 58.195(e) is revised to permit
this information to be retained as part
of the testing facility employment rec-
ords.

230. One comment on §58.195(f)
stated that equipment records should
be maintained in an independent log
rather than maintained as part of
each study.

The Commissioner advises that the
language of the section does not pre-
clude such an approach. Records of
maintenance and calibration of equip-
ment may be kept in a repair manual
or on a tag affixed to the instrument.
The reference to cleaning records is
deleted.

D1SQUALIFICATION OF TESTING
FACILITIES

PURPOSE

231. Many comments were received
concerning the general concept and
purpose of disqualification.

The Commissioner believes that
many of these comments were based,
at least in part, on misunderstanding
of the frequency with which disquali-
fication might be used. The Commis-
sioner believes disqualification is an
important alternative to rejection of
specific studies and legal prosecution
because it can reduce by consolidation
the number of FDA investigations and
administrative proceedings that might
be required if FDA acted only on a
study-by-study basis. To clarify the
agency’s intent regarding the disquali-
fication mechanism and to allay fears
that this sanction might be abused,

the Commissioner is revising Subpart
K of the regulations to define more
clearly the grounds for disqualifica-
tion.

231. Section 58.200(a) has been re-
vised to clarify the purposes pf dis-
qualification. The first purpose:stated
in the section is to permit FDA to ex-
clude from consideration any camplet-
ed studies conducted by a testing fa-
cility which has failed to comply with
good laboratory practice requirements
until it can adequately be demonstrat-
ed that the noncompliance did not
occur during, or did not affect the va-
lidity of data generated by, a particu-
lar study. Thus, for studies completed
before disqualification, the order of
disqualification creates a rebuttable
presumption that all studies previous-
ly conducted by the facility are unac-
ceptable. Such a study may be accept-
ed, however, upon presentation of evi-
dence demonstrating that the noncom-
pliance which resulted in the disquali-
fication did not affect the particular
study. The second purpose set forth in
the revision of § 58.200(a) is to exclude
studies completed after the date of
disqualification from consideration
until the facility can satisfy the Com-
missioner that it will conduct studies
in compliance with the regulations.
(See also the discussion in paragraph
241.)

GROUNDS FOR DISQUALI™"CATION

232. Many comments argueu that
the disqualification provisions ap-
peared to be overly harsh, arbitrary,
and ambiguous.

To clarify the agency’s intent, the
Comumissioner is revising the section.
The primary function of the agency’s
regulation of nonclinical laboratory
testing is to assure the quality and in-
tegrity of data used in making judg-
ments about the safety of products
regulated by the agency. The grounds
for disqualification are based on those
types of noncompliance that signifi-
cantly impair achievement of those
objectives. Proposed § 3e.202(a)
through (p) is deleted, and new
§58.202(a) through (c) clarifies the
policy that a testing facility may be
disqualified only if the Commissioner
finds all three of the following: (1)
That the testing facility failed to
comply with one or more of the stand-
ards set forth in Part 58 or in any
other FDA regulations regarding
standards for nonclinical testing facili-
ties <(e.g., any supplemental require-
ments in the IND or IDE regulations);
(2) that the noncompliance adversely
affected the validity of the data pro-
duced by the study; and (3) that other
lesser regulatory actions, such as
warnings or rejection of data from in-
dividual nonclinical laboratory studies,
have not been or probably will not ve

“adequate to achieve compliance. Thig
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approach will assure that the sanction
will not be used in trivial situations,
but will be invoked only when the vio-
lation has compromised the integrity
of a study. It further requires the
Commissioner to consider the avail-
ability and probable effectiveness of
lesser sanctions as an alternative to
disqualification. It would not, howev-
er, preclude disqualification without
prior warning.

As pointed out in the preamble to
the proposed regulations, the provi-
sions for disqualification are not to be
interpreted as either the exclusive or
primary administrative action for non-
compliance with good laboratory prac-
tice. Disqualification is designed to
provide FDA with an enforcemgnt tool
that is more efficient and effective
than a study-by-study review when it
becomes apparent that a testing facili-
ty is not capable of producing accurate
and valid test results. The disqualifica-
tion of a nonclinical testing facility
will be reserved for the the rare case
when the rejection of a particular
study is an inadequate regulatory re-
sponse. The testing facility and/or the
sponsor of the nonclinical laboratory
study may also be prosecuted for viola-
tions of Federal criminal laws, includ-
ing section 301(e) of the Federal Food,

Drug, and Cosmetic Act (failure to-

make a report required under certain
other sections of the act, because 2
grossly erroneous or inadequate report
does not fulfill the statutory obliga-
tion) and 18 U.S.C. 1001 (submission of

a false report to the government).

Even where the testing facility is not
under a direct statutory obligation to
submit information to FDA, and in
fact does not send data to the agency
but merely transmits them to the
sponsor, the facility is likely .to be
aware that FDA will be the ultimate
recipient. In such cases, it may be
liable for aiding and abetting in the
violation (18 U.S.C. 2) or for causing
the violation to be made by a third
party.

233. Two comments stated that the
disqualification regulation seemed to
apply only to private firms.

This interpretation is incorrect. The

preamble to the proposed regulations -

makes clear the policy that the good
laboratory practice regulations are to
apply to any institution that generates
or otherwise prepares safety data for
submission to FDA. Included in that
definition, to the extent that they pre-
pare safety data to be submitted to
FDA in support of petitions for regu-
lated products, are, for example, vet-
erinary and medical clinics, universi-
ties and State experimental stations,
and State and Federal Government re-
search laboratories. Accordingly, dis-
qualification provisions apply equally
to all facilities that prepare safety
data for submission to FDA. The lan-
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guage regarding the intended use. of
sanctions is incorporated into
§ 58.202(c).

NOTICE OF AND OPPORTUNITY FOR HEAR-
ING ON PROPOSED DISQUALIFICATION

234. Several ocomments stated  that
the disqualification process, as pro-
posed, would violate due process, deny
a formal hearing, and deny a right of
appeal to the courts.

The Commissioner advises, and the
revisions to § 58.202 make clear, that
the disqualification procedure will not
be invoked for minor violations of the
regulation. In addition, §58.204 pro-
vides that a regulatory hearing may be
conducted in accordance with 21 CFR
Part 16. Such a hearing provides all
the safeguards essential to due proc-
ess. See also the FEDERAL REGISTER of
40 FR 40713 et seq. (preamble to Sub-
part F of 21 CFR Part 2, recodified as’
21 CFR Part 16—Regulatory Hearing
Before the Food and Drug Administra-
tion; section 201(y) of the act .(21
U.S.C. 321(y)) (procedural require-
ments of an
Goldberg v. Kelly, 397 U.S. 254 (1970).
Judicial review of final administrative
action is provided by the Administra-
tive Procedure Act (5 U.S.C. 701 et
seq.). See also § 10.45 Court Review of
final administrative action; erhaus-
tion of administrative remedies (21
CFR 10.45); and 40 FR 40689-40691
(preamble to procedural regulations,
§ 2.11 (recodified as 21 CFR 10.45)).

235. Several comments expressed the
concern that any regulatory hearing
conducted under 21 CFR Part 16
should provide for the confidentiality
of all data on which the hearlng is
based.

The Commissioner advises that
§16.60(a) (21 CFR 16.60(a)) provides
adequate safeguards when required to
maintain the confidentiality of com-
mercial information.

236. One comment stated that if
notice for such a hearing should be
mailed to a facility, more than 3 days
should be allowed for a facility to be
able to prepare itself to come to a
meeting.

The Commissioner finds that the
provisions of §16.22 (21 CFR 16.22)
provide adequate flexibility for any
party responding to a notice of oppor-
tunity for a hearing. See also the com-
ments addressed to 21 CFR 52.204, set,
out in the preamble to the proposed
regulations on obligations of sponsors
and monitors, published in the FEDER-
AL REGISTER of September 27, 1977 (42
FR 49619).

237. One comment suggested that
§ 58.204 include. a provision specifying
that a sponsor be allowed to intervene
in the hearing process when a notice
of opportunity for a hearing has
issued to a testing facility that is per-

“informal hearing”); -
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forming studies under contract for the
sponsor.

Inasmuch as the dlsqualificatidn
process in syeh a case is directed at
the testing facility rather than the
sponsor and inasmuch as the alleged
violations involved would be those of
the testing facility, the Commissxoner
finds that intervention by .a sponsor
(or,.in many cases, multiple sponsors) -
would serve no useful purpose. As
noted in the preamble to the proposed .
regulation (41 FR 51218), a sponsor
,who wishes to contest a finding that a

‘particular study or studies is or are in-

asdequate will be provided an opportu-
nity to do so by the procedures for
denying or withdrawing the approval
of an’ application for a research or
marketing permit.

238. Concern was also expressed that
a reasonable time be provided to allow

‘a sponsor to conduct a new test prior

to termination or withdrawal.

The Commissioner emphasizes that
in those cases in which a safety deci-
sion has been based on data that have
subsequently been called into ques-
tion, protection of the public requires
that proceedings be instituted without
delay. As previously noted, opportuni-
ty to contest a finding that a particu-
lar study is so inadequate that it will
not support a claim of safety of a
product will be provided by procedures
set forth in other regulations, e.g.,
withdrawal of an NDA.

FINAL ORDER ON DISQUALIFICATION

239. Several comments stated that
§ 58.206 should provide specifically for
appeal to the Federal courts following
a final decision to disqualify by the
Commissioner.

The Commissioner notes that the-
provisions of 21 CFR 16.120 and 10.45
adequately address this point. These
regulations clearly state the provisions
that apply to court review of final ad-
ministrative action.

240. One comment suggested .that
§ 58.206(b) be modified to require that
sponsors be notified, when applicable,
at the time of issuance of a final order
to a testing facility.

The Commissioner advises that such
notification, which is discretionary, is
expressly provided for in §58.213(b).
Additionally, § 58.206(a) and (b) are re-
vised to reflect the requirement that
the Commissioner must make the find-
ings required by § 58.202 before a final
order disqualifying a nonclinical test-
ing facility shall issue.

