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SUMMARY: This document amends
the FDA regulations that set forth
current good manufacturing practice
(CGMP) for human and veterinary
drug products. The amendments
update present regulations in light of
current technology for drug manufac-
turing and delineate requirements
more specifically than do the present
regulations. Although some of the pro-
visions in these amendments represent
requirements not specificall¥ included
in the existing CGMP regulations, in
many instances the revisions are prac-
tices that have been considered implic-
it in the regulations or are at least
considered by most manufacturers to
be desirable- requirements for their
own operations.

Under the Federal Food. Drug, and
Cosmetic Act, a drug is deemed to be
adulterated unless the methods used
in its manufacture, processing. pack-
ing. and holding, and the facilities and
controls used therefor, conform to cur-
rent good manufacturing practice so
that the drug meets the safety re-
guirements of the act and has the
identity and strength and meets the
quality and purity characteristics that
it is represented to have. The regula-
tions are being updated and made
more explicit, and therefore less sub-
ject to varylng interpretations, to
assure that all members of the dru
industry are made aware of the leve
of performance expected of them to be
in compliance with the act.

EFFECTIVE DATE: March 28.1979.

FOR FURTHER INFORMATION
CONTACT:

Clifford G. Broker (HFD-323) (301-
443-5307%. or Robert J. Rice, Jr.,
(HFD-30) (301-443-5220), Bureau of
Drugs, Food and Drug Administra-
tion, Department of Health, Educa-
tion, and Welfare, 5600 Fishers
Lane. Rockville, Md. 20857.
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SUPPLEMENTARY INFORMATION:

als were reviewed and considered in

In the FEDERAL REGISTER of February preparing the final regulations Set

13. 1976 (41 FR 6878). the Commis-
sioner of Food and Drugs proposed to
revise the CGMP regulations, Parts
210 and 211 (21 CFR Parts 210 and
211). issued under section 501(a)c§22(B)
of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 351(a)(2)(B)). to
update them in light of current tech-
nology and to adopt more specific re-
quirements to assure the quality of
finished drug products. Because of the
nature and extent of the proposed re-
visions, the Commissioner allowed
until June 14, 1976, for interested per-
sons to submit comments.

The Commissioner received com-
ments from 168 respondents totaling
approximately 2,000 pages. These com-
ments represent many interests - indi-
vidual consumers; nonprofit institu-
tions or associations: health-care de-
partments of hospitals, colleges, and
universities: State and foreign health-
care organizations; domestic and for-
eign drug manufacturers, repackers.
and distributors; consultants to the
drug industry; drug equipment manu-
facturers; and numerous trade and
professional associations representing
manufacturers, repackers, distributors,
consulting engineers, and profession-
als in the health-care system.

In Cqenera_l, the comments supported
the Commissioner¥ concern for the
availability of uniformly high quality
drug products. Consumers, In particu-
lar, expressed strong support for the
proposed revisions, especially the pro-
visions for expiration dating of phar-
maceuticals. A majority of drug manu-
facturers agreed with many of the pro-
posed revisions, but objected to others.
A few manufacturers objected to most
of the proposal.

The Commissioner is pleased to note
that where differences existed, many
interested persons furnished alterna-
tive wording and justification in sup-
Port of such alternatives. The Com-
missioner has carefully considered
every comment and all suggested al-
ternatives. The final regulation, set
forth below, adopts a number of the
recommendations submitted. Certain
other recommendatlons, not adopted
at this time, may be considered in any
future proposed revisions.

During the past several years, the
FDA has issued a number of FEDERAL
REGISTER  documents relating to
CGMP regulations, specifically Parts
210 and 211. The following summary
will help clarify the status of these
various documents.

1. A proposal on returned and sal-
vaged drug products appeared in the
FEDERAL
§40 FR 2822) and was regrpposed as

211.208 (21 CFR 211.208) in the FeD-
ERAL ReGISTER of February 13, 1976 ($!
FR 6870). Comments on both propos-

EGISTER of January 16, 1975

forth in Part 211 below.

2. A proposal on CGMP regulations
for human and veterinary drugs ap-

eared in the FEDERAL REGISTER of

ebruary 13, 1976 (41 FR 6878). That
Proposa is the basis for the subject

inal regulations and included pro-

posed revisions in §§ 201.17. 207.3,
207.20, and Parts 210 and 211. and rev-
ocation of § 229.25.

3. A final regulation in the FEDERAL
REGISTER of April 23, 1978 (41 FR
16932) amended Part 211 (CGMP reg.
ulations) by eliminating reference to
glass-fiber filters. It, therefore, elimi-
nated the need for further comments
on the FebruarY 13, 1976, proposal re-
garding such filters because all refer-
ences to glass fiber-containing filters
would be deleted from the final regu-
lation.

4. A proposal on CGMP regulations
for large volume parenteral drug prod-
ucts (LVP) for human use was pub-
lished the FEDERAL REGISTER oOf
June 1. 1976(541 FR 22202). The pro-
posal would add a new Part 212. Com-
ments were due by September 29. 1976
and are under review.

5. A request for comments and infor-
mation regardindq small volume paren-
teral drug products (SVP) was pub-
lished in the FEDERAL REGISTER Of
June 1. 1976 (41 FR 222193. and the
time for submitting comments was ex-
tended to October 29,1976 by notice in
the FeDERAL REGISTER of September
10, 1976 (41 FR 38540). Comments are
being reviewed, and a specific proposal
may be published in the future.

The comments and recommenda-
tions regarding the January 16. 1975
and February 13, 1976 proposals, the
April 23. 1976 amendment to the latter
proposal, and the Commissioner? con-
gllfsions concerning them are set out

elow.
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1. CENERAL COMMENTS

1. Many comments were received re-
garding the need for the proposed
changes in the CGMP regulations. A
number of comments from individual
consumers, a State consumer services
organization, and a national associ-
ation of health-care professionals
strongIK fuvored new or revised regula-
tions that would improve the level of
assurance that marketed drug prod-
ucts meet high quality standards,
Many other comments, particularly
from “‘manufacturers and trade associ-
ations, generally supported the desir-
ability of CGMP regulations, but ob-
jected to specific provisions of the pro-
posal and questioned whether a favor-
able cost-benefit ratio justified imple-
menting some of the proposed provi-
sions. But some manufacturers. par-
ticularly smaller firms, objected to the
proposed changes, maintaining that
drug quality would not be improved by
the proposed changes and that the
costs outweigh any benefits.

The need and rationale for an over-
all revision and for specific changes in
the CGMP regulations are discussed
at length in the preamble to the Feb-
ruary 13, 1976 proposal. Briefly sum-
marizing this discussion, the techno-
logical advances and_the general up-
grading of drug quality assurance b
most manufacturers since the CGM
regulations were promulgated in 1983
and last updated in 1971 mean that
the ‘turrent good manufacturing
practice” reflected in the existing reg-
ulatlons are no longer ‘turrent”in
many respects and are not suited to
current manufacturing techniques. In
addition, many requirements prompt-
ed questions about interpretation,
vagueness, and omissions. The propos-
al was intended to solve many of these
problems. Interested persons were
urged to _revlew the proposal carefully,
to 1dentify any areas that might re-
quire clarification or modIflcatton. and
to submit reasoned comments with
suggested alternative language. The
period growdqd for public comment
was 120 days instead of the usual 60
days because of the length of the pro-
posal; the novel, controversial, or com-
plex nature of some of the proposed
Prowsmns; and the desire to give af-
ected persons ample time for revliew
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and preparation of extensive com-
ments. ]

Having reviewed the preamble of the
February 13, 1978, proposal and the
extensive comments, the Commission-
er is satisfied that an updating of the
CGMP regulations is necessary and
desirable. Therefore, most of the Feb-
ruary 13, 1976, proposal has been
adopted, but wlth numerous textual
changes, many of which are based
upon alternative language suggested
in the comments. In evaluating each
comment, the Commissioner consid-
ered whether drug product quality
would be assured, compromised, or un-
affected by the adoption or deletion of
a regulation, as well as whether it re-
flected a current practice in the indus-
try and its benefits appeared to
outweigh its costs. The Commissioner
is promulgating those regulations em-
bodying contemporary practices that
will'maintain or improve the quality of
pharmaceuticals without imposing un-
reasonable or excessive costs or other
burdens on manufacturers. Modifica-
tions were adopted, or decisions were
made not to finalize particular aspects
of the proposal, in order to add flexi-
bility for manufacturers, to relieve or
eliminate unjustified cost burdens, or
to clarify the requirements, without
adversely affecting the best interests
of the consumer. ]

The agency has completed a detailed
cost analysis based on information
submitted by interested persons who
commented on the economic impact
assessment of the proposal. This issue
is discussed in a revised economic
|mr)act assessment available at the
offlce of the Hearing Clerk, Food and
Drug Administration. For the reasons
set forth in the agency3 economic
impact assessment, In is believed that
this final regulation will not cause
major economic impact, as defined by
Executive Order 11821 (as amended by
Executive Order 11949), and OMBCir-
cular A-107.

2. A number of comments said the
proposed CGMP regulations would
impose rigid and inflexible standards
that would curtail progress and_dis-
courage technological” innovations.
Others said the proposed regulations
were so detailed that sound judgment
by the manufacturers and bY inspect-
mngDA investigators could not be
used.

The Commissioner is keenly aware
that the general CGMP regulations
must apply to a wide variety of drug

roducts. Therefore, the CGMP regu-
ations in Part 211 are intended to be
general enough to be suitable for es-
sentially all ru% products. flexlble
enoughto allow the use of sound Judg-
ment and permit innovation, and ex-
plicit enough to provide a clear under-
standing of what is required. The
agency has received numerous inquir-

45015

ies requesting clarification of certain
provisions, and it sought to remove
ambiguities by this revislon. In finaliz-
Ing these revisions, the Commissioner
has considered past. experience, the
purposes of the CGMP regulations,
the need to balance specificity and
clarity with flexibility in attaining
these purposes, and the comments re-
ceived in response to the proposal. A
number of changes have been made in
these final regulations to reflect the
broad applicability of, to allow flexibil-
ity in, and to encourage innovation
within the CGMP regulations. The
agency does intend to issue more spe-
cific CGMP regulations for unique
classes of ﬁroducts as one means of
clarifying these regulations. The Com-
missioner welcomes suggestlons and

etitions from interested persons who
ind deficiencies. excessive burdens, or
inflexibility in these regulations and
who identi¥y innovative and more effi-
cient ways to achieve the goals of
these regulations.

3. A number of comments addressed
the so-called “how to” versus the
‘what” ar%;ljment; that is, the pro-
posed CGMP regulations describe
‘how™ a particular  requirement
should be achieved rather than speci-
fying ‘what” it is that is to be
dchieved. Many comments recom-
mended that the regulations establish
only objectives or specifications and
allow each manufacturer to determine
the best method of attaining the ob-
jective or meeting the specification.
For example, one comment proposed
that FDA require positive identifica-
tion of a person rather than specifyin
that a signature be used-this woul
allow use of other means of identify-
ing a person, such as an identifying
number or initials.

The Commissioner believes that.
with relatively few exceptions, the
CGMP regulations do describe ‘what”
is to be -accomplished and provide
great_latitude in “how’ the require-
ment is achieved. For example, written
records and procedures are required,
but FDA will recognize as satistactory
any reasonable format that achieves
the desired results. Because of the
need for uniformity in certain areas of
the CGMP regulations that have pre-
sented problems in the past, however,
there are some Instances where it is
desirable to specify the manner in
which requirements are to be accom-
plished. In promulgating these regula-
tions, the Commissioner carefully re-
considered the need for such specifici-
t% where it appears and adopted only
those specific requirements that are

fully(gustified.

4. One comment, flled by an FDA
employee, recommended that self-in-
spection and performance auditing
programs within the industry be a re-
quirement under the CGMP regula-
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tions to assure the reliability of drug
products and to prevent release of de-
fective products., .