ACTIONS UPON DISQUALIFICATION

241. Several comments objected to
the retroactive provisions of §58.210-
(a), which state that once a testing fa-
cility has been disqualified, each appli-
cation for a research or marketing
permit, whether approved or not, that

" contains or relies upon any nonclinical
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laboratory study conducted by the dis-
qualified testing facility may be exam-
ined to determine whether these stud-
ies were or would be essential to.a de-
cision.

The Commissioner advises that call
ing into question studies performed by
a subsequently disqualified testing fa-
cility does not represent a departure
from prior FDA policy in other areas.
FDA must make additional inquiries
to establish safety. any time a question
is raised about dat& previously submit-
ted, regardless of whether a disqualifi-
cation procedure exists. Section
58.210(a) allows the person relying on
the study in question to establish that
the study was not affected by the cir-
cumstances that led to disqualifica-
tion. The safety of the public wpuld
not be adequately protected were no
such validation required when serious
questions are raised regarding the ade-
quacy of data upon which regulatory
decisions are based.

Section 58.210 is revised by the addi-
tion of paragraph (b), which states
that no nonclinical laboratory study
begun after a facility has been dis-
qualified will be considered in support
of any application for a research or
fharketing permit unless the facility
has been reinstated under §58.219.
This addition makes it clear that, in
such a case, no subsequent informa-
tion can be submitted for purposes of
subsequent validation. If the facility is
reinstated, however, the study might
by acceptable to FDA. This provision
does not relieve the applicant from
any other requirement under FDA
regulations that all data and informa-
tion regarding clinical experience with
the article in question be submitted to
the agency.

242. Many comments regarding
§ 58.210 were based on the assumption
that the disqualification process might
be invoked for a minor violation of the
good labgratory practice regulation
and stated that calling studies into
question based on a minor violation
was unreasonable.

As previopsly discussed, §58.202 is
revised to make it clear that the Wis-
qualification process will be reserved
for those situations in which lesser
sanctions, e.g., rejection of individual
studies, will not suffice. Because dis-
qualification will be reserved for use in
serious situations, the Commissioner
finds that calling into question all
studies done before or after disqualifi-
cation is warranted.

PUBLIC DISCLOSURE OF INFORMATION
UPON DISQUALIFICATION

243. Several comments said that pro-
prietary or trade secret documents
should not be released. Others urged
that disqualification records not be
disclosed.

RULES AND REGULATIONS

The Commissioner advises that re-
lease of all such: documents is gov-
erned by the provisions of the Free-
dom of Information Act (5 U.S.C. 552)
and 21 CFR Part 20 and need not be
separately dealt with in this regula-
tion. Interested parties are referred
specifically to Part 20—Public Infor-
mation (21 CFR Part 20). Section

20.61 (21 CFR. 20.61) deals with trade .

secrets and \commercial information
and §20.64 (21 CFR 20.64) deals with
investigatory records. The preamble to
the public information regulations (39
FR 44602 et seq.) (since recodified as
Part 20) discusses these issues at
length.

244. One comment on § 58. 213 stated
that no notification of other govern-
ment departments or agencies should
issue until completion of the judicial
process.

The Commissioner disagrees and
finds that withholding notification
until completion of the administrative
process by the agency provides an ade-
quate opportunity for a testing facility
to be heard prior to the issuance of
any such notification.

245. Another comment stated that
because FDA is a Federal agency, noti-

fication of State agencies is outside.

FDA'’s jurisdiction.

The--Commissioner points out that
section T705(b) of the act (21 U.S.C.
375(b)) provides for dissemination of
information regarding food, drugs, or
devices in situations involving immi-
nent danger to health or gross decep-
tion of the consumer. In addition, the
Commissioner emphasizes that he pro-
poses to notify the States only in
those situations for which adequate
cause has been esteblished and for
which a final order has been issued.
Section 58.213(a) is amended to make
it clear that such notification shall
state that it is given because of the re-
lationship between the testing facility
and the person notified and that the
Food and Drug Administration is not
advising or recommending that any
action be taken by the person notified.
Additionally, §58.213 is modified to
make it clear that notification of dis-
qualification may be sent by the Com-
missioner not only to other Federal
agencies but to any other person
known to have professional relations
with the disqualified testing facility.
This includes sponsors of studies being
performed by the facility.

246. A comment suggested that the
scope of notification should be limited
to those nonclinical laboratory studies
upon which the decision to disqualify
was based.

The language of §58.213 makes it
clear that notification may be given at
the discretion of the Commissioner
whenever he believes that such disclo-
sure would further the public interest
or would promote compliance with the

good laboratory practice regulations.
The Commissioner finds that, given
the expressed purpose of notification,
further limitation would be inappro-
priate.

ALTERNATIVE OR ADDITIONAL ACTIONS TO
DISQUALIFICATION

247. One comment on § 58.215 sug-
gested that informal procedures be
used prior to the institution of more
formal procedures.

The Commissioner notes that this
approach was discussed in the pream-
ble to the proposed regulation at 41
FR 51218. Because such informal pro-
cedures have, in the past, doubled the
time and expense of all involved par-
ties without discernible benefit, the
Commissioner has decided not to pro-
vide for informal procedures in these
regulations.

SUSPENSION OR TERMINATION OF A
TESTING FACILITY BY A SPONSOR

248. Many comments on § 58.217 said
that the section seemed to be an at-
tempt on the part of FDA to provide
legal grounds for the unilateral break-

* ing of contracts between private par-

ties.

The Commissioner finds that the
section, as written, was subject to a
great deal of misunderstanding.
Therefore, the section is revised. The
Commissioner advises that nothing in
Part 58 is intended to infr . ~e upon or
alter the private contractuat ..~ange-

.ments between a sponsor and a non-

clinical testing facility. A sponsor may
terminate a testing facility for reasons
of its own whether or not FDA has
begun any action to disqualify that fa-
cility. Where a sponsor has independ-
ent grounds for suspending or termi-
nating studies performed for that
sponsor by the facility under contract,
the fact that FDA has not itself dis-
qualified the facility may not be raised
by the contract facility as a defense
against the sponsor.

249, Several comments said notifica-
tion within 5 days was impractical.

The Commissioner agrees, and the
time period is extended to 15 working
days.

250. A number of comments said the
notification requirement provided a
sponsor with an unfair opportunity to
impugn a contract facility that would
have no opportunity for response.

The Commissioner emphasizes that
termination of a nonclinical testing fa-
cility by a sponsor should be subject to
the contract between the two parties.
A nonclinical testing facility, as a
party to the contract, may protect
itself from unjust termination by the
terms of its contract with the sponsor.
Remedies for both parties to such a
contract may be spelled out in the con-
tract and are governed by principles of
contract law. The Commissioner fur-
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ther emphasizes that the requirement
that a sponsor notify FDA when it has
terminated or suspended a testing fa-
cility applies only to those cases in
Wwhich an application for a research or
marketing permit has been submitted.
Where no application has been sub-
Lnitted, no notification is required.

REINSTATEMENT OF A DISQUALIFIED
TESTING FACILITY

251. One comment on §58.219 ex-
pressed concern that when read with
§ 58.210, it was confusing.

The Commissioner finds that the ad-
dition of § 58.210(b) substantially clari-
fies the status of studies conducted
before, during, and after disqualifica-
tion and that further amendment is
unnecessary.

252. A typographical error in the last
sentence of §58.219 has been correct-
ed. The last sentente now reads: “A
determination that a testing facility
has been reinstated is disclosable to
the public under Part 20 of this Chap-
ter.”

CONFORMING AMENDMENTS

253. The Commissioner is adding to
or revising provisions in the regula-
tions regarding food and color addi-
tives, new drugs for investigational
use, new drug applications, OTC drug
products, antihiotic drugs, new animal
drug applications, biological product
licenses, and performance standards
for electronic products to incorporate
appropriate implementing provisions
for, and cross references to, Part 58,
whi¢h is being added by this docu-
ment. Each of the regulations requires
the submission of data which may in-
clude nonclinical laboratory studies.
The regulations are being revised to
require, with respect to each nonclini-
cal laboratory study contained as part
of the submitted information, either a
statement that the study was conduct-
ed in compliance with the good labora-
tory practice regulations set forth in
Part 58 of this chapter, or, if the study
was not conducted in compliance with
such regulations, a statement that de-
scribes in detail all differences be-
tween the practices used in the study
and those required in the regulations.
The revisions highlight the fact that
although studies not conducted in
compliance with the regulations may
continue to be submitted to FDA, the
burden of establishing that the non-
compliance did not affect the quality
of the data submitted is on the person
submitting the noncomplying study.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 406, 408,
409, 502, 503, 505, 506, 507, 510, 512-
516, 518-520, 701(a), 706, and 801, 52
Stat. 1049-1053 as amended, 1055, 1058
as amended, 55 Stat. 851 as amended,
59 Stat. 463 as amended; 68 Stat. 511-
517 as amended, 72 Stat. 1785-1788 as
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amended, 76 Stat. 794 as amended, 82
Stat. 343-351, 90 Stat. 539-574 (21
U.8.C. 346, 346a, 348, 352, 353, 355,.356,
357, 360, 360b-360f, 360h-360], 371(a),
376, and 381)) and the Public Health
Service Act (secs. 215, 351, 354-360F, 58
Stat. 690, 702 as amended, 82 Stat.
1173-1186 as amended (42 U.S.C. 218,
262, 263b-263n)) and under authority
delegated to him (21 CFR 5.1), the
Commissioner amends Chapter 1 of 21
CFR as follows:

SUBCHAPTER A—GENERAL

PART 16—REGULATORY HEARING
BEFORE THE FOOD AND DRUG AD-
MINISTRATION

1. Part 16 is amended in § 16.1 by re-
designating paragraph (b)(30) as para-
graph (¢) and by adding new para-
graph (bX30), to read as follows:

§ 16.1 Scope.

L] * * * .

(b)y**+*

(30) Sedtion 58.204(b) of this chap-
ter, relating to disqualifying a nonclin-
ical laboratory testing facility.

(c) Any other provision in the regu-
lations in this chapter under which a
party who is adversely affected by reg-
ulatory action is entitled to an oppor-
tunity for a hearing, and no other pro-
cedural provisions in this part are by
regulation applicable to such hearing.

2. Part 58 is added to read as follows:

PART 58—GOOD LABORATORY
PRACTICE FOR NONCLINICAL LAB-
ORATORY STUDIES

Subpart A—General Provisions

8ec.

58.1 Scope.

58.3 Definitions.

58.10 Applicability to studies performed
under grants and contracts.

58.15 Inspection of a testing facility.

Subpart B—Organization and Personnel

58.29
58.31
58.33
58.35

Personnel.

Testing facility management.
Study director.

Quality assurance unit.

Subpart C—Facilities

General.

Animal care facilities.

58.45 Animal supply facilities.

58.47 Faclilities for handling test and con-
trol articles.

58.49 Laboratory operation areas.

58.51 Specimen and data storage facilities.

58.563 Administrative and personnél - facili-
ties.

58.41
§58.43

Subpart D—Equipment
58.61 Equipment design.

60013
$6.63 Miiniénance wnd cilibration  of
ot . ,

Subpart E—Testing Facilities Operation
58.81 Standard operating procedures.

58.83 Reagents and solutions,

Subpart F—iest and Controt Articles

5§8.105 Test and control articie character-
- ization.’

58.107 Test and control article handling.
58.113 Mixture of article with carriers,

Subpart G—Protocol for and Conduct of a
Nondfinicol Laboratory Study

58.120 Protocol.
58.130 Conduct of a nonclinical laboratory
study.

Subparts H and I—{Reserved]
Subpart J—Records and Reports

' 58.185 Reporting of nonclinical laboratory

study results.
58.190 Storage and retrieval of records and
data.

58.195 Retention of records.
Subpart K—Disqualification of Testing Facilities

58.200 Purpose.

58.202 Grounds for disqualification.

58.204 Notice of and opportunity for hear-
ing on proposed disqualification.

58.206 Final order on disqualification

58.210 Actions upon disqualification.

58.213 Public disclosure of ihformation re-

- garding disqualification.

58.215 Alternative or additional actions to
disqualification.

58.217 Suspension or termination of a test-
ing facility by a sponsor.

58.219 Reinstatement of a disqualified test-
ing factlity.

AvUTHORITY: Secs. 406, 408, 409, 502, 503,
505, 506, 507, 510, 513-516, 518-520, 701(a),
706, and 801, Pub. L. 717, 52 Stat. 1049-1053
as amended, 1055, 1058 as amended, 55 Stat.
851 as amended, 59 Stat. 463, as amended,
68 Stat. 511-517 as amended, 72 Stat. 1785-.
1788 as amended, 76 Stat. 794 as amended,
82 Stat. 343-351, 90 Stat. 539-574 (21 U.S.C.
346, 346a, 348, 352, 353, 355, 356, 357, 360,
360b-360f, 360h-360j, 371(a), 376, and 381);
secs. 2135, 351, 354-360F, Pub. L. 410, 58 Stat.
690, 702 as amended, 82 Stat. 1173-1186 as
amended (42 U.S.C. 216, 262, 263b-263n).

Subpart A—General Provisions

§ 58.1 Scope.

This part prescribes good laboratory
practices for conducting nonclinical
laboratory studies that support or are
intended to support applications for
research or marketing permits for
products regulated by the Food and
Drug Administration, including food
and color additives, animal food addi-
tives, human and animal drugs, medi-
cal devices for human use, biological
products, and electronic products.
Compliance with this part is intended
to assure the quality and integrity of
the safety data filed pursuant to sec-
tions 406, 408, 409, 502, 503, 5§05, 506,
‘507, 510, §12-518, 518-520, 706, and 801
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of the. Federal Food, Drug, and Cos-
metic Act and sections 351 and’ 354-
360F of the Public Health Service Act.

§58.3 Definitions.

As used in this part, the foliowing
termis shall have the meanings speci-
fied: .

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

(b) “Test article” means any food ad-
ditive, color additive, drug, biological
product, electronic product, medical
device for human use, or any other ar-
ticle subject to regulation under the
act or under sections 351 and 354-360F
of the Public Health Service Act.

(c) “Control article” means any food
additive, color additive, drug, biologi-
cal product, electronic product, medi-
cal device for human use, or any other
article other than a test articie that is
administered to the test system in the
course of a nonclinical . laboratory
study for the purpose of establishing a
basis for comparison with the test arti-
cle.

(d). “Nonclinical laboratory study”
means any in vivo or in vitro experi-
ment in which a test article is studied
prospectively in a test system under
laboratory conditions to determine its
safety. The term does not include
studies utilizing human subjects or
clinical studies or field trials in ani-
mals. The term does not include basic
exploratory studies carried out to de-
termine whether a test article has any
potential utility or to determine physi-
cal or chemical characteristics of a test
article.

(e) “Application for research or mar-
keting permit” hcludes:

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

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

(3) Data and information regarding
a substance submitted as part of the
procedures for establishing that a sub-
stance is generally recognized as safe
for use, wHich use results or may-rea-
sonably be expected to result, directly
or indirectly, in its becoming a compo-
nent or otherwise affecting the char-
acteristics  of any food, described in
$8 170.35 and 570.35 of this chapter.

(4) Data and information regarding
a food additive submitted as part of
the procedures regarding food addi-
tives permitted to be used on an inter-
im basis pending additional study, de-
scribed in § 180.1 of this chapter.

de-

(5) A “Notice of Claimed Investiga-.

tional Exemption for a New Drug,” de-
scribed in Part 312 of this chapter..

(6) A “new ‘drug application,” de-
scribed in Part 314 of this chapter.

(7) Data and information regarding
‘an over-the-counter drug for human

‘mitted as part of the procedur
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use, submitted as part of the proce-
dures for classifying such drugs as
generally recognized as safe and effec-
tive and not misbranded, described in
Part 330 of this chapter.

(8) Data and information regarding
a prescription drug for human use sub-
for
classifying such drugs as generally rec-
ognized as safe and effective and not
misbranded; to be described in this
chapter.

(9) Data and information regarding
an antibiotic drug submitted as part of
the procedures for issuing, amending,
or repealing regulations for such
drugs, described in Part 430 of this
chapter.

(10) A “Notice of Claimed Investiga-
tional Exemption for a New Animal
Drug,” described in Part 511 of this
chapter.

(11) A “new animal drug applica-
tion,” described in Part 514 of this
chapter. )

(12) 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 misbranded,
to be described in this chapter.

(13) An “application for a biological
product license,” described in Part 601
of thischapter.

(14) An “application for &n investiga-
tional device exemption,” described in
Part 812 of this chapter.

(15) An “Application for Premarket
Approval of a Medical Device,” de-
scribed in section 515 of the act.

(16)- A “Product Development Proto-
col for a Medical Device,” described in
section 515 of the act.

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

(18) Data and information regarding
a medical device submitted as part of
the procedures for establishing,
amending, or repealing a performance
standard for such devices, described in
section 514 of the act.

(19) Data and information regarding
an electronic product submitted -as
part of the procedures for obtaining
an . exemption from notification of a
radiation safety defect or failure of
compliance- with a radiation safety
performance standard, described in
Subpart D of Part 1003 of this chap-
ter.

(20) Data and information regarding
an electronic product submitted as
part of the procedures for establish-
ing, amending, or repealing a standard
for such product, described in section
358 of the Public Health Service Act.

(21) Data and information regarding
an electronic product submitted as
part of the procedures for obtaining a
variance from any electronic product

performance standard as described in-
$ 1010.4 of this chapter.

(22) Data and information regarding
an electronic product submitted as
part of the procedures for granting,
amending, or extending an exemption
from any electronic product perform-
ance standard, as described in §1010.5
of this chapter. )

(f) “Sponsor” means:

(1) A person who initiates and sup-
ports, by bprovision of financial or
other resources, a nonclinical labora-
tory study;

(2) A person who submits a nonclini-
cal study to the Food and Drug Ad-
ministration in support of an applica-
tion for a research or marketing
permit; or

(3) A testing facility; if it both initi-
ates and actually conducts the study.

(g) “Testing facility” means a person
who actually conducts a nonclinical
laboratory study, i.e., actually uses the
test article in a test system. “Testing
facility” includes any establishment
required to register under section 510
of the act that conducts nonclinical
laboratory studies and any consulting
laboratory described in section 704 of
the act that conducts such studies.
“Testing facility” encompasses only
those operational units that are being
or have been used to conduct nonclini-
cal laboratory studies.

(h) “Person” includes an individual,
partnership, corporation, association,
scientific or academic establishment,
government agency, or organizational
unit thereof, and any other legal

entity.
) “Test system” means any animal,
plant, microorganism, or subparts

thereof to which the test or control ar-
ticle is administered or added for
study. “Test system’” also includes ap-
propriate groups or components of the
system not treated with the test or
control articles.

(J) “Specimen” means any material
derived from a test system for exami-
nation or analysis.

(k) “Raw data” means any labora-
tory worksheets, records, memoranda,
notes, or exact copies thereof, that are
the result of original observations and
activities of a nonclinical laboratory
study and are necessary for the recon-
struction and evaluation of the report
of that study. In the event that exact
transcripts of raw data have been pre-
pared (e.g., tapes which have been
transcribed verbatim, dated, and veri-
fied accurate by signature), the exact
copy or exact transcript may be substi-
tuted for the original source as raw
data. “Raw data” may include photo-
graphs, microfilm or microfiche
copies, computer printouts, magnetic
media, including dictated observations,
and recorded data from automated in-
struments.
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) “Quality assurance unit” means
any person or organizational element,
except the study director, designated
by testing facility management to per-
form the duties relating to quality as-
surance of nonclinical laboratory stud-
ies.

(m) “Study director” means the indi-
vidual responsible for the overall con-
duct of a nonclinical laboratory study.

(n) “Batch” means a specific quanti-
ty or lot of a test or control article
that has been characterized according
to §58.105(a).

§58.10 Applicability to studies performed
under grants and contracts.