The Commissioner finds that the
concept of se!f;msgectlon and per-
formance auditing has considerable
merit. THpharmaceutical industry
has made great efforts to develop self-
evaluation programs, frequently using
a team of inspectors composed, at least
in part, of people from outside the
area or firm being audited. The scope,
elements, and intensity of such pro-
grams, however, vary from elaborate

etailed audits to rather superficial in-
spections conducted perhaps once a
year. The agency has considered such
programs in the past, but has conclud-
ed that the essential elements of a
beneficial program have not yet been
sufficiently defined or tested. More-
over, because of the significant impact
that a requirement for self-inspection
would have on the industry and be-
cause only one comment reﬁardmg
self-inspection was received, the Com-
missioner concludes that further
public discussion is desirable before a
specific proposal or regulation is
issued.

5. One comment suggested that a
product defect surveillance and report-
ing system requirement similar to the
system developed and operated by the
United States Pharmacopeia (U.S.P.)
be a part of the CGMP regulations.
The suggestion would require full par-
ticipation by manufacturers, rather
than voluntary participation, in a
system of |_dent|fy|n% defective prod-
ucts, removing them from the market,
and investigating the cause of the
defect. o

The Commissioner notes that the
Dru(t; Product  Defect Reporting
System maintained by U.S.P. is de-
signed to identify drug product com-
plaints from various sources other
than the manufacturer, such as phar-
macies and hospitals, and to facilitate
transmission of this information to
the manufacturer and to FDA. The
value of such a reporting system is in
its broad source of information. The
CGMP regulations in part 211. howev-
er, apply- only to manufacturers of
drug 2products;. Section 211.198 (21
CFR 211.1981 addresses the handling
of reports to the manufacturer about
drug product defects and requires that
manufacturers investigate complaints
that may have a bearing on drug prod-
uct quality. Such information Is sub-
ject to review by FDA.

6. Comments regarding the effect of
these regulations on employee motiva-
tion were received from several inter-
ested persons. While generally approv-
ing the technical aspects of the pro-
posal, these comments expressed con-
cern that employee morale may be sti-
fled because of the ‘tlose supervision”
or “independent verification™ of their
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work mandated by some of the Pro-
posed requirements. The comments
also expressed concern about the
availability of qualified personnel in
the health-care system and the ability
of the industry to attract such quali-
fled persons for relatively unimagina-
tive duties. They suggested that the
use of a different instrument in the
checking procedure would, in some in-
stances. offer a better chance of de-
tecting an error than would a system
that relies_upon independent verifica-
tions by different persons using the
same instrument. )

The Commissioner recognizes that
employee interests and motivation
play a major role in assuring drug
product quality, as described in the
greamble discussion for the proposed

211.25, relating to employee trammP,
for example. Good employee morale
and work motivation are highly desir-
able in any work situation. Because of
potential employee resentment of an
intensive ‘theck system,” the Commis-
sioner has considered alternatives and
the consequences of no independent
verification. The requirement for ver-
ification applies to functions that in-
volve human judgment and conse-
quent%y are susceptible to human
error. The results of such errors, if un-
detected and uncorrected, can include,
for example, improper formulations
and improper release of drug Products
because of incorrect laboratory calcu-
lations. Independent verification is
generally considered a ‘turrent” prac-
tice, not only in the drug industry but
elsewhere, as a way to reduce the risk
of human error. The intent of such a
check is to verify that the procedure
or work was performed. It is a neces-
sary function in the manufacture of
drug products and is already required
in the existing CGMP regulations.
The Commissioner believes that, while
employees may not always welcome in-
dependent verification, most accept it
as a condition of their particular as-
signments. Given the possible serious
consequences of errors, the ‘theck
system” requirement does not seem to
be an unjlu$t|f|ed burden and, if prop-
erly explained, should not be per-
ceived by employees negatively.

The use of separate instruments,
where practicable, as an adjunct to in-
dependent verification by a second
[Ia_erson, is a procedure that has merit.

he Commissioner encourages the use
of such a procedure, but has concluded
that a separate instrument for inde-
pendent measurements would be a
costly and unnecessary requirement in
the CGMP renulations. These regula-
tions separately mandate an equip-
ment calibration and maintenance
program to assure proper performance
and safeguard equipment accuracy.

7. Several comments indicated a gen-
eral interest in bioavailability and

bioequivalence requirements for drug
products. Because of the importance
of bioavailability and bioequivalencc
to safe and effective use of drug Prod-
ucts, these comments encouraged FDA
to issue regulations establishing neces-
sary requirements to assure this tgloe
of product quality as soon as possible.

I'he Commissioner advises that bioa-
vailability and bioequivalence require-
ments for drug products were ad-
dressed in separate proposals pub-
lished in the FEDERAL RecisTER Of
June 20. 1916 S40 FR 26157 and 26164)
and made final in the FEDERAL REGIS-
TER of January 7.1977 (42 FR 16241.

8. Several comments were received
regarding written procedures to de-
scribe specific manufacturing and con-
trol operations. In general the com-
ments agreed that written procedures
were sultable in many instances, but
were not required for every operation
involved in the production and control
of drug products. Specific examples
were cited as requiring excessive and
unnecessary written procedures. The
most common example cited was
§211.67(b), which proposed, in part,
that there be written procedures as
signing responsibility for cleaning and
maintenance and describing in detail
the maintenance and cleaning sched-
ules, the methods, equipment, and ma-
terials to be used, and the methods of
disassembling and reassembling all
equipment used in the manufacture,
processing, packing, or holding of a
drug product. The objection to the re-
quirement of this instance appears to
be in reference to "all" equipment.

The requirement for written proce-
dures is intended to provide additional
assurance of effective communication
of appropriate information from firm
management to line personnel and of
r_e%ular performance of a firm3 estab-
lished programs and procedures. It. is
not enough that employees “know
their jobs.” Key personnel may be
absent without warning; personnel
substitutions involving less experi-
enced employees may be necessary;
and new or revised instructions to em-
ployees must be adequately conveyed
to those who need to know. These situ-
ations are not usual, but may occur
frequentl¥. The most appropriate
method for reliably relating policies
and procedures to those who must
know them is to have them set down
in writing. readily available, and pre-
sented ina manner easily understood.
The Commissioner does not believe
this is a burdensome requirement. The
regulations do not require that a sepa-
rate procedure be written for each and
every individual piece of equipment.
Thus. for example, similar pieces of
equipment that would have the same
cleaning schedule could be considered
together for convenience and would be
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in compliance with requirements of
§ 211.67(b). )

9. One comment suggested that writ-
ten procedures are changed fre(yentl_y
and the regulations make no Provi-
sions for dating the written procedures
and retaining outdated written proce-
dures. The comment pointed out that
the outdated procedures may be of
some value in following up problems
that maK have occurred during the
period that the written procedures
were in effect.

The Commissioner has carefully
considered the merits of this sugges-
tion and concludes that specific provi-
sions for the dating and retention for
all written procedures are not needed
at this time. The refgulathns already
contain this type of requirement for
certain records such as master and
batch production control records. For
other procedures. it is preferable for
each manufacturer to develop his
scheme for dating, r%PIacing. and re-
taining written procedures.

10. One comment recommended that
FDA provide a complete set of correct
model forms for use by individual
firms in their own recordkeeping. The
comment su%gested that the model
forms could be a part of the CGMP
regulations, or FDA could furnish
such information separately.

The Commissioner does not find suf-
ficient need at this time to warrant de-
velopment of such model forms. The
CGMP regulations, as amended, pro-
vide sufficient detail for manufactur-
ers to understand readily what is re-
quired for compliance with these regu-
lations. Because of the broad nature of
the regulations and the wide variety of
manufacturers subject to the CGMP
regulations, the Commissioner is not
convinced that model forms would be
so adaptable as to be useful for a ma-
jority of firms. If, however, future ex-
perience with these CGMP regulations
indicates that model forms issued as
guidelines would be helpful, the Com-
missioner will reconsider the matter.

11. A respondent_suggested promul-
%;atlng the regulations under section

01(e) of the Federal Food, Drug, and
Cosmetic Actf(Zl U.S.C. 371(e)) to give
opportunities for hearings on, and Ju-

icial review of. these regulations
before they take final effect.

The authority to promulgate the
regulations for the enforcement of the
current good manufacturing practice
provisions of the act rests specifically
in section 701(a) of the act. As noted
mgaaragraph 35. Congress voted in
1962 not to require that CGMP regula-
tions be issued under the procedures
set forth in section 701(e) of the act.
The Commissioner could elect to
follow a procedure similar to that in
section_ 701(e) of the act and hold a
legislative type of hearing on Specific
aspects of this proposal under 21 CFR
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Part 15. After an extensive review of
the numerous comments, however, he
has decided that there are no particu-

lar portions of this regulation which

need a further presentation of infor-
mation or arguments. Any interested
person may submit a petition under 21
CFR 10.30 to the Commissioner re-
guesting such a hearing and should
identify with specificity and support-
ing explanations the issues that might
be heard. No such petition will, howev-
er. automatically delay the effective
date of these regulations, as would be
the situation under section 701(e) of
the act; the Commissioner will grant a
del%y only if clearly justified.

12. In referenceto the proposed re-
quirement in §211.184_g{a), that the
rime manufacturer, if known, be
isted, one comment recommended
that the CGMP regulations require
that the name and lot number of the
original manufacturer of the final
drug product be part of the labeling.

The Commissioner recognizes that a
number of interested persons have, at
various times, recommended that the
labeling of drugs (whether bulk or in
dosage form) bear the name of the
manufacturer in addition to the dis-
tributor or repacker or relabeler.
Changes such as this, however, would
have such broad effect and would be
likely to generate such enormous
public and industry interest that the
Commissioner does not believe that
these final regulations are the proper
place to consider them. Moreover.
there are questions concerning the le-
gality of such a requirement bein
adopted under section SOléa (2%18) 0
the act (21 U.S.C. 351(a)(2)(I )). There-
fore, the Commissioner declines to act
on this comment at this time.

I'l. TERM NOLOGY AND LANGUAGE
THESE REGULTI ONS

13. Numerous comments were re-
ceived suggesting changes in language.
grammar. terminology, punctuation,
sentence structure, and other editorial
changes to clarify or improve upon the
requirements as stated in the regula-
tions or to elimlnate redundancies or
inconsistencies. Those proposals that
raised significant policy questions, sug-
gested changes in the substance of the
regulation, or otherwise required, in
the Commissioner3 opinion, a specific
response, are discussed individually
below. Many of the suggested changes.
however, were more editorial and Sty-
listic and do not warrant a detailed
discussion that would double the
length of this preamble.

The Commissioner reviewed each of
these numerous editorial and language
changes to determine whether 1t of-
fered an Improvement in clarity or
definition, eliminated an obvious error
or_redundancy, promoted consistency
with other portions of the regulations,
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or otherwise ldentified textual prob-
lems that were not previously noted
by FDA. Where the proposed alterna-
tive Iangua%e or other-changes sug-
gested by them were superior to the
proposal, they were adopted in sub-
stance or verbatim. Where they did
not offer any improvement, the Com-
missioner declined to accept them.

_14. One comment recommended con-
sistent usage of the words “drug.”
"drug product,” “phase,” “step.”” and
‘Stage.” The comment suggested that
confusion can result from using
‘drug” and ‘drug product” inter-
changeably because, in the technical
literature, the term “drug’ usually
refers to the bulk drug and the term
“drug }I)_roduct"to the finished dosage
form. The comment also pointed out
that the words *phase,” ’steB,”and
‘Stage™ are used interchangeably and
may. in fact, describe different aspects
of a production operation.

The Commissioner finds that Parts
210 and 211, as amended by this order,
use ‘drug” and “drug product’con-
sistently with the definitions in sec-
tion 201(g) of the act and § 210.3(b)(4)
of the  regulations (21 CFR
210.3(b)(4)); that is. ‘drug products™
refers to only finished dosage forms,
while “drug™includes both bulk drugs
and drug products. With regard to the
words ‘phase.” “step,”” and “stage,” he
finds that it is unnecessary to describe
various aspects of a production oper-
ation by using different words that
can have essentially the same meaning
in common usage. Therefore, for clari-
fication, the CGMP regulations are re-
vised to use the word “phase” consist-
ently when describing certain aspects
of the manufacturing operations.