When a sponsor conducting a non-
clinical laboratory study intended to
be submitted to or reviewed by the
Food and Drug Administration utilizes
the services of a consulting laboratory,
contractor, or grantee to perform an
analysis or other service, it shall
notify the consulting laboratory, con-
tractor, or grantee that the service is
part of a nonclinical laboratory study
that must be conducted in compliance
with the provisions of this part.

§58.15 Inspection of a testing facility.

(a) A testing facility shall permit an
authorized employee of the Food and
Drug Administration, at reasonable
times and in a reasonable manner, to
inspect the facility and to inspect (and
in the case of records also to copy) all
records and specimens required to be
maintained regarding studies within
the scope of this part. The records in-
spection and copying requirements
shall not apply to quality assurance
unit records of findings and problems,
or to actions recommended and taken.

(b) The Food and Drug Administra-
tion will not consider a nonclinical lab-
oratory study in support of an applica-
tion for a research or marketing
permit if the testing facility refuses to
permit inspection. The determination
that a nonclinical laboratory study
will not be considered in support of an
application for a research or market-
ing permit does not, however, relieve
the applicant for such a permit of any
obligation under any applicable stat-
ute or regulation to submit the results
of the study to the Food and Drug Ad-
ministration.

Subpart B—Organization and
Personnel

§ 58.29 Personnel.

(a) Each individual engaged in the
conduct of or responsible for the su-
pervision of a nonclinical laboratory
study shall have education, training,
and experience, or combination there-
of, to enable that individual to per-
form the assigned functions.

(b) Each testing facility shall main-
tain a current summary of training
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and experience and job description for
each individual engaged in or supervis-
ing the conduct of a nonclinical labo-
ratory study.

(¢) There shall be a sufficient
number of personnel for the timely
and proper conduct of the study ac-
cording to the protocol.

(d) -Personnel shall take necessary
personal sanitation and health precau-
tions designed to avoid contamination
of test and control articles and test
systems.

(e) Personnel engaged in a nonclini-
cal laboratory study shall wear cloth-
ing appropriate for the duties they
perform. Such clothing shall be
changed as often as necessary to pre-
vent microbiological, radiological, or
chemical contamination of test sys-
tems and test and control articles..

(f) Any individual found at any time

‘to have an illness that may adversely

affect the quality and integrity of the
nonclinical laboratory study shall be
excluded from direct contact with test
systems, test and control articles and
any other operation or function that
may adversely affect the study until
the condition is corrected. All person-
nel shall be instructed to report to
their = immediate supervisors any
health or medical conditions that may
reasonably be considered to have an
adverse effect on a nonclinical labora-
tory study.

§58.31 Testing facility management.

For each nonclinical laboratory
study, testing facility management
shall:

(a) Designate a study director as de-
scribed in § 58.33, before the study is
initiated.

(b) Replace the study director
promptly if it becomes necessary to do
so during the conduct of a study, and
document and maintain such action as
raw data.

(c) Assure that there is a quality as-
surance unit as described in § 58.35.

(d) Assure that test and control arti-
cles or mixtures have been appropri-
ately tested. for identity, strength,
purity, stability, and uniformity, as ap-
plicable,

(e) Assure that persornel, resources,
facilities, equipment, materials, and
methodologies are available as sched-
uled. :

(f) Assure that personnel clearly un-
derstand the functions they are to per-
form.

(g) Assure that any deviations from
these regulations reported by the
quality assurance unit are communi-
cated to the study director and correc-
ti‘;le actions are taken and document-
ed.

§ 58.33 Study director.

For -each nonclinical laboratory
study, a scientist or other professional
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of appropriate education, training, and
experience, or combination thereof,

‘shall be identified as the study direc-

tor. The study director has overall re-
sponsibility for the technical conduct
of the study, as well as for the inter-
pretation, analysis, documentation
and reporting of results, and repre-
sents the single point of study control.
The study director shall assure that:

(a) The protocol, including any
change, is approved as provided by
§58.120 and is followed.

(b) All experimental data, including
observations of unanticipated re-
sponses to the test system are accu-
rately recorded and verified.

(c) Unforeseen circumstances that
may affect the quality and integrity of
the nonclinical laboratory study are
noted when they occur, and corrective
action is taken and documented.

(d) Test systems are as specified in
the protocol.

(e) All applicable good laboratory
practice regulations are followed.

(f) All raw data, documentation, piro-
tocols, specimens, and final reports are
transferred to the archives during or
at the close of the study.

§ 58.35 Quality assurance unit.

(a) ‘A testing facility shall have a
quality assurance unit composed of
one or.more individuals who shall be
responsible for monitoring each study
to assure management that the facili-
ties, equipment, personnel, methods,
practices, records, and controls are in
conformance with the regulations in
this part. For any given study the
quality assurance unit shall be entire-
ly separate from and independent of
the personnel engaged in the direction
and conduct of that study.

(b) The quality assurance unit shall:

(1) Maintain a copy of a master
schedule sheet of all nonclinical labo-
ratory studies conducted at the testing
facility indexed by test article and
containing the test system, nature of
study, date study was initiated, cur-
rent status of each study, name of the
sponsor, name of the study director,
and status of the final report. )

(2) Maintain copies of all protocols

‘pertaining to all nonclinical laboratory

studies for whi¢h the unit is responsi-
ble.
(3) Inspect each phase of a nonclini-

.cal laboratory study periodically and

mainfain written and properly signed
records of each periodic inspection
showing the date of the inspection,
the study inspected, the phase or seg-
ment of the study inspected, the
person performing the inspection,
findings and problems, action recom-
mended and taken to resolve existing
problems, and any scheduled date for
re-inspection. For studies lasting more
than 6 months, inspections shall be
conducted every 3 months. For studies
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lasting less than 6 months, inspections
shall be conducted at intervals ade-
quate to assure the integrity of the
study. Any significant problems which
are likely to affect study integrity
found during the course of an inspec-
tion shall be brought to the attention
of the study director and management
immediately.

(4) Periodically submit to manage-
ment and the study director written
-status reports on each study, noting
any problems and the corrective ac-
tions taken.

(5) Determine that no deviations
from approved protocols or standard
operating procedures were made with-
out proper authorization and docu-
mentation.

(6) Review -the final study report to
assure that such report accurately de-
scribes the methods and standard op-
erating procedures, and that the re-
ported results accurately reflect the
raw data of the nonclinical laboratory
study.

(7) Prepare and sign a statement to
be included with the final study report
which shall specify the dates inspec-
tions were made and findings reported
to management and to the study direc-
tor.

(¢c) The responsibilities and proce-
dures applicable to the quality assur-
ance unit, the records maintained by
the quality assurance unit, and the
method of indexing such records shall
be in writing and shall be maintained.
These items including inspection
dates, the study inspected, the phase
or segment of the study inspected, and
the name of the individual performing
the inspection shall be made available
for inspection to authorized employees
of the Food and Drug Administration.

(d) A designated representative of
the Food and Drug Administration
shall have access to the written proce-
dures established for the inspection
and may request testing facility man-
agement to certify that inspections are
being implemented, performed, docu-
mented, and followed-up in accordance
with this paragraph.

(e) All records maintained by the
quality assurance unit shall be kept in
one location at the testing facility.

Subpart C—Facilities

§ 58.41 General.

Each testing facility shall be of suit-
able size, construction, and location to
facilitate the proper conduct of non-
clinical laboratory studies. It shall be
designed so that there is a degree of
separation that will prevent any func-
tion or activity from having an adverse
effect on the study.

§58.43 Animal care facilities.

(a) A testing facility shall have a suf-
ficient number of animal rooms or
areas, as needed, to assure proper: (1)
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Separation of species or test systems,
(2) isolation of individual projects, (3)
quarantine of animals, and (4) routine
or specialized housing of animals. ¢

(b) A testing facility shall have a
number of animal rooms or areas sepa-
rate from those described in para-
graph (a) of this section to ensure iso-
lation of studies being done with test
systems or test and control articles
known to be biohazardous, including
volatile substances, aerosols, radioac-
tive materials, and infectious agents.

(c) Separate areas shall be provided
for the diagnosis, treatment, and con-
trol of laboratory animal diseases.
These areas shall provide effective iso-
lation for the housing of animals
either known or suspected of being
diseased, or of being carriers of dis-
ease, from other animals.

(d) When animals are housed, facili-
ties shall exist for the collection and
disposal of all animal waste and refuse
or for safe sanitary storage of waste
before removal from the testing facili-
ty. Disposal facilities shall be so pro-
vided and operated as to minimize
vermin infestation, odors, disease haz-
ards, - and environmental contamina-
tion.

(e) Animal facilities shall be de-
signed, constructed, and located so as
to minimize disturbances that inter-
fere with the study.

§58.45 Animal supply facilities.

There shall be storage areas, as
needed, for feed, bedding, supplies,
and equipment. Storage areas for feed
and bedding shall be separated from
areas housing the test systems and
shall be protected against infestation
or contamination. Refrigeration shall
be provided for perishable supplies or
feed.

§ 58.47 Facilities for handling test and
control articles,

(a) As necessary to prevent contami-
nation or mixups, there shall be sepa-
rate areas for:

(1) Receipt and storage of the test
and control articles.

(2) Mixing of the test and control ar-
ticles with a carrier, e.g., feed.

(3) Storage of the test and control
article mixtures.

(b) Storage areas for the test and/or
control article and test and control
mixtures shall be separate from areas
housing the test systems and shall be
adequate to preserve the identity,
strength, purity, and stability of the
articles and mixtures.

§58.49 Laboratory operation areas.

(a) Separate laboratory space shall
be provided, as needed, for the per-
formance of the routine procedures re-
quired by nonclinical laboratory stud-
ies, including specialized areas for per-
forming activities such as aseptic sur-

gery, intensive care, necropsy, histolo-
gy, radiography, and handling of bio-
hazardous materials.

(b) Separate space shall be provided
for cleaning, sterilizing, and maintain-
ing equipment and supplies used
during the course of the study.

§ 58.51 Specimen and data storage facili-
ties.

Space shall be provided for archives,
limited to access by authorized person-
nel only, for the storage and retrieval
of all raw data and specimens from
completed studies.