15. A number of comments con-
cerned use of the phrase “to prevent”
throughout the proposed CGMP regu-
lations, The phrase appears in these
regulations to indicate that a_required
procedure must be accomplished, or
accomplished in a manner, to preclude
a resultant deleterious effect, e.g.,
‘containers shall be opened, sampled,
and resealed in a manner to prevent
contamination.” In several instances,
the comments objected to the phrase
as being “too absolute,” stating that
the regulations should allow for vari-
ation from the desired objective on oc-
casion because no firm should be ex-
pected to prevent undesirable occur-
rences 100 percent of the time. The
phrase ‘designed to prevent” was sug-
gested as an alternative. A number of
comments objected to the phrase “to
prevent” when used in conjunction
with written procedures on the basis
that written procedures in themselves
do not prevent anything; they must be
implemented to accomplish the de-
sired objective. The phrase ‘“designed
to prevent” was again suggested as an
alternative phrase.
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The Commissioner believes that it is
not acceptable to. allow deviations
from practices that could result in ad-
verse effects upon the quality of the
drug product. even on oc casi on.The
Commissioner, however, does agree
with the comments“contention that
written procedures must be imple-
mented to prevent anything and has
adoPted the phrase ‘designed to pre-
vent” in the applicable portions of the
final regulations.

16. Several comments objected to
the use of terminology such as “ade-
quate,” “appropriate.” ‘Significant,”
“major” equipment and “long” peri-
ods. The objection is that these terms
lack the specificity needed and will
result in confusion to the manufactur-
er.

The Commissioner has carefully
considered the use of these words and
other words and phrases that imply
absolute requirements in judgmental
matters. Except for the changes noted
in responding to the comments by spe-
cific sections, he concludes that the
terminology is appropriate as set forth
in the regulations. Words such as
“adequate™ and “appropriate” do
permit reasonable, albeit variable, in-
terpretation by reasonable people. but
are necessary and desirable for regula-
tions to have both broad ap(plicability
and flexibility. An overwhelming ma-
jority of those commenting on the
proposal were greatly concerned that
the regulations accommodate the wide
variability of manufacturing and con-
trol systems, In fact, a number of com-
ments recommended additional use of
modifying words such as “appropri-
ate”and "adequate”to carry a sense
of flexibility in the CGMP regulations.

17. Several comments objected to
the use of the word “turrent”in the
title and text of the regulations. Other
comments indjcated that some of the
proposed requirements, such as sepa-
ration of penicillin operation8 in the
production of veterinary drug prod-
ucts and the proposed statistical test-
ing requirements. are not “turrent™
good manufacturing practice for the
industry. Another comment requested
that the term ‘turrent” be defined.
One comment recommended that_the
word ‘turrent”be deleted since it is
obvious that the latest regulations to
be published are current, and there-
fore the use of the word “turrent”is
sugerfluous.

everal of these comments reflect,
the Commissioner believes, a misun-
derstanding rega rdingthe use of the
word ‘turrent.” The act itself, in sec-
tion 501(a )(2 %g[ Bpe cifie that a dru
is deemed adulterated if the methods
used in. or the facilities or controls
used for it smanufacture, processing.
packing, or holding do not conform to
or are not operated or administered in
conformity with ‘turrent” good manu-
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facturing practice to assure that such
drug meets the requirements of the
act as to safety and has the identity
and strength, and meets the guality
and purity characteristics which it
ﬁ)_urports or is represented to possess.

he Congress intended that the
phrase itself have a unique meaning
and that the good manufacturin
practice regulations represent soun
current methods. facilities, and con-
trols for the production of drugs to
assure safety, identity, strength, qual-
ity, and purity of. the product. The
agency determines what constitutes
‘turrent dgood manufacturing prac-
tice" based upon its experience with
the manufacture of drugs through in-
spectional and compliance activities;
upon knowledge gained from review-
ing new drug applications. antibiotic
forms, biological product and estab-
lishment licenses. and other submis-
sions to FDA; and upon consideration
of comments from interested persons
received in response to proposals to
amend CGMP regulations. Although
the practices must be “turrent”in the
industry. they need not be widely
prevalent. Congress did not require
that a majority or any other percent-
age of manufacturers already be fol-
lowing the proposed mandated prac-
tices, as long as it was a current good
manufacturing practice in the indus-
try, i.e., that it had been shown to be
both feasible and valuable in assuring
drug quality.

The ‘accumulated knowledge and ex-
perience of FDA in the area of current
good manufacturing practice is reflect-
ed in a body of information, which
with the exception of trade secrets
and information relating to pending
enforcement actions has long been
available to the public. This body of
information, which is the basis for
agency expertise with respect to cur-
rent good manufacturing practice, is
so voluminous that formal inclusion
into the administrative record of this

roceeding is not practical. Neverthe-
ess. the Commissioner relies on this
body of information in promulgating
this regulation. The following list de-
scribes the information coming to
FDA since active preparation of the
proposal to revise the CGMP regula-
tions began (in late 1974):

(1) FDA investigat9r8 conducted ap-
proximately 20.006 inspections of es-
tablishments in which drugs for
human use are processed. and another
6,000 inspection8 of veterinary drug es-
tablishments. After each inspection.
an FDA investigator filed an establish-
ment inspection report with the
agency. With rare_exceptions (for
cases subject to active law enforce-
ment inveéstigation), these reports are
promptly available as public informa-
tion under FDA$ Freedom of Infor-
mation regulations (21 CFR Part 20).

828 FDA received approximately
1,000 full new drug applications (in-
cluding original submissions, resubmis-
sions. and amendments). 1.500 abbrevi-
ated new drug applications, and 6,900
new animal drug applications. Each
application contains information per-
taining to the manufacturing Process-
es to be used in producing the drug
subject to the application. In addition,
about 10.000 supplements to approved
applications, many relating to manu-
facturing processes. were submitted.

FDA must review and approve these
processes before an application may be
approved. The contents of approved
new drug applications, except those
portions that constitute trade secrets,
are available for publicinspection. (21
CFr 314.14, 431.71, 514.11, and
601.51.) .

(3) FDA monitored more than 1,200
recalls of drug8 for human use and 275
recalls of veterinary products. In each
recall resulting from a product defect.
FDA investigate8 to determine the
manufacturing control problems that
led to the defect. These investigations,
generally embodied in establishment
Inspection reports, are_alsoPublchy
available upon completion of regula-
tory activities.

(4) FDA brought over 500 legal pro-
ceedings-criminal proceedings, sei-
zures, and injunctions-involving
drugs for human use and veterinary
products. Again, in those proceedings
arising from product defects, a full in-
vestigation has been conducted to sup-
port the agency 3 case In addition to
the establishment inspection reports,
testimony, documented evidence, and
court papers are publicly available._

Furthermore, FDA representatives
have participated in numerous activi-
ties-meetings. seminars, and work-
shops (regarding CGMP's, _indust_rx
practices. and agency policies) - wit
organizations such as Parenteral Drug
Association, the Proprietary Associ-
ation, the National Association of
Pharmaceutical Manufacturers, Phar-
maceutical Manufacturers Association,
the Packaging Institute, University of
Wisconsin Industrial Pharmacy Man-
agement Conference, and the Ameri-
can Society for Quality Control. These
activities further contribute to the
knowledge and experience of FDA.
Many of the organizations sponsoring
these activities publish publicly availa-
ble proceedings of these meetings, e.g.,
Journal of the Parented Drug Associ-
ation and Proprietary Association
Manufacturing Controls Seminar Pre-
sentations.

_For ndditionnl information summa-
rizing FDAS activities for the past sev-
eral years. see 1975-1977 Annual Re-
ports and fiscal year 1979 Justification
of Appropriation Estimates for Com-
mittee on Appropriations. (Copies
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have been placed on file with the
offlce of the Hearing Clerk, FDA.1

16. Several comments asserted that
CGMP regulations- must reflect the
‘current” practices of manufacturers
of a particular type of drugs. Others
objected to the absence of findings
sFlecificaIIy supporting the conclusion
that a particular practice was a “tur-
rent” practice of the manufacturers of
a particular type of drug product.
Among the drug products cited as the
appropriate measure for current good
manufacturing practice were veteri-
nary drugs, medical gases, radio- phar-
maceuticals, and cosmetic-type drug
products.

The Commissioner recognizes that
different types of drug products may
require specialized manufacturing and
control procedures or may not be ap-
propriate to the application of certain
Frocedures that are othenvlse general-

applicable to drug products. For
this reason, he has announced his in-
tention to issue specialized current
good manufacturing practice regula-
tions for particular types of drug prod-
ucts and, in fact, has already issued
one such proposal regarding large
volume yarenteral drug products. The
regulations set forth In Part 211 (21
CFR Part 2112 are designed to be ap-
plicable to all drug products in fin-
ished dosage form. They are based on
practices widely used throughout the
industry for manufacture of many fin-
ished drug products. The Commission-
er rejects the idea that FDA must es-
tablish that each CGMP requirement
is a current practice of the manufac-
turers in each subset of drug products
covered by the general requirements
of Part 211. As noted elsewhere in this
preamble, the commissioner has evalu-
ated whether thisrequirement is ap-
propriate for particular types of drug
products in response to specific com-
ments. Where he has found it to be in-
appropriate, he has exempted the
products from the requirement; other-
wise the commissioner has concluded
that all manufacturers of finished
drug products should be subject to the
requirements of Part 211. The Com-
missioner believes this is the only fea-
sible way to approach such general
current good manufacturing practice
regulations. There is no consensus on
the various sub%rou s of finished drug
products, and therefore a requirement
that the currency of practice must be
documented for each subgroup would
ultimately amount to establishing that
it was a current practice by each man-
ufacturer of each drug product, a
burden which would be impossible to
establish and unnecessary for pur-
poses of regulation. Therefore, the
Commissioner rejects these comments.

RULES AND REGULATIONS

1.
MENT OF EXPI RATI ON DATE ON DRUG
PRODUCT LABELS

19. A substantial number of com-
ments objected to the proposed re-
aulrement in § 201.17 that the expira-
tion date appear on the shipping
carton. The majority objected on the
grounds that it Is common practice for
shipping containers to contain differ-
ent drug products or similar drug
products with different expiration
dates. Some_persons recommended
that the expiration date be required
on the shipping carton only when the
carton is for one drug product.

The Commissioner recognizes that
there are valid reasons for comingling
various drug products, or different lots
of the same drug product, within a
single shipping carton. In such in-
stances it may not always be practica-
ble for each different expiration date
to appear on the shipping carton. Be-
cause of significant differences in the
use and labeling of shipping cartons,
the Commissioner concludes that a re-
quirement for the expiration date to
appear on the shipping carton when
such shipping carton is not the imme-
diate container should not be a part of
the regulations at this time, and this
requirement is deleted from § 201.17.
Manufacturers are encouraged, howev-
er, to provide approprlate information
to the extent possible on all shipping
cartons to facilitate handling, reduce
the possibility of mixups, and allow
easy identification of lots that are
being recalled or withdrawn from the
marketplace. ]

20. Several comments were received
regarding expiration_dating of ship-
ping cartons containing radio- phar-
maceuticals. Generally, the comments
were that such drugs usually have sev-
eral separate component parts each
with a different expiration date. One
comment requested an exemption
from the entire section, while another
comment_asked for an exemption for
the shipping carton.
~ The _Commissioner believes that
{201.17, as revised, will accommodate
the special problems encountered in
the handling of radiopharmaceuticals.

21. Several comments suggested that
the heading of this section be revised
by changing the title word from
drugs™ to ‘drug product™ to conform
to the drug product definition in
§210.3(b)(4). . . .

The Commissioner finds that the
word "drugs" in the heading of
$201.17 is more consistent with the
terminology used in Part 201. The
term ‘drug product,” as defined in
§210.3(t_))(43. Is intended specifically
for use in Part 211 to convey a mean-
ing more limited than the general
term ‘drug” as defined in section
201(93 of the act. However, to clarify
that § 201.17 applies to drug products

AMENDMENTS REGARDI NG PLACE-
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under Parts 210 and 211, the final reg-
ulatlon in §201.17 is revised to refer to
both drugs and dru? products.

22. A number of comments recom-
mended that the expiration date not
be required on outer retail package la-
beling, such as display cartons, If the
expiration date appearing on the im-
mediate container is visible.

The Commissioner agrees that it was
his intention to require that the expi-
ration date be visible under usual and
customary conditions of packaging. He
notes that section 201(k) of the act
provides for label information that is
easily legible through the outside con-
tainer or wrapper. Section 201.17 is re-
vised to allow such alternative place-
ment of the expiration date.

23. One comment said the proposed
section does not clearly cover a situa-
tion where the producer does not
package the material in a retail pack-
age, but markets drug products in bulk
containers,

Although the Commissioner believes
that the situation described is covered
by the proposed regulations, the final
regulation as rewritten clearly speci-
fies that when the expiration date of a
drug, including drug products, is re-
quired, it shall appear on the immedi-
ate container. There is no exemption
for drug products in bulk containers.

24. One comment recommended that
§201.17 specifically exclude "wrap-
pers" for individual tablets, lozenges,
and supgos[torles from the require-
ment of bearing an expiration date.

The Commissioner finds that it is
generally understood that protective
wrappers for individual dosage forms
that are further packaged in immedi-
ate containers are not required to bear
an expiration date. Because only one
comment about protective wrappers
was received requesting a statement in
the regulations and no information
was submitted that the issue raised
has actually been a problem, the Com-
missioner concludes that further clari-
fication of this section is not now war-
ranted.

25. Several comments asked about
the acceptability of placing the expira-
tion date on the crimp of the drug
product tube.

Because of the wide variety of avail-
able methods and techniques of apply-
!nfq and presenting expiration dating
information on the immediate contain-
er, the Commissioner has not attempt-
ed to specmcalgl evaluate and list indi-
vidual methods. In general, he finds
that the expiration date should be
readily seen under usual and custom-
ary circumstances. The tube crimp has
been used for placing the lot or con-
trol number (as provided for under
§ 201.100(?(6)) and for placing the ex-
Eiration ate for some products. No

nown problems have been associated
with such information appearing on
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the crimp of the dispensing tube and,
therefore, thia method is an accept
able way to comply with § 201.17.

26. Several comments objectedo
the provisions ir§ 201.17 that when
single-dose containers are packed in
individual cartons. the expiration date
may properly appearon the carton
only. Several respondents noted that
ampules are sometimes removed from
the outer carton, particularly in hospi-
tals. and that valuable information
that is not a part of the immediate
container labeling is lost.

The provision in this section regard-
ing single-dose containers hasbeen in
effect for a number of years and was
based on information that such an
allowance was necessary for single-
dose containers, primarily glass am-
pules, because of technical problems in
labeling glass ampules on a bath-by
batch basis. Some manufacturers are
now placing expiration dates on single-
dose contaners; however, no informa-
tion has been presented that expira-
tion dating for all single-dose contain-
ers, particularly glass ampules, is feasi-
ble. Although the Commissioner rec-
ommend s this activity, it was not his
intent to propose revocation of the ex-
emptions for single-dose containers as
par t of this revision of FDA regula-
tions. Based on the few comments re-
ceived which recommended additional
revisions in this section, th
sioner will not revoke these exemp-
tions at this time, but will consider the
recommendation s for revisions for a
future proposal.

27. Several comments recommended
that for drugs which a  also cosmet-
ics (see also paragraph 42(h)) expra-
tion dates should only be placed on
the shipping carton and outer retail
package because such products are
typicall y puchased by the user with
the outer retail package intact and the
product is consumed in a relatively
short period of time.

The Commissioner advises that
under the interim provisions of
§211.137(f), most of these types of
products will be exempted from the
expiration dating requirements. But
the so-called “drug-cosmetic ” type of
products are not free from stability
problems; therefore, unless such prod-
ucts are stable for at least 3 years, ex-
piration dating is required (see also
Paragraph 353 of this preamble).

I'V. AMENDMENTS REGARDI NG DRUG

LI STING AND ESTABLI SHVENT REG S-
TRATION  REQUI REMENTS FOR DRUG
PRODUCT SALVAG NG OPERATI ONS

28. Several comments suggested that
the word ‘human ”” be inserted be-
tween the words ‘ficensed *” ardbiolo-
gicals" in § 207.3(b) because veterinary
biologicals are regulated by the U.S.
Department of Agriculture.

e Commis-
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The Commisdoner agrees with these
comments and is amending the para-
grag)h accordingly.

29. One comment recommendedthat
the definition of ‘establishment
under §2073(b) he broadened to in-
clude additional categories such as
bulk sales by practitioners, antique
shops, anddealers and trustees han-
dling estate salemand/or bankruptcies.

erwise costs to consumers might be in-
creased. Individual firms are in a
better position to determine the finan-

cial feasibility of a salvaging oper-

ation. The costs of registration, both

to the Government (and the taxpayer)
and to the registrant, are quite insig-
nificant and probably less than the
added costs that would result from the
needless destruction of salvageable

The Commissioner agrees that thesedrug products.

are all examples of establishments
that could engage in drug-salvaging
operations. but believes that the pro-
posed definition of ‘establishment ”is
preferred in order to provide coverage
for any type of establishment that en-
gages in drug, product salvaging oper-
ations, including those identified in
the comment.

30. Two comments suggested dele-
tion of the word ““may” in tlephrase
“may have been subjected to" improp-
er storage conditions in the proposed
§207.3(k) because the statement is too
general and the requirement should
only aﬂply when the drug product has
actua
ditions.

The Commissionermrejects this sug-
gestion because it may not be possible
in every instanceo establish clearly
the exact nature of the adverse cir-
cumstance to which a drug product
has been exposed. Therefore, in some
instances. the salvager may only have
sketchy information aboutmproper
storage conditions. such as unusual
temperatures, and must assume that
such conditions may have occurred in
order to handle the salvaging oper-
ations properly.

31. Three comments concerned the
proposed exemption of drug product
salvagers from drug listing in § 207.20.
Two of the comments recommended
that drug productlists be submitted
prior to salvaging and one respondent
recommended that a drug product list
need not he submitted, but should be
malntained by the salvager.

The Commissioner agrees that an in-
ventory of drugs subjected tosalvag-
ing operations should be maintained,
but does not agree that salvagers
should submita drug list under Part
207 (21 CFR Part 207). To clarify that
an inventory of drugs involved in Sal-
vaging operations shall be maintained.
provisions are added in 9211.208 for
maintenance of records for drug prod-
ucts subjected to salvaging operations.

32. One comment considered the reg-
istration requirement for a drug sal-
vaging firm to be a waste of taxpayers
money and recommended that the re-
cycling of any and all drugs and phar-
maceuticals be prohibited.

The Commissioner disagrees with
this opinion.He does not agree that
drug product salvaging should be pro-
hibited where the integrity of the
drug product is not compromised. Oth-

V. LEAL STATUS G+ CGW
REGULATI ONS

33. Several comments requested de-
letion of the word ‘drugs ’in the title
and insertion of the words “‘drug prod-
ucts ’in order to be consistentvith
the title of Part 211 and the definition
of § 210.3(b)(4) and § 210.1(a).

Part 210 applies to all parts between
Parts 211 and 229. Part 211 deals with
finished dosage forms, but other parts
may not. Therefore, the Commissioner
finds that the more general term
‘drugs applies better to the various
types of drugs that are likely be

y been exposed to adverse con- covered in Parts 211 to 229.

34. A number of comments objected,
on diverse grounds, to use of the word
“minimum ’to describe the require-
ments in these regulations. Several re-
spondents believed that current good
manufacturing practice cannot be con-
sidered in terms of &minimum" be-
cause that implies that firms adhering
to the regulations are then merely at a
threshold level of compliance. Other
respondents suggested that  “mini-
mum" means that normal practices
represent a higher standard and that
there is an implication that the stand-
ards of these regulations fall below an
acceptable level. Some comments rec-
ommended that ““minimum ’ not be
used because no such reference to
CGMP regulations is in the act.

The Comissioner does not agree
with these comments. ThEegislative
history of the Drug Amendments of
1962 shows that section 501(a)(2)(B) of
the act was includedto raise the
standards of drugs manufacturing by
all manufacturers to the level of the
current good manufacturing practice
in the industry. Congressvas quite
concerned about the uneven and some
times unacceptable quality of drug
products from some portions of the
pharmaceutical industry. The purpose
of section 501(a)(2)(B) of the act is to
provide assurance that drug product
quality would not fall below that
which was feasible and available under
contemporary technology. There is no
implication that the standards repre-
sented by these regulations are less
than acceptable or below the indus-
trys’norm. On the other hand, there
is no prohibition in the regulations
against the manufacturing of drug
products using better, more efficient,
and innovative methods. In fact, the
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Commissbner encourages use of such
methods because it benefits the con-
sumer. Although the word “minimum”
does not appear in section 501(a)(2)(B)
of the act, its use is necessary in the
CGMP regulations because of their
binding legal nature (discussed in
paragraph 35); that is, failure to meet
the minimum standards of the regula-
tion results in the product3 being
adulterated.

BINDING DRUG CGMP REGULATIONS

35. Several comments argued that
§210.1 should be deleted because it is
based on the erroneous proposition
that CGMP regulations can be sub-
stantive. The comments urged that
regulations issued under section
501(a)(2)(B) of the act are only inter-
pretive. In support of their argument,
many referred to the legislative histo-
ry of the Drug Amendment of 1962.
One comment stated the following:

Sectlon 501(a)(2)(B) was enacted as part
of the Drug Amendments of 1082. and, as
reported by House Commlttee. those
amendments would have included a provi-
slon empowering the FDA to Issue GMP
re?ulamlons under it formal section 701(e)
rulemaking_ authodty. (H.R. 11581. 87th
Congress. Second Session The House Com-
mittee Report explained: "The promulga-
tion of these regulations would be subject to
0 portunlg for hearing and judicial review.
"hus, Ieg?_ action could be brought against
firms failing to abide by these standards
and against the products they ship.” (H.R.
Rep. No. 2464, 87th Congress, Second Ses-
slon, 2(1962).) The present form of section
501(a) 2)[(8 was first_enacted by the
Senate. The Senate Committee Report
made clear that the provision was Intended
to authorize the FDA to Issue "interpreta-
tlve” regulations that would constitute onlg
rima facie evidence of adulteration. (S.

ep. 1744. 87th Congress, Second Session,
9(1962).) In floor action on September 27,
1062. the House amended H.R. 11581 to be
consistent with the Senate bill. (}1_08 Con-
gressional Record 10018 (daily edition
1962).)

Most of those relying on the legisla-
tive history argument quoted from the
same Senate Commitee Report.

Other comments objecting to FDA%
authority to issue binding CGMP reg-

ulations asser@ thatthe four judicial thorized to issue interpretative regulatiors,
supon notlce and in accordance with the pro-

cedures set forth in sectlon 4 of the Admin-

decisions cited in the preamble to the
February 13, 1978. proposal in fact did
not support that nuthority. One com-
ment reviewed the history of all four
proceedings and concluded:

All  of the cases _ cited by the
Commissloner * * * recognize thaf the
court cannot reach a conclusion contrary to
Congressional intent. In those cases, there
was no clear Congressional Intent and the

courts allowed the FDA to issue substantlve

regulations under section 701(a) of the Act.

The legislative history with respect to the

proposed CGMP regulations is crystal clear
and does not permitthe Commissloner to
issue substantive regulations.

RULES AND REGULATIONS

Because of the fervor reflected by
these objections and because the Com-
missioner foresees identical objections
being made to proposals to issue find-
Ing CGMP regulations for specific
classes of drug products in the future,
the Commgsioner has decided that a
lengthy exposition of the basis for his
concluding that FDA has legal author-
ity to promulgate such regulations is
warranted. The Commissioner intends
that this statement will be definitive,
and he does not contemplate reconsid-
erina the Issue of FDAS legal authori-
ty to issue substantive CGMP regula-
tions in the future unless new materi-
als. not discussed below, are brought
to his attention. The question of
whether a particular regulation should
be issued as binding or interpretive, of
course. may always be raised, and com-
ments on the wisdom of making these
CGMP regulations binding are dis-
cussed in paragraph 36 below in this
preamble.

With regard to the legislative histo-
rF\; of the Drug Amendments of 1962,
the Commissioner finds that none of
the comments provided a complete or
accurate picture of the enactment of
the current section 501(a)(2)(B) of the
act. Because of the emphasis placed by
the persons objecting to ‘Substantive™
CGMP regulations on Congressional
intent, the Commissioner believes a
detailed review is necessary.