§ 58.53 Administrative
facilities.

(a) There shall be space provided for
the administration, supervision, and
direction of the testing facility.

(b) Separate space shall be provided
for locker, shower, toilet, and washing
facilities, as needed.

Subpart D—Equipment

§ 58.61 Equipment design.

Automatic, mechanical, or electronic
equipment used in the generation,
measurement, or assessment of data
and equipment used for facility envi-
ronmental control shall be of appro-
priate design and adequate capacity to
function according to the protocol and
shall/be suitably located for operation,
inspection, cleaning, and maintenance.

and  personnel

§584/63 Maintenance and calibration of
equipment.

(a) Equipment shall be adequately
inspected, cleaned, and maintained.
Equipment used for the generation,
measurement, or assessment of data
shall be adequately tested, calibrated
and/or standardized.

(b) The written standard operating
procedures reguired under
§ 58.81(b)(11) shall set forth in suffi-
cient detail the methods, materials,
and schedules to be used in the rou-
tine inspection, cleaning, maintenance,
testing, calibration and/or standardi-
zation of equipment, and shall specify
remedial action to be taken in the
event of failure or malfunction of
equipment. The written standard oper-
ating procedures shall designate the
person responsible for the perform-
ance of each operation, and copies of
the standard operating procedures
shall be made available to laboratory
personnel.

(c) Written records shall be main-
tained of all inspection, maintenance,
testing, calibrating and/or standardiz-
ing operations. These records, contain-
ing the date of the operation, shall de-
scribe whether the maintenance oper-
ations were routine and followed the
written standard operating proce-
dures. Written records shall be kept of
nonroutine repairs performed on
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equipment as a result of failure and
malfunction. Such records shall docu-
ment the nature of the defect, how
and when the defect was discovered,
and any remedial action taken in re-
sponse to the defect.

Subpart E—Testing Facilities
Operation

§ 58.81 Standard operating procedures.

(a) A testing facility shall have
standard operating procedures in writ-
ing setting forth nonclinical labora-
tory study methods that management
is satisfied are adequate to insure the
quality and integrity of the data gen-
erated in the course of a study. All de-
viations in a study from standard oper-
ating. procedures shall be authorized
by the study director and shall be do-
cumented in the raw data. Significant
changes in established standard oper-
ating procedures shall be properly au-
thorized in writing by management.

(b) Standard operating procedures
shall be established for, but not limit-
ed to, the following:

(1) Animal room preparation.

(2) Animal care.

(3) Receipt, identification, storage,
handling, mixing, and method of sam-
pling of the test and control articles.

(4) Test systenr observations.

(5) Laboratory tests.

(6) Handling of animals found mori-
bund or dead during study.

(7) Necropsy of animals or postmor-
tem examination of animals.

(8) Collection and identification of
specimens.

(9) Histopathology.

(10) Data handling, storage, and re-
trieval.

(11) Maintenance and calibration of
equipment.

(12) Transfer, proper placement, and
identification of animals.

(¢) Each laboratory area shall have
immediately available laboratory man-
uals and standard operating proce-
dures relative to the laboratory proce-
dures being performed, e.g., toxicol-
ogy, histology, clinical chemistry, he-
matology, teratology, necropsy. Pub-
lished literature may be used as a sup-
plement to standard operating proce-
dures. '

(d) A historical file of standard oper-
ating procedures, and all revisions
thereof, including the dates of such re-
visions, shall be maintained.

§ 58.83 Reagents and solutions.

All reagents and solutions in the lab-
oratory areas shall be labeled to indi-
cate identity, titer or concentration,
storage requirements, and expiration
date. Deteriorated or outdated rea-
gents and solutions shall.not be used.
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§58.90 Animal care.

(a) There shall be standard operat-
ing procedures for the housing, feed-
ing, handling, and care of animals. )
-(b) All newly received animals from
outside sources shall be placed in quar-
antine until their health status has
been evaluated. This evaluation shall
be in accordance with acceptable vet-
erinary medical practice.

“(¢) At the initiation of a nonclinical
laboratory study, animals shall be free
of any disease or condition that might
interfere with the purpose or conduct
of the study. If, during the course of
the study, the animals contract such a
disease or condition, the diseased ani-
mals shall be isolated. If necessary,
these animals may be treated for dis-
ease or signs of disease provided that
such treatment does not interfere with
the study. The diagnosis, authoriza-
tions of treatin=nt, description of
treatment and each date of treatment
shall be documented 2nd shall be re-
tained.

(d) Warm-blooded animals, exclud-
ing suckling rodents, used in labora-
tory procedures that require manipu-
lations and observations over an ex-
tended period of time or in studies
that require the animals to be re-
moved from and returned to their
home cages for any reason (e.g., cage
cleaning, treatment, etc.), shall receive
appropriate identification (e.g., tattoo,
toe clip, color code, ear tag, ear punch,
etc.). All information needed to spe-
cifically identify each animal within
an animal-housing unit shall appear
on the outside of that unit. !

(e) Animals of different species shall

be housed in separate rooms when’

necessary. Animals of the same spe-
cies,
should not ordinarily. be housed in the
same room when inadvertent exposure
to control ar test articles or animal
mixup could affect the outcome of
either study. If such mixed housing is
necessary, adequate differentiation by
space and identification shall be made.

(f) Animal cages, racks and accessory
equipment shall be cleaned and sani-
tized at appropriate intervals.

(g) Feed and water used for the ani-
mals shall be analyzed periodically to
ensure that contaminants known to be
capable of interfering with the study
and reasonably expected to be present
in such feed or water are not present
at levels above those specified in the
protocol. Documentation of such anal-
yses shall be maintained as raw data.

(h) Bedding used in animal cages or
pens shall not interfere with the pur-
pose or conduct of the study and shall

be changed as often as necéssary to

keep the animals dry and clean.

() If any pest control materials are
used, the use shall be documented.
Cleaning and pest control materials

but used in different studies, -
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that interfere with the study shall not

‘be used.

Subpart F—Test and Control Articles

§68.105 Test and control- article charac-
terization.

(a) The identity, strength, purity,
and composition or other characteris-
tics which will appropriately define
the test or control article shall be de-
termined for each batch and shall be
documented before the initiation of
the study. Methods of synthesis, fabri-
cation, or derivation of the test and
control articles shall be documented
by the sponsor or the testing facility.
In those cases where marketed prod-
ucts are used as control articles, such
products will be characterized by their
labeling.

(b) The stability of each test or con-
trol article shall be determined by the
testing facility or by the sponsor
before initiation or a noncliniczl labo-
ratory study. If the stability of the
test and control articles cannot be de-
termined before initiation of a study,
standard operating procedures shall be
established and followed to provide for
periodic re-analysis of each batch.

(c) Each storage container for a test
or control article shall be labeled by
name, chemical abstract number or
code number, batch number, expira-
tion date, if any, and, where appropri-
ate, storage conditions necessary to
maintain the identity, strength,
purity, and composition of the test or
control article. Storage containers
shall be assigned to a particular test
article for the duration of the study.

(d) For studies of more than 4 weeks’
duration, reserve samples from each
batch of test and control articles shall
be retained for the period of time pro-
vided by § 58.195.

§ 58.107 Test and control article handling.

Procedures shall be established for a
system for the handling of the test
and control articles to ensure that:

(a) There is proper storage.

(b) Distribution is made in a manner
designed to preclude the possibility of
contamination, deterioration, or
damage. ’

(c) Proper identification is main-
tained throughout the distribution
process.

(d) The receipt and distribution of
eachrbatch is documented. Such docu-
mentation shall include the date and
quantity of each batch distributed or
returned.

§58.113 Mixtures of articles with carriers.

(a) For each test or control article
that is mixed with a carrier, tests by
appropriate analytical methods shall
be conducted:

(1) To determine the uniformity of
the mixture and to determine, periodi-
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cally, the concentration of the test or.

control article in the mixture.

(2) To determine the stability of the
test and-control articles in the mix-
ture. If the stability cannot be deter-
mined before initiation of the. study,
standard operating procedures shall be
established and followed to provide for
periodic re-analysis of the test and
control articles in the mixture.

(b) For studies of more than 4 weeks’
duration a reserve sample of each test
or control carrier article mixture shall
be taken and retained for the period
of time provided by § 58.195.

(c) Where any of the components of
the test or control article carrier mix-
ture has an expiration date, that date
shall be clearly shown on the contain-
er. If more than one component has
an expiration date, the earliest. date
shall be shown.

Subpart G—Protocol for and Conduct
of a Nondinical Laboratory Study

§ 58.12¢ Protocol.

(a) Each study shall have an ap-
proved written protocol that clearly
indicates the objectives and all meth-
ods for the conduct of the study. The
protocol shall contain but shall not
necessarily be limited to the following
information:

(1) A descriptive title and statement
of the purpose of the study.

(2) Identification of the test and
control articles by name, chemical ab-
stract number or code number.

(3) The name of the sponsor and the
name and address of the testing facili-
ty at which the study is being conduct-
ed.

(4) The proposed starting and com-
pletion dates.

(5) Justification for selection of the
test system.

(6) Where applicable, the number,
body -weight range, sex, source of
supply, species, strain, substrain, and
age of the test system.

(7) The procedure for identification
of the test system.

(8) A description of the experimen-
tal design, including the methods for
the control of bias.

(9) A description and/or identifica-
tion of the diet used in the study as
well as solvents, emulsifiers and/or
other materials used to solubilize or
suspend the test or control articles
before mixing with the carrier. The
description shall include specifications
for acceptable levels of contaminants
that are reasonably expected to be
present in the dietary materials and
are known to be capable of interfering
with the purpose or conduct of the
study if present at levels greater than
established by the specifications.

(10) The route of administration and
the reason for its choice.
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¢11) Each dosage level, expressed in
milligrams- per kilogram of body
weight or other appropriate units, of
the test or control article to be admin-
istered aind the method and frequency

of \istration.
(12) Method by which the degree of
absorption of the test and control arti-

cles by the test system will be deter-
mined if necessary to achieve the ob-
Jjectives of tt\e study.

(13) The type and frequency of tests,
analyses, and measurements to be
made. ’

(14) The records to be maintained.

(15) The date of approval of the pro-
tocol by the sponsor and the signature
of the study director.

(16) A statement of the proposed
statistical methods to be used.

(b) All changes in or revisions of an
approved protocol and the reasons
therefor shall be documented, signed
by the study director, dated, and main-
tained with the protocol.

§58.130 Conduct of a nonclinical labora-
tory study.

(a) The nonclinical laboratory study
shall be conducted in accordance with
the protocol.

(b) The test systems shall be moni-
tored in conformity with the protocol.

(¢) Specimens shall be identified by
test system, study, nature, and date of
collection. This information shall be
located on the specimen container or
shall accompany the specimen in a
manner that precludes error in the re-
cording and storage of data.

(d) Records of gross findings for a
specimen from postmortem observa-
tions shall be available to a patholo-
gist when examining that specimen
histopathologically.

(e) All data generated during the
conduct of a nonclinical laboratory
study, except those that are generated
as direct computer input, shall be re-
corded directly, promptly, and legibly
in ink. All data entries shall be dated
on the day of entry and signed or ini-
tialed by the person entering the data.
Any change in entries shall be made so
as not to obscure the original entry,
shall indicate the reason for such
change, and shall be dated and signed
or identified at the time of the change.
In computer driven data collection sys-
tems, the individual responsible for
direct data input shall be identified at
the time of data input. Any change in
computer entries shall be made so as
not to obscure the original entry, shall
indicate the reason for change, and
shall be dated and the responsible in-
dividual shall be identified.

Subparts H-—[Reserved?

Subpart J—Records and Reports

§58.185 Reporting of nonclinical labora-
tory study results,

(a) A final report shall be prepared
for each nonclinical laboratory study
and shall include, but not necessarily
be limited to, the following:

(1) Name and address of the facility
performing the study and the dates on
which the study was initlated and
completed.

(2) Objectives and procedures stated
in the approved protocol, including
any changes in the original protocol.

(3) Statistical methods employed for
analyzing the data.

(4) The test and control articles
identified by name, chemical abstracts
number or code number, strength,
purity, and composition or other ap-
propriate characteristics.

(5) Stability of the test and control
articles under the conditions of admin-
istration. ’

(6) A description of the methods
used.

(7) A description of the test system
used. Where applicable, the final
report shall include the number of
animals used, sex, body weight range,
source of supply, species, strain and
substrain, age, and procedure used for
identification.

(8) A description of tLiie ‘asage,
dnsage regimen, route of admimstra-
tion, and duration.

(9) A description of all cirmcum-
stzrices that may have affected the
auniilv or integrity of the data.

(16 The name of the study director,
the names of other scientists or pro-
fessionals, and the names of all super-
visory personnel, involved in the
study.

(11) A description of the transforma-
tions, calculations, or operations per-
formed on the data, a summary and
analysis of the data, and a statement
of the conclusions drawn from the
analysis.

(12) The signed and dated reports of
each of the individual scientists or
other professionals involved in the
study.

(13) The locations where all speci-
mens, raw data, and the final report
are to be stored.

(14) The statement prepared and
signed by the quality assurance unit as
described in § 58.35(bX(7).

(b) The final report shall be signed
by the study director.

(¢) Corrections or additions to a ﬁna.l
report shall be in the form of an
amendment by the study director. The
amendment shall clearly identify that
part.of the final report that is being
added to or corrected and the reasons
for the correction or addition, and_
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shall be signed and aated by the
person responsible.

§58.190 Storage and retrieval of records
and data.

(a) All raw data, documentation, pro-
tocols, specimens, and final reports
generated as a result of a nonclinical
laboratory study shall be retained.

(b) There shall be archives for order-
ly storage and expedient retrieval of
all raw data, documentation, protocols,
specimens, and interim and final re-
ports. Conditions of storage shall mini-*
mize deterioration of the documents
or specimens in accordance with the
requirements for the time period of
their retention and the nature of the
documents or specimens. A testing fa-
cility may contract with commercial
archives to provide a repository for all
material to be retained. Raw data and
specimens may be retained elsewhere
provided that the archives have specif-
ic reference to those other locations.

(¢) An individual shall be identified
as responsible for the archives.

(d) Only authorized personnel shall
enter the archives.

(e) Material retained or referred to
in the archives shall be indexed by
test article, date of study, test system,
and nature of study.

§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 paragraph
(c) of this section, documentation rec-
ords, raw data and specimens pertain-
ing 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 notices of claimed investi-
gational exemption for new drugs
(IND's) or applications for investiga-
tional device exemptions (IDE’s), rec-
ords of which shall be governed 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
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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 completed,
terminated, or discontinued. |

(c) Wet specimens, samples of tést or
control articles, samples of test oy con-
trol article carrier mixtures and spe-
cially prepared material (e.g., histo-
chemical, electron microscopic, blood
mounts, teratological preparation, and
uteri from dominant lethal mutagene-
sis tests), which are relatively fragile
and differ markedly in stability and
quality during storage, shall be re-
tained 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
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 (2) 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.

(f) 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.

(g) 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.

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 genersated 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.

(b) Bhe determination that a non-
clinical laboratory study may not be
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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 results 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 regulatiorns regarding such facil-
ities in this chapter);

(b) The noncompliance adversely af-
fected the validity of the nonclinical
laboratory studies; and

(¢) Other lesser regulatory actions
(e.g., warnings or rejection of individu-
al studies) have not been or will prob-
ably not be adequate to achic.¢ 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 g written notice proposing sthat
the facllity 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 facility. Such order
shall include a statement of the basis
for that determination. Upon issuing a
final order, the Commissioner shall
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 imake 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. -
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§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 determi-
nation that a study may not be consid-
ered 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 regulation to
submit the results of the study to the
Food and Drug Administration.

§ 58.213 Public disclosure of information
regarding disqualification.

(a) Upon issuance of a final order
disqualifying a 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 labora-
tory 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
oonsider whether or not it should
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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 fa-
cility under this subpart is independ-
ent of, and neither in lieu of nor a pre-
condition to, other proceedings or ac-
tions authorized by the act. The Food
and Drug Administration may, at any
time, institute against a testing facility
and/or against the sponsor of a non-
clinical laboratory study that has been
submitted to the Food and Drug Ad-
ministration any appropriate judicial
proceedings (civil or criminal) and any
other appropriate regulatory action, in
addition to or in lieu of, and prior to,
simultaneously with, or subsequent to,
disquatlification. The Food and Drug
Administration may also refer the
matter to another Federal, State, or
local 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 partic-
ular ncnclinical 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 eof 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-
sedrch or marketing permit that has
been submitted to any Bureau of the
Food and Drug Administration
(whether approved or not), it shall
notify that Bureau in writing within
15 working days of the action; the
notice shall include a statement of the
reasons 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.

§58.219 Reinstatement of a disqualified
testing facility.
A testing facility that has been dis-

‘qualified may be reinstated as an ac-

ceptable source of nonclinical labora-
tory studies to be submitted to the
Food and Drug Administration if the
Commissioner determines, upon an
evaluation of the submission of the
testing facility, that the facility can
adequately assure that it will conduct
future nonclinical laboratory studies
in compliance with the good labora-
tory practice regulations set forth in
this part and, if any studies are cur-
rently being conducted, that the qual-
ity and integrity of such studies have
not been seriously compromised. A dis-
qualified testing facility that wishes to
be so reinstated shall present in writ-
ing to the Commissioner reasons why
it believes it should be reinstated and
a detailed description of the corrective
actions it has taken or intends to take
to assure that the acts or omissions
which led to its disqualification will
not recur. The Commissioner may con-
dition reinstatement upon the testing
facility being found in compliance
with the good laboratory.practice reg-
ulations upon an inspection. If a test-
ing facility is reinstated, t. * Commis-
sioner shall so notify the testiz,, 7neili-
tv and all organizations and persons
who were notified, under §58.213 of
the disqualification of the testing fa-
cilityv. A determination that a testing
facility has been reinstated is disclosa-
ble to the public under Part 20 of this
chapter.

PART 71—COLOR ADDITIVE
PETITIONS

3. Part 71 is amended:
a. §71.1 by adding new paragraph
(g), to read as follows:

§ 71.1 Petitions.

. . * - L]

(g) If nonclinical laboratory studies
are involved, petitions filed with the
Commissioner under section 706(b) of
the act shall include with respect to
each nonclinical study contained in
the petition, either a statement that
the study was conducted in compliance
with the good laboratory practice reg-
ulations set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations. -

FEDERAL REGISTER, VOL. 43, NO. 247—FRIDAY, DECEMBER 22, 1974



b. In §71.6(b) by adding a new sen-
tence at the end of the paragraph to
read as follows:

§71.6 Extension of time for studying peti-
tions; substantive amendments; with-
drawal of petitions without prejudice.

* *® ] * L

(b) * * * If nonclinical laboratory
studies are involved, additional infor-
mation and data submitted in support
of filed petitions shall include, with re-
spect to each nonclinical laboratory
study contained in the petition, either
a statement that the study was con-
ducted in compliance with the require-
ments set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations.

L . L r L

Subciwplu 8—Food for Human Consumption
PART 170—FOOD ADDITIVES

4. Part 170 is amended:
a. In §170.17 by adding new para-
graph (c), to reed as follows:

§170.17 Exemption for investigational wuse
and procedure for obtaining authoriza-
tion to market edible products from ex-
perimental animals.

. . *« * -

(c) If intended for nonclinical labo-
ratory studies in food-producing ani-
mals, the study is conducted in compli-
ance with the regulations set forth in
Part 58 of this chapter.

. . * - .

b. In §170.35 by adding new para-
graph (e)(1)(vi) to read as follows:

§170.35 Affirmation of generally recog-
nized as safe (GRAS) status.

L * . * L

(c) s & 8

(1) * & &

(vi) If nonclinical laboratory studies
are iInvolved, additional information
and data submitted in support of filed
petitions shall include, with respect to
each nonclinical study, either a state-
ment that the study was conducted in
compliance with the requirements set
forth in Part 58 of this chapter, or, if
the study was not conducted in com-
pliance, with such regulations, a state-
ment that describes in detail all differ-
ences between the practices used in
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the study and those required in the
regulations.