On July 19. 1962. the Senate Judici-
ary Committee reported out S. 1552,
the Senate version of what ultimately
became the Drug Amendments of
1962. Section 5 of the July 19 bill
would have amended section 501(a)(2)
of the act to read as follows:

(2)(A) If it has been prepared, packed, or
held under Insanitary conditions whereby it
may have been contaminated with filth, or
whereby It may have been rendered injuri-
ous to hedlth; or (B)if itis a drug and the
methods used in, or the facilities or controls
used for, its manufacture, processing, pack-
agin%, or holding do not conform to current
good manufacturing practicee to assure thnt
such drug meets the requirements of this
Act as to safety and has the identity and

strength, and meets the quality and ~ purity
characteristics, which It purports or is rep-
resented to possess. The Secretary is au-

istrative Procedure Act(5 U.3.C. 1003).
which shall, in any proceeding involving
this paragraph, be prima facie evidence of

what constitutes current good — manufactur-
ing practice.

The accompanying bill report (S.
Rep. No. 174ZE B%h Cong., % Sess.

(July 19, 1962)), described this section
at pags, emghasmng_ that the “Sec-
retary would be authorized to issue in-
terpretative regulations as to what
constitutes current good manufactur-
ing Practice, and these regulations
would be Prima facie evidence in any
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proceeding under this section of the
Food, Drug, and Cosmetic Act.”

On August 3, 1962, President Kenne-
dy submitted a series of amendments
to the Senate Judiciary Committee. In
response to this and to the public con-
troversy then erupting over thalido-
mide, the Committee reconsidered S.
1552 and, on August 21, 1962, reported
out a revised version of the bill. One
change was to reword section 5 of the
bill so that section 501(a)(2) would be
amended to read as follows:

é@(A) if it has been prepared, packed, or

held under insanitary condltlons whereby It
may have been contaminated with filth, or
whereby It may have been rendered injuri-
ous to hedlth; or (B) If It Isadrug and the
methods used in, or the facnltles or controls
used for, its manufacture. processing, pack-
ing, or holding do not conform to or are not
operated or administered in conformity
with current good manufacturing practice
to assure that such drug meetsthe  require-
ments Of this Act asto safety and has the
Identity and strength, and meets the quality
and purity characteristics, which It purports
oris represented to possess.

The Judiciary Committee issued a
second report to explain its proposed
changes in S. 1552 (S. Rep. No. 1744,
Pt. 2, 87th Cong.. 2d Sess. (Aug. 21.
1962)). On pages 3 and 4, it discussed
the revision of section 5 as follows:

The President, in the recommendations
submitted for the consideration of the  com-
mittee with his letter of August 3. 1082. pro-

0sed arevised version  which Included the

ollowing principal amendments tothere-
ported bill:

(1) It proposed to replace the provisons
on regulations with prima  facie evidentiary
effect with a provision that the adequacy of
the quallity controls be determined  "in ac-
cordance with regulations promulgated b
the Secretary on the basis of good™ manuirac-
turing practice" after formal  rulemaking
procedures, i.e., after affording an opportu-
nit)é for hearin%, and for judicial review on
the basis of the hearing record, with respect
to such regulations.

The explanatlon accompanying the
ommendatlons of the President expressed
concern lest the language as tq_ interpreta-
tlve regulatlons with™ prima facie evidentiary
effect nvite endless de novo litigation on
the question of what constitutes a good
manufacturing practice each  time there is
enforcement_action under the new quali
control_provisions. The committee acceded
to the President’s request for  elimination of
the "prima facie" regulatory authority —in
the bill. It felt. however, on balance, “that
there was no need for Inserting provislons
for regulations through forma  rulemaking
on the subject of what |s good manufactur-
ing practice. Section 701(a) (21 U.S.C.
371(a)) now vestsin the Secretary  "authori-
ty to promulgate reggulatlons for the effi-
clent enforcement of this Act.” This permits
the Department to issue such  regulations as
it dedlres and their scope and effect will be
the same as that of other regulations issued
under such general authorlty. Numerous
regulatlons have been issued under section

rec-
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701ﬁa) and have been the subject of consid-
eratlon and appllcatlon in the courts in ac-
tions arising under the varlous provisions of
the act not now subject to formal rulemak-
ing procedures.

During the floor debate on S. 1552
on August 23. Senator Eastland,
Chairman of the Judiciary Committee,
elaborated on the meaning of section
5hOlt()aR|(2) as It would be amended by
the bi

Section 5. as It would read under the
August 20 amendments, isdesigned to
assure that drugs are manufactured accord-
ing to good manufacturi Qg practice. It
would deem a drug to be adulterated and
thus subject to seizure If made under faclll-
ties, methods, or controls that are inad-
equate to assre that the drug meets the
specifications of a quality product. Adul-
teration could aso be found If such faclll-
ties. methods. or controls were not _Oﬁerated
or administered in conformity with good
manufacturing practice. i .

Since the competitive position of responsi-
ble manufacturers depends in large part on
the confidence of the medica professton
and the public, It will be In their own inter-
eat to maintain high standarda of current
good manufacturing practice which will pro-
vide a readily determination basis for en-
forcement proceedings against an?/ substan-
dard operator. The Secretary could use his

eneral rulemaking authorlty under section

01(a) of the act to announce what he, in
the administration of the act, consdered to
be %ood manufacturing practice insofar as
methods, facllltles. controls, and their oper-
atlon and administration are concerned. As
in the case of other regulations, the court in
the final analysis will pass upon the scope
and effectof stich regulations. (108 Cong.
Rec. 16303-4 (Aug. Z23. 1962).)

Senator Kefauver concurred in this
change, stating, “This provision has
been strengthened considerably in
comparison to the bill which was re-
ported Jn July.” (Id.. at 16306-7).

The Commissioner thus concludes
that when It unanimously approved S.
1652 on August 23, 1962, the Senate
obviously believed that the problem
identified by the President--"endless
de novo litigation* * * each time
there is enforcement action” had
been resolved. The Senate must, there-
fore, have intended that regulatlons
Jssued under sectlon 501(a)(2)(B) of
the act be more than merely prima
facie evidence of what constitutes cur-
rent good manufacturing practice. i.e,,
that they be given at least the same
force as any other regulation Issued
under section 701(a) of the act. He
also finds that the statement relied
upon by most comments as proof that
only interpretlve regulations could be
issued appeared in the first Senate
Report and was explicitly reversed in
the second Senate Report.

One month later, the House Inter-
state and Foreign Commerce Commit-
tee reported out H.R. 11581, the House
bill that preceded the Drug Amend-
ments of 1962. (H.R. Rep. No. 2464,
87th Cong.. 2d Sess. (1962)). Section
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101(a) of thisbill proposed to amend
f<Je|c|:t|on 501(a)(2) of the act to read as
ollows:

é@(A) if 1t has been prepared, packed, or
held under unsanitary conditions whereby It

may have been contaminated with filth. or
whereby it may have been rendered injuri-

ous to health; or (b) if Itis a drug and the
methods used in, or the facilities or controls
used for its manufacture, processing. pack-
ing, or holding do not conform to or are not
operated or administered in conformity
with current good manufacturing practice
(esdetermined in accordance with regula-
tions promulgated by the Secretary) to
assure that such drug meets the requlre-

nesof thisAct asto safety and has the
identity and strength, and meets the quality

and purlty characterlstlcs, which It purports

or is represented to possess.

In addition. paragraph (b) of section
101 would have amended sectlon
701(e) of the act to provide that regu-
lations under section 501(a) would be
issued by forma rulemaking proce-
dures (rather than the Jnformal proce-
dures under sectlon 701(a) of the act).
~ The Committee Report accompany-
ing H.R. 11681 explained this provi-
sion as follows (H. Reg. 2464, 87th
Cong., 2d Sess. 2 (Sept. 22.1962)):

Section 101 of the reported bill would
amend section 501(g)(2) [sic] of the Federal
Food, Drug, and Cosmetla Act to deem a
drug to be adulterated If the methods. faclll-
ties or_controls used in its manufacture,
Proc ng. packaging. or holding fail to con-
form to, or are not operated or administered
in conformity with, ec?'OOd manufacturing
practices as determined in accordance with
regulations to beissued \}% the Secretary of
Health, Education. and Welfare whichare
designed to assure that the drug is safe and
has the identity and strength and meets the
quality and purity characteristics which It
purﬁorts or larepresented to possess* * *

The promulgatlon of these regulationa
would besubjectto (_?pportumg( for hearin
and judiciareview. Thus, lega action could
be brought againsfirmsfalling to abide by
these standards and against the products
t h ey shp.

The House of Representatives de-
bated H.R. 11581 on September 27,
1962. Congressman Schenck offered
several amendments that day, one of
which would delete the parenthetical
element in section 101(a) and all of
section 101(b), from the bill. He ex-
plained this amendment  as follows:

My amendment to sectlon 101 of thkill,
which was approved by the commttegro-
vldes simply that the drug will dedsic: be
deemedl to be adulterated and subject to
seizure If the methods. facllltles. or controls
used in the manufacture of the drug do not
conform with current good manufacturin
practice, as determined In accordance witl
regulations promulgated by the Secretary.

he purposeof this Prov don istoenable
the Secretary to require alcompaniespro-
ducing drugs to observe thbighstandards
that are now followed by the better manu-
facturers. Itisintended that the Secretary
regulatlons will definginimum  standards
of goodmanufacturing practice, rather than
setting forth anexclusivemethod by which

some particular drug product may be made.
Manuracturers whose methods, tacllltles,
and controls exceed the minimuratandards
will not be required to lower their own
standards, so long as they can show that
their own practiCes meet or exceed these
minimum reguirements. o
The principa purposef the provision is
to assure that the same high manufacturing
standards are followed in making so-called
old drugs that tke law now requiresinthe
making of so-callednew drugs. Before any
manufacturer la permitted to make a new.
drug he must file complete details of his
manufacturing process with the Food and
Drug Administration. It is not intended that
the regulations issued undesection101  will
applyto the manufacturer of new drugs in-
sofar as the methods, facllltles, or controls
used in makln%th&ee new drugs but that
the Food and DrugAdministration  will re-
quire that such drugs meet the requlrement
of thisact as to safety, and has the Identity
‘and meetsthe quality and purity character-
isticswhich It purportsor s represented to
possess. .
The committee adopted an amendment
which would make the forma rulemaking
rocedures of sectlon 70_1((2 of the Federal
ood, Drug, and Cosmetic Act applicable to
regulations referred to whichmay be made
pumuant to the above amendment.

| am opposed to the amendment in section
101(b) of the bill which would _require the
Secretary to hold a formal hearing under
section 701(e) of the Federal Food, Drug,
and Cosmetic Act in order toissue regula
tions as to what constitutes ‘current good
manufacturler&gb practice.’ | favor the  ap-
proach adopted by the Senate under  which
this determination is made pursuant to  sec-
tlon 701(a) of the act. This procedure per-
mits the Secretary to issue such regulatlons_
as hedesiresand thelr  scope and effect will
be the same as that of other regulations
issued under such general authority. This
rocedure is more flexible. Numerous  regu-
ations have been issued under  this sectlon
and they have been the subject of consider-
atlon and appllicatlon in the courts in ac-
tions arising under the various provlsons of
the act not now subject to formal rulemak-
ing procedures. 3108 Cong. Rec. 19895-6
(Sept. 27, 1962).)