] L] * LJ L]

PART 171—FOOD ADDITIVE
PETITIONS

5. Part 171 is amended:
a. In §171.1 by adding new parsa-
graph (k) to read as follows:

§171.1 Petitions.
‘. 3 L] L *

(k) X nonclinical laboratory studies
are involved, petitions filed with the
Commissioner under section 409(b) of
the act shall include, with respect to
each nonclinical study contained in
the petition, either a statement that
the study has been, or will be, con-
ducted in compliance with the good
laboratory practice regulations as set
forth in Part 58 of this chapter, or, if
any such study was not conducted in
compliance with such regulations, a
statement that describes in detail all
differences between the practices used
in conducting the study and the good
laboratory practice regulations.

b. By revising § 171.6 to read as fol-
lows:

§171.6 Amendment of petition.

After a petition has been filed,.the
petitioner may submit additional in-
formation or data in support thereof.
In such cases, if the Commissioner de-
termines that the additional informa-
tion or data amount to a substantive
amendment, the petition as amended
will be given a new filing date, and the
time limitation will begin to run anew.
Where the substantive amendment
proposes a substantial change to any
petition that may affect the quality of
the human environment, the petition-
er is required to submit an environ-
mental analysis report pursuant to
§25.1 of this chapter. If nonclincial
laboratory studies are involved, addi-
tional information and data submitted
in support of filed petitions shall in-
clude, with respect to each nonclinical
study, either a statement that the
study was conducted in compliance
with the requirements set forth in
Part 58 of this chapter, or if the study
was not conducted in compliance with
such regulations, a statement that de-
scribes in detail all differences be-
tween the practices used in the study
and those required in the regulations.
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PART 180—FOOD ADDITIVES PER-
MITTED IN- FOOD ON AN INTERIM
BASIS OR IN CONTACT WITH
FOOD PENDING ADDITIONAL
STUDY : »

6. Part 180 is amended in §$180.1 by
adding new paragraph (cX4) to read as
follows:

§180.1 General.

* » *® * -

(‘c) LN ]

(4) If nonclinical laboratory studies
are involved, studies filed with the
Commissioner shall include, with re-
spect to each study, either a statement
that the study has been or will be con-
ducted in compliance with the good
laboratory practice regulations as set
forth in Part 58 of this chapter, or, if
any such study was not conducted in
compliance with such regulations, a
statement that describes in detail all
differences between the practices used
in conducting the study and the good
laboratory practice regulations.

* . * * «

SUBCHAPTER D—DRUGS FOR HUMAN USE

PART 312—NEW DRUGS FOR
INVESTIGATIONAL USE

7. In §312.1 by adding new item 16
to Form FD-1571 in paragraph (a)2)
and by redesignating paragraph
(dX11) as (dX12) and adding a new
paragraph (d)X11), to read as follows:

§312.1 Conditions for exemption of new
drugs for investigational use.

(a) LR N

(2) * &%

Form FD-1571 * * *

16. A statement that all nonclinical
laboratory studies -have been, or will
be, conducted in compliance with the
good laboratory practice regulations
set forth in Part 58 of this chapter, or,
if such studies have not been conduct-
ed in compliance with such regula-
tions, a statement that describes in:
detail all differences between the prac-
tices used in conducting the study and
those required in the regulations.

» - * * *

(d) * & %

(11) All nonclinical laboratory stud-
ies were not conducted in compliance
with the good laboratory practice reg-
ulations set forth in Part 58 of this
chapter, or, if such studies were not
condueted in compliance with such
regulations, all differences between
the practices used in conducting the
study and the good laboratory practice
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regulations were not described in
detail; or

L - * - *

i
i

PART 314—NEW DRUG
Aprucmllons

8. Part 314 is amended:

a. In §314.1 by adding new item 16
to Form FD-365H in paragraph (c)X2),
by redesignating paragraph (IX7) as
(f)(8) and by adding a new paragraph
(fXT) to read as follows:

§ 314.1 Appiications.

* * * - -

(c) * & &

(2) * &%

Form FD-356H-Rev. 1974 ***

16. Nonclinical laboratory studies.
With respect to each nonclinical labo-
ratory study contained in the applica-
tion, either a statement that the study
was conducted in compliance with the
good laboratory practice regulations
set forth in Part 58 of this chapter, or,
if the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
ences between the practices used in
the study and those required in the
regulations.

* * ® - +

(f) % ¢

(7) With respect to each nonclinical
laboratory study contained in the ap-
plication, either a statement that the
study. was conducted in compliance
with good laboratory practice regula-
tions set forth in Part 58 of this chap-
ter, or, if the study was not conducted
in compliance with such regulations, a
statement that describes in detail all
differences between the practices used
in the study and those required in the
regulations.

* * * - *

b. In §314.8 by adding new para-
graph (1) to read as follows:

§ 314.8 Supplemental applications.

* * * - -

(1) A supplemental application that
contains nonclinical laboratory studies
shall include, with respect to each
nonclinical laboratory study, either a
statement that the study was conduct-
ed in compliance with the require-
ments set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail ail differences between the prac-
tices used in the study and those re-
quired in the regulations.
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c. In § 314.9 by adding paragraph (c)
to read as follows:

§ 314.9 Insufficient information in appli-
cation.

» * - * *

(¢) The information contained in an
application shall be considered insuffi-
cient tp determine whether a drug is
safe and effective for use unless the,
application includes, with respect to
each nonclinical laboratory study,

‘either a statement that the study was

conducted in compliance with the re-
quirements set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations.

d. In §314.12 by adding new para-
graph (c¢) to read as follows:

§314.12 Untrue statements in application.

* - - - -

(¢) All nonclinical laboratory studies
contained in the application were not
conducted in compliance with the
good laboratory practice regulations as

‘set forth in Part 58 of this chapter, or,

if such studies were not conducted in
compliance with such regulations, dif-
ferences between the practices used in
conducting the study and the good
laboratory practice regulations were
not described in detail.

e. In §314.110 by adding new para-
graph (a)9) to read as follows:

§ 314.110 Reasons for refusing to file ap-
plications.

(3.) L

(9) The applicant fails to include in
the application, with respect to each
nonclinical laboratory study, either a
statement that the study was conduct-
ed in compliance with the require-
ments set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations,

* * * - ]

f. In § 314.111 by striking the period
at the end of paragraph (a)8), adding
in lieu thereof a semicolon and the
word “or” and adding new paragraph
(a)(9) to read as follows:

§ 314.111 Refusal to approve the applica-

tion.

(a) * ¢ %

(9) Any nonclinical laboratory study
contained in the application was not
conducted in compliance with the
good laboratory practice regulations as

set forth in Part 58 of this chapter, or,
if such study was not conducted in
compliance with such regulations, dif-
ferences between the practices used in
conducting the study and the good
laboratory practice regulations were
not described in detail.

. * * * *

g. In §314.115 by adding new para-
graph (¢)(6) to read as follows:

§314.115 Withdrawal of approval of an

application.
* . -« - .
(c) . &%

(6) That any nonclinical laboratory
study eontained in the application was
not conducted in compliance with the
good laboratory practice regulations as
set forth in Part 58 of this chapter, or
any differences between the practices
used in conducting the study and
those required in the regulations were
not described in detail.

PART 330—OVER-THE-COUNTER
(OTC) HUMAN DRUGS WHICH ARE
GENERALLY RECOGNIZED AS SAFE
AND NOT MISBRANDED

9. Part 330 is amended in § 330.10 by
adding new paragraph (¢) to read as
follows:

§330.10 Procedures for classifying OTC
drugs as generally recognized as safe
and effective and not misbranded, and
for establishing monographs.

* * * * .

(¢) Information and data submitted
under this section shall include, with
respect to each nonclinical laboratory
study contained in the application,
either a statement that the study was
conducted in compliance with the
good laboratory practice regulations
set forth in Part 58 of this chapter, or,
if the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
ences between the practices used in
the study and those required in the
regulations.

PART 430—ANTIBIOTIC DRUGS;
GENERAL

10. In §430.20 by adding new para-
graph (e) to read as follows:

§430.20 Procedure for the issuance,
amendment, or repeal of regulations.

L} L] - L *

(e) No regulation providing for the
certification of an antibiotic drug for
human use shall be issued or amendgd
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unless each nonclinical laboratory
study on which the issuance or amend-
ment of the regulation is based was
conducted in compliance with the
good laboratory practice regulations as
set forth in Part 58 of this chapter, or,
if any such study has not been con-
ducted in compliance with such regu-
lations, differences between the prac-
tices used in conducting the study and
the good laboratory practice regula-
tions shall be described in detail.

PART 431—CERTIFICATION OF
ANMTIBIOTIC DRUGS

11. In §431.17 by adding new para-
graph (j) to read as follows:

§ 431.17 New antibiotic and antibiotic-con-
taining products.

- - * * *

(j) With respect to each nonclinical
laboratory study contained in the ap-
plication, either a statement that the
study was conducted in compliance
with the good laboratory practice reg-
ulations set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations.

Subchapter E—Animal Drugs, Feeds, and
Related Products

PART 511—NEW ANIMAL DRUGS
FOR INVESTIGATIONAL USE

12. Part 511 is amended in § 511.1 by
revising paragraph (bX4xii), to read as
follows:

§511.1 New animal drugs for investiga-
tional use exempt from section 512(a)
of the act.

* * * - *

(b) *« % 2

4)** .

(ii) All labeling and other pertinent
information to be supplied to the in-
vestigators. When such pertinent in-
formation includes nonclinical labora-
tory studies, the information shall in-
clude, with respect to each-nonclinical
study, either a statement that the
study was conducted in compliance
with the requirements set forth in
Part 58 of this chapter, or, if the study
was not conducted in compliance with
such regulations, a statement that de-
scribes in detail all differences be-
tween the practices used in the study
and those required in the regulations.

* L] . » ‘®
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PART 514—NEW ANIMAL DRUG
APPLICATIONS

13. Part 514 is amended:
a. In §514.1 by adding new para-
graph (b)(lz)(iii) to read as follows:

§514.l 1 Applications.

i
*
l

(‘b) s e

(12) ¢ * »

(iil) With respect to each nonclinical
laboratory study contained in the ap-
plication, either a statement that the
study was conducted in compliance
with the good laboratory practice reg-
ulations set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations.

* * * *

* . * * Ld

b. In §514.8 by adding new para-
graph (1) to read as follows:

§514.8 Supplenental new animal drug ap-
plications.

* * * - *

(1) A supplemental application that
contains nonclinical laboratory studies
shall include, with respect to each
nonclinical study, either a statement
that the study was conducted in com-
pliance with the requirements get
forth in Part 58 of this chapter, or, if
the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
ences between the practices used in
the study and those required in the
regulations.

c. In §514.15 by adding new para-
graph (c¢) to read as follows:

§514.15 Untrue statements in applica-
tions.
* * - * *

(¢) Any nonclinical laboratory study
contained in the application was con-
ducted in compliance with the good
laboratory practice regulations as set

forth in Part 58 of this chapter, and

differences between the practices used
in the conduct of the study and those
required in the regulations were not
described in detail.

d. In §514.110 by adding new para-
graph (b)(8) to read as follows:

§514.110 Reasons for refusing to -file ap-
plications.

L J - - ] L]

IOIRE
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(8) It fails to include, with respect to
each' nonclimical study contained in
the applicatfon, either a statement
that the study was conducted in eom-
pliance with the good laboratory prac-
tice regulations set forth in Part 58 of
this chapter, or, if the study was not
conducted in compliance with such
regulations, a statement that describes
in detail all differences between the
practices used in the study and those
required in the regulations.

L . * - -

e. In §514.111 by adding new para-
griph (a)(11) to read as follows:

§514.111 Refusal to approve an applica-
tion.

(a) * & &

(11) Any nonclinical laboratory
study contained in the application was
not conducted in compliance with the
good laboratory practice regulations as
set forth in Part 58 of this chapter, or
any differences between the practices
used in conducting the study and
those required in the regulations were
not®escribed in detail.

* * » * *

f. In §514.115 by adding new para-
graph (b)(4) to read as follows:

§ 514.E15 Withdrawal of approval of appli-
cations.

* - * * *

(b) * ¥ %

(4) That any nonclinical laboratory
study contained in the application was
not conducted in compliance with.the
goad laboratary practice regulations as
set forth in Part 58 of this chapter.
and differences between the practices
used in conducting the study and the
regulations were not described in
detail.

= * * * *

PART 570—FOOD ADDITIVES

14. Part 570 is amended:
a. In §570.17 by adding new para-
graph (c¢) to read as follows:

§570.17 Exemption for investigational use
‘and procedure for obtaining authoriza-
tion to market edible products from ex-
perimental animals.

- * * * -

(¢) If intended for nonclinical labo-
ratory studies in food-producing ani-
mals, the study is conducted in compli-
ance with the regulations set forth in
Part 58 of this chapter.

b. In §570.35 by adding new para-
graph (c)(1)Xvi) to read as follows:
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$570.35 Affirmation of -generally recog-
nized as safe (GRAS) status.
. L] * * *
cw***
(1) L 2R K J

(vi) If nonclinical laboratory studies
are involved, additional information
and data submitted in support of filed
petitions shall include, with respect to
each nonclinical study, either a state-
ment that the study was conducted in
compliance with the requirements set
forth in Part 58 of this chapter, or, if
the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
ences between the practices. used iIn
the study and those required in the
regulations.

* * - ] *
PART 571--FOOD ADDITIVE
PETITIONS

15. Part 571 is amended:
a. In § 571.1 by adding paragraph<®k)
to read as follows:

§571.1 Petitions.
» - - * -

(k) If nonclinical laboratory studies
are involved, petitions filed with the
Commissioner under section 409(b) of
the act shall include, with respect to
each study, either a statement that
the study was conducted in compliance
with the requirements set forth in
Part 58 of this chapter, or, if the study
was not conducted in compliance with
such regulations, a statement that de-
scribes in detail all differences be-
tween the practices used in the study

-and those required in the regulations.

b. In §571.6 by adding the following
sentence.to the end of the section to
read as follows:

§571.6 Amendment of petition.

* * * If nonclinical laboratory studies
are involved, additional information
and data submitted in support of filed
petitions shall include, with respect to
each such study, either a statement
that the study was conducted in com-
pliance with the requirements set
forth in Part 58 of this chapter, or, if
the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
ences between the practices used in
the study and those required in the
regulations.

SUBCHAPTER F—BIOLOGICS
PART 601—LICENSING
16. Part 601 is amended:

- clinical

RULES AND REGULATIONS

a. In §601.2 by revising paragraph
(a) to read as follows:

§601.2 Applications for establishment and
product licenses; procedures for f{ling.

(a) General. To obtain a license for
any establishment or product, the
manufacturer shall make application
to the Director, Bureau of Biologics,
on forms prescribed for such purposes,
and in the case of an application for a
product license, shall submit data de-
rived from nonclinical laboratory and
studies which demonstrate
that the manufactured product meets
prescribed standards of safety, purity,
and potency; with respect to each non-
clinical laboratory study, either a

statement that the study was conduct--

ed in compliance with the require-
ments set forth in Part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regu-
lations, a statement that describes in
detail all differences between the prac-
tices used in the study and those re-
quired in the regulations; a full de-

scription of manufacturing methods;.

data establishing stability of the prod-
uct through the dating period;
sample(s) representative of the prod-
uct to be sold, bartered, or exchanged
or offered, sent, carried or brought for
sale, barter, or exchange; summaries
of results of tests performed on the
lot(s) represented by the submitted
sample(s); and specimens of the labels,
enclosures and containers proposed to
be used for the product. An applica-
tion for license shall not be considered
as filed until all pertinent information

and data shall have been received -

from the manufacturer by the Bureau
of Biologics. In lieu of the procedures
described in this paragraph, applica-
tions for radioactive biological prod-
ucts shall be handled as set forth in
paragraph (b) of this section.

* »* . * *

b. By revising § 601.30 to read as fol-
lows:

§601.30 Licenses required; products for
controlled investigation cnly.

Any biological or trivalent organic
arsenical manufactured in any foreign
country and intended for sale, barter
or exchange shall be refused entry by
collectors of customs unless manufac-
tured in an establishment holding an
unsuspended and unrevoked establish-
ment license and license for the prod-
uct. Unlicensed products that are not
imported for sale, barter or exchange
and that are intended solely for pur-
poses of controlled investigation are
admissible only if the investigation is
conducted in accordance with section
505 of the Federal Food, Drug, and
Cosmetic Act and the requirements set

forth in Parts 58 and 312 of this chap-
ter.

SUBCHAPTER J—RADIOLOGICAL HEALTH

PART 1003—NOTIFICATION OF .
DEFECTS OR FAILURE TO COMPLY .

17. Part 1003 is amended in § 1003.31
by revising paragraph (b), to read a$
follows: !

§1003.31 Granting the exemption.

. * - L *

(b) Such views and evidence shall be
confined to matters relevant to wheth-
er the defect in the product or its fail-
ure to comply with an applicable Fed-
eral standard is such as to create a sig-
nificant risk of injury, including genet-
ic injury, to any person and shall be
presented in writing unless the Secre-
tary determines that an oral presenta-
tion is desirable. Where such evidence
includes nonclinical laboratory stud-
ies, the data submitted shall include,
with respect to each nonclinical study,
either a statement that each study
was conducted in compliance with the
requirements set forth in Part 58 of
this chapter, or, if the study was not
conducted in compliance with -such
regulations, a statement that describes
in detail all differences between the
practices used in the study and those
required in the regulations.

* * * » *

PARY 1010—PERFORMANCE SYA™
ARDS FOR ELECTRONIC PR " .. il
GENERAL

15. Part 1010 is amended:
a. In §1010.4 by adding new para-
graph (b)(1)(ix) to read as follows:

§ 1010.4 Variances.

* * . - -

(b) * & ®

(1) * 5 ¢

(ix) With respect to each nonclinical
study contained in the application,
either a statement that the study was
conducted in compliance with the
good laboratory practice regulations
set forth in Part 58 of this chapter, or,
if the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
ences between the practices used in
the study and those required in the
regulations.

- . . * »

b. In §1010.5 by revising paragraph
(¢)(12) to read as follows:
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§1010.5 . Exemptions for products intended
for United States Government use.

- - * L -

(c) * & %

(12) Such other information re-
quired by regulation or by the Direc-
tor, Bureau of Radiological Health, to
evaluate and act on the application.
Where such information includes non-
clinical laboratory studies, the infor-
mation shall include, with respect to
each nonclinical study, either a state-
ment that each study was conducted
in compliance with the requirements
set forth in Part ‘58 of this chapter, or,
if the study was not conducted in com-
pliance with such regulations, a state-
ment that describes in detail all differ-
2nces between the practices used in
the study and those required in the
regulations.

* . ® * *

Effective date. This rul=e is effective
June 20, 1979,

(Secs. 406, 408, 409, 502, 503, 505, 508, 507,
510, 512-516, 518-520, 601, 70i(a), 706, and
801, 52 Stat. 1049-1053 as amended, 1055,
1058 as amended, 55 Stat. 851 as amended,
59 Stat. 463 as amended, 68 Stat. 511-517 as
amended, 72 Stat. 1785-1788 as amended, 76
Stat. 794 as amended, 82 Stat. 343-351, 90
Stat. 539-574 (21 U.S.C. 346, 346a, 348, 352,
353, 355, 356, 357, 360, 360b-360f, 360h-360i);
secs. 215, 351, 354-360F, 58 Stat. 690, 702 as
amended, 82 Stat. 1173-1186 as amended; 42
U.S.C. 216, 262, 263b-263n).

Dated: December 4, 1978.

DonaLp KENNEDY,
Commissionerof
Food and Drugs.

(FR Doc. 78-35272 Filed 12-21-78; 8:45 am]}
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