The Schenck amendment was con-
curredin by Congressman Harris,
Chairman of the House Commerce
Commfttee, who observed that the
amendment "is taken, in part, from
the Senate bill, S. 1552 * * * The gen-
tleman from Ohio [Mr. Schenckl has
advised me of the need not to tie this
provision in with  section 701(e) * * *'
108 Cong. Rec. 19016 (Sept. 27, 1962).
The amendment was agreed to and, as
approved by the House of Representa-
tives. the legisiation would amend sec-
tlon 501(a)(2) to read:

e(lzc}(A) If it has been prepared, packed, or
held under unsanltary conditions whereby It
may have been contaminated with filth, or
whereby It may have been rendered injuri-
ous to health; or (B) If It isadrug and the
methods usadin. or the facilities or controls
used for, its manufacture, processing. pack-
ing, or holding do not conform to or are not
operated or administered in  conformity
with current good manufacturing practice
to assure that such drug meets the require-
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ments of this act as to safety and has the consisting of adequate and well-con- drugs. The deluge of litigation that would
identity and strength, and meets the quality trolled studies.” The second regula- follow If me-too” drugs and OTC drugs had
and purity characte risticayhich It purports tion. now codified in 21 CFR 314.200, to receive de novo hearings in the courts
or is represented to possess. contained standards for FDA to deter- Would inure to the interests of manufactur-

L . . ; : ers and merchants In drugs, but not to the
The Commissioner finds from this mine whether a request for a hearing {80 "({“IF¢ bublic that Congress  was

history thnt the House of Representa- on the denial or withdrawal of approv-" anious to protect by the 1062 amendments.
tives believed that CGMP regulations @l of a new drug application (NDA)  as well as OTC drugs and drugs covered by
would have the same legal status as Presented a genuine and substantial the 1072 [Drug Listing] Act. We are told
other FDA regu|ati0nsl and moved to ISSue of fact. At stake in the case of that FDA Is incapable of handling a case-
revise language to conform to S. 1652, Weinberger v. Hynson, Westcott and  load of more than perhaps 10 or 15 de novo
as passed, solely to eliminate the re- Dunning, Inc., 412 U.S. 609 (1973). was judicial proceedings In a year. Clearly. If
i ' i hether an applicant was entitled to a FPA were requiredto litigate, on a case-by-
quirement that' CGMP regulntions be W C .app L caee basis, the new drug’ status of each
issued pursuant to the formal rule-  full evidentiary hearing on the agﬁ"gV' drug now marketed, the regulatory scheme

making procedures of section 701(e) of ability of its product, and at suc of the act would be severdly undermined, if
the act. hearing could offer whatever evidence not totaly destroyed. Moreover, a case-by-

Because there was no difference be- it felt met the statutory standards of case approach is Inherently  unfair because
tween the House and Senate bills inso- effectlve_riesg, or Whet_h%a FDA could | It requires compliance by one manufacturer
far as the amendment of section summarily deny or withdraw approval W '’ € fis Compeitors marketing simitar
501(a)(2) of the act was concerned, it of the NDA because the agency found drugs reman free to violate the Act u!.
was not a subject of the Conference  that the applicant”s evidence hid not  In a third case deciatthet the same
Report (H. Reo. No. 2526. 87th Conn. Meet the standards in the regulations time, Ciba Corp. v. Weinberger, 412
2d Sess. (Oct. 3. 1962)), nor was it  for evidence of effectiveness, Manufac- U.S. 640 (1973). the Court sad (id. at
modified or debated further by either turers contended that FDA”s regula- 643-4) that “the definition of new
the Senate or the House when each tions could not serve as the basis for drug as used in sec201(p)(1 in-_
voted to approve the Drug Amend- ~ denying them a full evidentiary hear- yolves a determination of technical
ments of 1062 (on October 3 and 4.  ing under section 505 of the act. The and scientific questions by experts.
1562, respectively). agency believed that the regulations  The agency is therefore appropriately
Based on this complete review of the Were a reasonable method of screening the arm of Government to make the
legislative history of section out unnecessary hearings and thereby threshold determination of the issue
501(a)(2)(B) of the act, the Commis- Managing an otherwise overwhelming of coverage* * *”
sioner concludes that there is no sup- Workload. The Supreme Court con- The Commissioner notes that even
ort for the pr%position that Congress cluded _thhqt b%th of Ehe _reguflaﬂoné prior to these rulings, most major
ntended that CGMP regulations were within E:I e authorit 00 t ef %m- manufacturers of OTC drugs had rec-
should be merely interpretive. At the mltssmgetrhun fer Sle;%'g\n Ild(a) E[’ the  ognized the reasonableness as well as
least, Congress wanted CGMP regula- aCDA%n L here oref i cou ach ON  legal propriety of the OTC review as a
tions to have the same force and effect [\ 241 W'% Plué% atiero thd PO g mechanism within the authority of
as other regulations issued under sec- evidence failed to satisfy the "€9" section 701(a) of the act to classify

tion 701(a) of the act,. (See the second ulations. It said (id. at 622): drugs as “new” or “not new.” Indeed,
Senate Report and Rep. Schenck”s de- The standard of well-controlled inves tiga - for over 5 years now, these firms have
scription of his amendment, above). tionsparticularized by the Regulations isa been participating in this review, and

To the extent that a stronger Congres- protecti vemeasure designed to ferret out the Commissioner expresses his grati-
sional mandate can be gleaned from those drugs for which there Is no affirma- tude for this cooperation.

: tive, reliable evidence of effectiveness The .
the various reports. amendments, and drug manufacturers have full and precise Subsequent to these rulings by the

debates, it apBears that binding stand- ,/ce of the evidence they must present  to highest Federal court, another case
ards were to be issued by FDA'and  sustain their  NDA's and under these cir- arose over the issue of whether FDA
issued through the less cumbersome  cumstsnces we find the FDA hearing regu- could promulgate regulations under
notice and commentule making pro- lations unexceptionable on any statutory or section 701(a) of the act that repre-
cedures of section 701(a) of the act ~ constitutional ground. sented binding rules relating to pre-
rather than the more complex section  The Supreme Court, in this and re- scription drugs under secSOg(b) of
701(e) mechanism. Therefore, the lated cases, discussed FDA”s authority the act. The specific is was whether
Commissioner rejects the argument  to determine whether a drug was a =~ FDA could, by regulation, declare
that § 210.1 exceeds the authority con- “new drug” under section 201(p) of  products containing more tcertain
ferred b¥ Congress_under sections  the act (and thus subject to the re-  amounts of vitamin A or D to be pre-
501(a)(2)(B) and_701(a? of the act. quirements of section 505 of the act). scription drugs. The opponents of the

_With respect to judicial interpreta- It described favorably the revliew of = regulation, in an interesting parallel to
tions of FDA”s authority to issue sub- gver-the-counter (OTC) drugs under the comments on the CGMP regula-
stantive rules, the Commissioner be- the procedures set forth in 21 CFR  tions, argued that only regulation is-
lieves that the cases cited in the Feb- 330.10. by which OTC drugs are being suable under sect701(eof the act
ruary 13, 1976 preamble and decisions classified as “new” or “generally rec- procedures could be binding and that
handed down since February 13. 1976 ognized as safe and effective and not the legislative history of sect5035£))
are directly relevant to, and further misbranded,” the latter not subject to of the act demonstrates that FD
support, his conclusion that CGMP the new drug provisions of the act.  could issue only interpretive regula-
regulations can be issued as binding These procedures were also promul-  tions. The Unifed States Court of Ap-

standards. 9ated under the authority of section peals for the Second Circuit rejecte

_In 1973, the Supreme Court re- 01(a) of the act. The Court stated, in these contentions in  National Nutri-
viewed the legality of two interrelated ~ Weinberger v. Bentex Pharmaceuti- tional Foods Ass'n v. Weinberger, 512
FDA regulations. One, now codified in  cals, Inc., 412 U.S. 645.653 (1973) that: F.2d 688 (1975). It stated:

gg_tglllzthglsl(lzljé%l]t-gﬁ)c@)rlaiil: fﬂg%gt the We think that it isimplicit in the regula- We have come recogniz that, If the ad-

bl IC P p tory scheme, not spelled out in haec verbs, ministrative process is to be practicablgf-
Commissioner believed are part of the 4 FDA has jurisdicti onto  decide with ad-  fectlve , specifiaregulations promul gated
requirement in section 505¥d) of the  ministrative fina lity, subject to the types of  pursuant to genera Statutory delegation  of
act that the effectiveness of a drug be judic iareview provided. the ‘new drug’ authority must be treated as  authoritative,
demonstrated by "substantial evidence status of individual drugs or classes of whether labeled  "substantive" bimterpre-

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



45024

tive"especially in areas where the agency
possesses experti se not shared by the
courts. In the event its views are unlikely to
be distributed by the court In an enforce-
ment proceeding 1. Whatever doubts
might have been entertai nwdegardi ng the
FDA's pOwWer under §701(a) to promulgate
binding regulations were dispelled by the
Supreme Courts recent decisionsin Wein-
berger v. Hynson, Westcott, & Dunning *1\
and its companion cases * |, (Id. a.696).

* * * * *

Surely an agencywhich possess the power
to determi @ administratively what prod-
ucts are “new drugs’ has the authority to
decide what products are "prescription
drugs’. (Id. at 699).

The decisions in the National Nutri-
tional Foods, Hynson, Bentex, and
Ciba were cited by the Commgsioner
because he believes that they conclu-
sively rule that regulations issued
under section 701(a) of the act are
binding and that the justifications for
issuing substantive regulations in
other areas are directly applicable to
CGMP regulations. Similar to the
Court? observations in Hynson quoted
above, the statutory standard of “tur-
rent good manufacturing regulations”
can and should be particularized as a
protective measure to identify those
manufacturing practices which. are at
a minimum necessary to assure drug
quality. The drug manufacturers have
full and precise notice of the CGMP
requirements they mus fulfill to sus-
tain the acceptability of their products
under section 501(a)(2)(B) of the act,
as the Commissioner noted in the Feb-
ruary 13. 1976. preamble. Substantive
regulations also provide greater cer-
tainty about the agency3 expectations
because, in promulgating such regula-
tions, the agency must carefully dis-
tinguish standards it seriously intends
to enforce from those it §ind desirable
but not essential.eTh Commissioner
also stated in the 1976 proposal that
binding CGMP regulations would
assist courts and expedite enforcement
proceeding under the act. o

As with “new drug’ determinations
discussedn Bentex, if each CGMP re-
guirement has to recaie a de novo
hearing in each and every enforce-
ment proceeding, the burden of litiga-
tion that would result would not be in
the public interest, nor would it be
ecujltable to competing manufacturers
who where not involved in such litiga-
tion. President Kennedy and the
second Senate Report made the same
arguments in deleting the reference to
interpretive regulations from S. 1552.
The agency Isa avoided this problem
over the last several years because
agency priorities have been concen-
trated in areas other than drug CGMP
enforcement; it is not anticipated that
this allocation of resources will contin-
ue indefinitely and, with the issuance
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of these regulations more regulatory (D.D.C. April 14; 1976). afftl sub nom.

proceedings are probable.

In Ciba, the Court noted the techni-
cal and scientific expertise appropriate
for at least the threshold determina-
tion of “new drug’’status. The Com-
missioner believes that determination
of what is ¢h “turrent good manufac-
turing practice”’in the drug industry
also requires technical and scientific
expertise, as well as a unique ability to
obsere the entire mdust(l;y. These
CGMP regulations were developed
with the participation of pharmaceuti-
cal chemists employed by FDA, indi-
vidua qualified by formal training as
well as by valuable experience in re-
viewing the good (and bad) current
(and past) production and control
techniques set forth in original NDA's
and abbreviate NDA's supplemental
applications. antibiotic certification
forms, biological establishment and
product licenses, new animal drug ap-
plications, and proposed and final
compcndial standards. In addition.
FDA investigators who conduct and/or
review inspections of manufacturers
under the act also participated in pre-
paring this document. Although, as
one comment noted, FDA does not
manufacture drugs, it does not follow
that FDA cannot determine current
good manufacturing practice for
drugs. On the contrary, FDA may be
uniquely able to do so, because it and
it alone has had access to the facilities
and records of every manufacturer of
pharmaceutical in this country.
Given the fact that many production
and control processes are considered
by individual firms to be trade secrets,
it is unlikely that competitors or inde-
pendent private third parties such as
compendial authorities have the same
ability as FDA to discover what non-
public practices other than their own
aredcurrent and which of these are

ood.

‘ Subsequent to the February 1976
proposal, other courts have considered
and affirmed FDA% authority to pro-
mulgate binding of substantive regula-
tions pursuant to section 701(a) of the
act. See, e.g., Cosmetic, Toiletry and

Fragrance Association v. Schmidt, 409
F. Supp. 57 (D.D.C.. Feb. 3, 1966).
appeal docketed No. 76-1242 (D.C.
Cir., Feb. 5. 1976) (regulation requiring
warning labels on aerosollzed prod-
ucts, issued under sections 201(n),
602(a). and 701(a) of the act. upheld:
American Frozen Food Institute v.

Mathews, 413 F. Sugp. 548 (D.D.C.
March 30 1976), aff d sub nom Ameri-
can Frozen Food Ingtitute v. Califano,

555 F.2d 1059 (D.C. Cir. May 12. 1977)
(regulations establishing common and
usual names for nonstandardized
foods, issued under sections 403(i) and
701(a) of the act, upheld); National
Confectioners Ass'n v. Mathews, CCH

Food. Dryt & Cos. L. Rep. 38.062

National Confectioners Ass'nv. Cali-
fano, Docket No. 761617 (D.C. Cir.
Jan. 20. 198 (CGMP regulations for
cocoa products and confectionery re-
lating to to coding on finished prod-
uct packages and shipping containers
and to distribution records of lots,
issued under sections 502&254) and
701(a) of the act, upheld); eration
of Homemakers v. Schmidt, 385 F.

S%)p. 362 (D.D.C 1974), aff 4 539 F.2d
740 (D.C. Cir. June 10. 1976)(regula-
tion establishing requirements for
“imitation” foods, issued under sec-
tiors 403(c) and 701(a) of the act,

upheld) Almay, Inc. v. Weinberger,
417 F. Supp. 768 (D.D.C. June 30.
1976), revd on the grounds, No. 76-

178 (D.C. Cir Dec. 21. 1977 authori-
ty to issue regulation regarding label-
ing and supporting evidence of cosmet-
ics claiming to be "hypoallergenic,”
under sectiors 301(b),602 @ and (b)
and 701(a) of the act upheld); United
States v. Nova Scotia Food Prod
Corp., 417 F. Supp. 1364 (EDNY.
Aug. 17.1976), revtl on the grounds,
No. 76-6169('d Cir. Dec. 15, 1977)
(CGMP regulations regarding brining
and heatln% of fish in the Production
of smoked fish may be promul%ated
under sections 402(a)(4)and 701(a)of
the act). The Commissioner notes that
two of the cases dealt specifically with
the validity of CGMP regulations
issued under the statutory standards
relatingto adulterated foods, which do
not explicitly refer to_‘turrent good
manufacturing practice.” It would
indeed be anomalous that those regu-
lations could be issued as legally bind-
ing if regulations amplifying section
501(a)(2();(B¢ouId not be.

The Commissioner intepretsmuch
of the concern over FDAS authority
to issue binding regulations as reflect-
ing a belief that the CGMP regula-
tions can be arbitrary, need not be
based upon actual current practice,
and may exceed what is necessarily
“good” for drug quality. There also
seems to be a belief that binding regu-
lations cannot be changed and are
beyond review by the courts. These
perceptions are in error.

The Administrative Procedure Act
clearly provides that regulations
whichare arbitrary or capricious ma
be overturned by a reviewing court.
U.S.C. 706. The legislative history of
section 501(a)(2)(B) of the act and
cases involving enforcement of CGMP
regulations, e.g., United States v. An
Article oj Drug " White Quadri-
sect”, F.2d 748 (7th Cir. 1973)) es-
tablished that the regulations must be
based on current industry practice, al-
though not necessarily on the pre-
dominant practice in the industry.
The agency is directed to consider the
current “good” practices. In determin-
ing current practice, the agency has

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



relied upon the knowledge and exper-
tise of FDA staff developed from the
review of NDA's and ANDA's antibiot-
ic certification forms, biological li-
censes, and compendial standards sub-
mitted to the agency, and from estab-
lishment inspections made during the

RULES AND REGULATIONS

FDA would discouragdnnovation and
development of new procedures which
might increase the assurance of prod-
uct quality. The comments obljected to
the presumption that would follow
from a technical violation of the
CGMP regulations that the product

last half decade. A *“good”™ practice was was therefore adulterated and that in-
included in these re(%ulatlons only if it dividuals. under the legal doctrine of
u

is feasible for manufacturers to ‘imple-
ment the practice, if the practice con-
tributes to assuring the safety. quality.
and purity of the drug product, and i
the value of the contribution or added
assurance exceeds the cost. in terms of
dollars and/or other burdens. of im-
prlementmg_ or continuing the practice,

he Commissioner does not believe it
is legally required that, in addition to
reliance upon agency expertise, he
must include in the record specific ex-
amples of each practice mentioned in
these regulations. )

_Regarding judicial review of regula-
tions, the Commissioner notes that
such review is assured by the Adminis-
trative Procedure Act whether the reg-
ulations are deemed interpretive or
substantivee. Judicial review is availa-
ble in any enforcementproceeding
brought against a Ppartlcular manufac-
turer or product. Pre-enrorcement
review is also available. Abbott Labora-
tories v. Gardner, 387 U.S. 136 (1978).

Thus, the Commissloner believes
that the fears that substantive, bind-
ing CGMP regulations somehow de
prive individuals of legal protections
are unfounded. o

As noted at the outset of this discus-
sion, the Commissioner does not
intend in the future to reconsider the
legal authority of FDA to promulgate
binding CGMP regulations under sec-
tion 701(a) of the act, unless new ma-
terial, not discussed above, is present-
ed lo him that raises substantial doubt
as to the correctness of the analyses
and conclusions he set forth above.
For reasons discussed in this para-

raph and in paragraph 36 below, the

ommissioner has also decided that
these CGMP regulations shall be
issued as binding. The Commissioner
advises that any person who still ques-

tions FDA”s authority to do this is wel-

come to seek prompt pre-enforcement
judicial review of this authority.
36. A number of comments suggest-

strict criminal liability under the Fed-
eral Food, Drug, and Cosmetic Act,
were criminals responsible for these
violations. Binding regulations would.
in their opinion, provide the agency no
flexibility for discretion in enforce-
ment of the act. Finally, the com-
ments objected that there was no need
for binding regulations because there
were only a few large pharmaceutical
manufacturers involved in production
of most drugs; because these were sub-
ject to frequent inspections by FDA,;
and because in the Past, these firms
had been subject to few problems, few
recalls, and rare legal proceedmc};_s.
This history suggested that most firms
were in substantial compliance with
the regulations regardless of whether
they were classified as substantive or
interpretive.,

The Commissioner has evaluated
these objections and found that, al-
though some have merit, none is so se-
rious as to outweigh the benefits from
making CGMP regulations binding.
Recognizing the diversity of manufac-
turing and control procedures, the
Commissioner has endeavored wherev-
er possible to state CGMP regulations
in the terms of objectives to be at-
tained, rather than methods of attain-
ing such objectives. Procedures have
been specifiedonly where essential to
assure product quality under the act.
Thus, these regulations provide flexi-
bility to manufacturers to select the
methods and processes that will be
most suitable to the products and op-
erations of the individuafirms. This
flexibility should also permit the de-
velopment of novel approaches to at-
taining the same objectives. In those
few cases where precise procedures are
set forth in these regulations. individ-
uals who believe that alternative
mechanisms may also be acceptable
are invited to petition the Commis-
sioner to amend the specific regulation
to permit such alternatives.

ed. in effect, that whether or not FDA As discussed in paragraph 35 of this

could lawfully issue “binding” CGMP
regulations, it would be unwise for the
agency to do no. These individuals
cited the complexity and variability of
manufacturing control processes, em-
Bhasmng the variety of options availa-

reamble, the Commissioner does not

elieve that FDA lacks sufficient ex-
pertise to develop and promulgate
CGMP regulations and advises that
the ﬁubllc procedures for commenting
on these proposed CGMP regulations,

le and the need for freedom of choice together with the opportunity to peti-

among these options by various manu-
facturers dependm(}}1 on cost and tech-
nological factors. They further com-
plained that FDA lacked the expertise
to determine which practices were best
and that, by "freezing-in" techniques,

tion the agency for changes in the reg-
ulations. provide individual manufac-
turers withan o%portu_nlty to correct
any errors in FDA”s information.
Thus, the Commissioner does not be-
lieve the agency lacks sufficient infor-
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mation to justify making CGMP regu-
lations binding rather than interpre-
tive.

With regard to the alleged lack of
flexibility in the enforcement of
"bining" CGMP regulations. the
Commissioner believes that the com-
ments have confused the question of
whether a violation exists with the
question of whether FDA will take
action upon the violation. In numer-
ous areas, FDA has established toler-
ances for actionable offenses and is
currently in the process of establish-
ing regulations setting forth agency
policy with regard to prosecutions for
violations of the act. It should be
noted, however, that even in the ab-
sence of any CGMP regulations,
whether binding or not, the doing of
or failure to dany particular act
which is inconsistent with current
good manufacturln? practice results in
the product being Tegally adulterated,
even if no legal action is brought. That
is to say, the existence of CGMP regu-
lations does not create violations of
the law where they did not previously
occur. The question rather is whether
the violator will be prosecuted or en-
joined and/or the product seized, an
Issue beyond the scope of this rule
maklngi. ) o
Finally, with regard to the objection
that there is no need to make these
regulations binding since most major
pharmaceutical manufacturers are in
substantial compliance with the cur-
rent regulations, the Commissioner be-
lieves that this is simply not relevant
to the question of whethér CGMP reg-
ulations should be binding or interpre-
tive. The most significant justification
for having the regulations bindings
to minimize the burden on the govern-
ment and on the courts in a case
where a violation does occur. When
the regulations are merely interpre-
tive, the agency must provide expert
testimony in each trial to demonstrate
what the current good manufacturing
practice in the industry is, notwith-
standing the regulation. The cost of
locating and preparing such expert
witnesses and bringing them to the
trial, as well as the judicial time taken
in hearing these witnesses, would be
eliminated by having binding regula-
tions. In the event that a challenge is
raised about the validity of the regula-
tion. FDA can present to the court the
administrative _record underlying the
regulation in lieu of any expert testi-
mony. Thus, it is not the proportion of
manufacturers who are in compliance
with the regulations but the number
who are out of compliance and whose
noncompliance justifies regulatory
action that necessitates making these
regulations binding. For these reasons
the Commissioner has concluded that
insofar as he has discretion to issue
CGMP regulations as either binding or

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



45026

interpretive. He elects to make them
binding.

37. Several comments suggested the
words “where applicable” be inserted
in the first sentence of § 210.1(a). The
comments argued that, as proposed,
the CGMP regulations would require
conformance to eve(rjy requirement re-
gardless of the need to do so.

The Commissioner concludes that
there are numerous examples of flexi-
bility built into the CGMP regula-
tions. Words like “appropriate” and
"as necessary” are used in the regula-
tions to make it clear that require-
ments which are not relevant to a
given manufacturer’s operation do not
apply. In addition, a new paragraph
(b) is established in §210.2 to clarify
that the requirements apply only to
those operations subject to the CGMP
regulations in which the manufacturer
is engaged.

38. " Two comments recommended
that the references in this section be
Parts 210 through 226 instead of Parts
210 through 229, since §229.25 was
being revoked. o

Since the Commissioner has re-
served all parts between 210 and 229
for current good manufacturing prac-
tice regulations, the reference is ap-
Broprlate. Even though §229.25 has

een revoked. Part 229 may be used in
the future. .

39. One comment suggested inser-
tion of the phrase “and testing and
quality control thereof”” after the
words “the manufacture, J:)rocessmg,
packing, or holding of a drug product”
in § 210.1(d). )

Because “‘manufacture. processing,
packing. or holding of a drug product”
is definedin §210.3(b)(12) to include
testing and quality control of drug
products, the Commissioner rejects
this comment.

40. A large NUMber of comments rec-
ommended that the gersona_l liabilit
statement in §210.1(b) be eliminated.
Some comments suggested that an in
dividual should be held responsible
only if actual contamination has oc-
curred. Others recommended modify-
ing the liability statement by requir-
ing willful and knowing intent to vio-
late the law. One comment said this
was unclear as to who wes covered by
the section and that it was not useful
in clarifying the requirements of the
act. Another asked about the defini-
tion of “responsible.”

The Commissioner notes that actual
contamination of a drug does not have
to occur for the article to be deemed
adulterated under section 501(a)(2)(B)
of the act. Further, the act does not
require a showing of intent for a
person to be held accountable under
the act. United States v. Dotterweich,
320 U.S. 277. (1943); United States v.
Park. 421 U.S. 658 (1975). It would be
contrary to public policy and congres-
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sional intent. as well a beyond the
Commissioner ¥ authority, to require
the showing of actual contamination
or intent. Congress purposely did not
do so in order to provide. the maxi-
mum protection of the public health.

With regard to clarifying “person,”
the Commissioner advises that the
word “person ’is defined in section
201(e) of the act to include corpora-
tions and partnerships as well as indi-
viduals. Under section 301(((12 of the
act, the adulteration of any drug isa
prohibited act, and under section
303(a) “any person who violates a pro-
vision of section 301" is subject to
criminal penalties. Thus, the reference
to “the person” in § 210.1(b) merely
parallels the statutory language. The
reference to the word “responsible” is
in accord with interpretations of the
act by the Supreme Court of the
United States. See United States v.
Park, 421 U.S. 658 (1975). Thus, the
Commissioner does not believe that
this Iangbuage is unclear or misleading.
He also believes that, although
§ 210.1(b) is not essential to the regula-
tions and merely reflects the legal po-
sition of the agency, it is a useful ex-
Po_smon of FDA policy with rﬁl?ard to
ailure to comply with'the CGMP reg-
ulations. For this reason. the language
is retained in the final order.

41. One comment said the CGMP
regulations, as proposed. set up FDA
as_both prosecutor and judge and de-
prive persons of due process.

_The Commissioner finds that penal-
ties for_violation of these regulations
(i.e., seizure of violative products, in-
junctive sanctions, and criminal pros-
ecution) are imposed by Judicial pro-
ceedings in United States courts,
where the U.S. Department of Justice
serves as prosecutor, Federal judges
preside. and in criminal cases there is
a ng\h’g to trial %V&L_er. The role of”
FDA is twofold:First, it establishes
standards amplifying  the statutolg/
language (through issuance of CGM
regulations after public comment);
and second, it investigates to deter-
mine whether these standards have
been violated. Affected persons have
full legal rights, including the right to
challenge the regulations as bein
beyond the authority of the act. The
Commissioner finds no rationale to
suggest these CGMP regulations com-
promise any person’ right to due
process.

VI. APPLICABILITY OF CGW
REGULATI ONS ; EXEMPT | ONS

42. Many comments said there
should be exemptions or waivers from
the CGMP regulations for certain
classes of drugs or specialized kinds of
manufacturing activities. These com-
ments came from manufacturers of
bulk drugs, veterinary drug products.
radiopharmaceutical drug products,

biological drug products, so-called
*“drug-cosmetic’’ products, and whole-
salers and retail dispensers of drug
products. These comments, except

one, asserted that the CGMP regula-
tions were inappropriate, unnecessary.
excessive, or not part of current indus-
tl%y practice when applied to the type
of product identified; the exception
(discussed  in paragraph g. below). to-
gether with one comment regarding a
Eartlcular product line, questioned

DAY legal authority to apply CGMP
regulations to certain types of busi-
nesses or products.

As discussed in the preamble to the
February 13, 1976 proposal, the Com-
missioner intends to propose at future
times CGMP regulations for specific
classes of drug products such assmall
volume parenterals, compressed medi-
cal gases, and radlopharmaceuticals.
(See. e.g., the proposal regaring
LVP's published in the FEDERAL REGIS-
TErof June 1. 19 76(41 FR 22202).) In
addition, regulations for certain kinds
of manufacturingactivities such as
manufacturing of bulk drug compo-
nents, repacking. or relabeling will be
proposed. GeneraII?/, these future reg-
ulations will supplement, and in some
situations supersede, the more general
CGMP regulatlons. As these proposals
are issued, the need for waivers from
or modificationsn the general CGMP
regulations should be diminished.

fter considering these plans and
the comments regarding exemptions
for specialized drug products or manu-
facturln% activities, the Commissioner
has reached the following conclusions:

a. Bulk drugs. Itis first necessary to
distinguish_between (1) “drug prod-
ucts” (i.e., finished dosage forms) that
may be held in bulk containers, and
(2) 'bulk drug "components” (i.e., In-
gredients intended for use in the man-
ufacture or processing of a drug prod-
uct). The CGMP requirementsset
forth in Part 211 are intended to apply
to the preparation ok finished dosage
form, whether or not inpackaged
form. Thisis clearly set forth in the
regulations (88 210.3(b)(4) and
211.1(a)). Although these CGMP regu-
lations are not applied to the manu-
facture of bulk drugcomponents,
there are numerous instances where

ood manufacturing practices for bulk

rug components would parallel the
requirementsset forth in Part 211. For
this reason. FDA will utilize the stand-
ards of Part 211 as %wdelmes during
inspections of manufacturers of bulk
drug components under the jurisdic-
tion of the act. ]

b. Veterinary drug products. Veteri-
nary drug products- shall continue to
be subject to the neneral CGMP regu-
lations for all drug products, with cer-
tain specific exceptions, namely
§§211.42(d), 211.46(d), and 211.72.
Comments regarding the appropriate-

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



ness of individual provisions of these
regulations to veterinary drug prod-
ucts have been considered and re-
sponded to under the sections in-
volved. When the provisions of a sec-
tion in the regulations do not apply to
veterinary drug products, exemptions
for such products are stated in that
section.

¢. Radiopharmaceutical drug prod-
ucts. The general CGMP regulations
are suitable requirements for the prep-
aration of radiopharmaceutical drug
products. When the Commissioner was
aware of situations where the require-
ments are not appropriate, exemptions
were made from these final regula-
tions. Supplemental requirements spe-
cific for radiopharmaceuticals will be
proposed in the future.

d. Biological drug products. The
Commissioner notes that section
902(c) of the act parallels section
351(g) of the Public Health Service
Act (42 U.S.C. 262(g)), which provides
that section 351 does not affect,
modify, repeal, or supersede the Fed-
eral Food, Drug, and Cosmetic Act.
The agency has consistently interpret-
ed these provisions to be additive; that
is, although they preclude duplicative
or inconsistent regulation under the
two acts, where one statute speaks to a
matter regarding biological products
and the other statute is silent, the ex-
press statutory provisions govern, re-
gardless of the statute in which they
appear. Thus, for example, the provi-
sions of section 505(i) of the act re-
garding investigational use of new
drugs have been consistently held to
apply to biological products because
no part of section 351 of the Public
Health Service Act addresses investi-
galional use of biologics (21 CFR
312.1(g)). Because section 351 of the
Public Health Service Act does not
refer to current good manufacturing
practice and because biological prod-
ucts are considered to be drugs subject
to section 501(a)(2)(B) of the Federal
Food, Drug, and Cosmetic Act, the
Commissioner believes it is consistent
with both laws to apply current good
manufacturing practices to biological
drug products.

Biological products are now manu-
factured according to current good
manufacturing practice and regulated
under parts 600 through 680 (21 CFR
parts 600 through 680), in particular
the establishment license and product
license provisions. Sections 219.2 and
211.1 clearly provide that the more
specific biologic regulations prescribed
in 21 CFR Parts 600 through 680 will
supplement or supersede, where ap-
propriate, the more general drug
CGMP regulations. The Commissioner
believes it possible that provisions In
the general CGMP regulations may be
inappropriate for certain biological
products and would make appropriate
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changes to assure that the CGMP re-
quirements would not increase manu-
facturing costs without a commensu-
rate increase in safety, purity, poten-
cy, or efficacy. However, no specific
examples were submitted to FDA in
response to the proposal that can be
considered as areas for exempting bio-
logical drug products. The Commis-
sioner invites interested persons to
submit petitions under § 10.30 to
amend particular provisions of the
CGMP regulations to account for the
special technologies or incompatabili-
ties of biologics.

e. Compressed medical gases. The
agency will propose specific CGMP
regulations for compressed medical
gases. Until such regulations can be
proposed for public comment, com-
ments received and evaluated, and a
final regulation published, however,
the Commissioner concludes that the
requirements in the more general
CGMP regulations, with certain stated
exceptions, are applicable. It would
not be in the public interest to delay a
final regulation based on the February
13, 1976 proposal until FDA can pro-
mulgate specific CGMP regulations
for compressed medical gases.

f. Repackaging and relabeling. Only
certain portions of the general CGMP
regulations apply to repackaging and
relabeling operations. For example,
the requirements pertaining to label-
ing control apply to repackers and re-
labelers; while the requirements for
compounding a drug product do not
apply since repackers/rebbelers do
not compound drug products. The
CGMP regulations apply to repackag-
ing and relabeling operations at loca-
tions that are different from the place
of manufacture. Supplemental CGMP
regulations regarding this unique type
of drug processing will be proposed in
the future.

g. Wholesalers. Section 501(a)(2)(B)
of the act provides that a. drug shall be
deemed to be adulterated if “the
methods used in, or the facilities or
controls used for, its manufacture,
processing, packing, or holding do not
conform to current good manufactur-
ing practice e e *"
through the operation of section
301(k) of the act, applies to wholesal-
ers, retailers, pharmacies, and hospi-
tals, as well as to manufacturers. How-
ever, the CGMP regulations set forth
in part 211 apply only to establish-
ments engaged in the preparation of a
drug product. Therefore, these regula-
tions do not apply to the wholesalers,
retailers, pharmacies, and hospitals
engaged in activities that are tradi-
tional to those establishments. The
wholesaler, however, is a particularly
important link in the distribution
chain between manufacturer, retailer,
and consumer. The Commissioner en-
courages wholesalers to adopt applica-

This section,
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ble provisions of the CGMP regula-
tions to insure that drug products are
handled and stored in a manner that
will not contribute to loss of identity,
strength, quality and purity. In addi-
tion, they are responsible for being
able to identify the distribution of
drug products that are subject to
recall or market withdrawals. Recall
strategy will frequently involve whole-
salers as consignees and intermediate
distributors when recalls are to the
retail or consumer levels. In the FED-
ERAL REGISTR of June 16. 1978 (43 FR
262021. FDA published regulations to
provide guidance to manufacturers
and distributors in this area. It is espe-
cially important for wholesalers to
maintain adequate records to assure
effective recall or market withdrawal.
If future experience indicates to FDA
that recalls and market withdrawals
are being adversely affected by inad-
equate recordkeeping on the part of
the wholesalers, the Commissioner
will give further consideration to the
need for specific CGMP regulations
for wholesalers.

h. Drugs that are also cosmetics.A
number of comments, including a peti-
tlon to the Commissioner, were re-
ceived regarding the applicability of
the proposed general CGMP regula-
tions to a class of products identified
as ‘tosmetic-drug products” and de-
scribed as those which: (1) Meet the
definitions of both ‘drug” and ‘tos-
metic”” under section 201 of the act; (2)
represent a minimal health or safety
risk; and (3) are marketed over-the-
counter for regular and frequent con-
sumer use without dosage limitations.
Examples of these products were de-
scribed as medicated skin creams, anti-
bacterial soap, antiperspirants, and
topical sunburn prevention products.
Specifically, the comments requested
separate CGMP regulations for this al-
leged class of drugs, and one comment
submitted a proposed new part 213 for
drug-cosmetic products, drafted in the
style and format of other CGMP regu-
lations for drugs. Another comment
recommended that, because the drug-
cosmetic products were so similar to
related cosmetic products, CGMP reg-
ulations for those two classes of prod-
ucts be proposed and adopted togeth-
er, separate from those relating to
drug products generally.

The Commissioner has concluded
that these regulations, except expira-
tion dating for certain human OTC
drug products described in paragraph
353 of this preamble, must apply to all
products meeting the definition of
drug products, whether the drug prod-
ucts are highly potent prescription
drugs or are OTC drugs of the type de-
scribed as ‘tosmetic-type.” Past expe-
rience of the agency has demonstrated
that the public has been put in a haz-
ardous situation because of manufac-
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turing errors in OTC products, such as
b% the substitution of spirits of cam-
phor for castor oil. Further, the Com-
missioner notes that there are very
few clearly innocuous drug products or
components in the OTC area. Several
examples can be given: If appropriate
stability study requirements and man-
ufacturing controls required b¥ CGMP
regulations are not met for fluoride
toothtpaste, there could be a question
of effectiveness of the products be-
cause of the unavailability of fluoride
in a toothpaste. In the case of aeroso-
lized products, control of the particle
size and identity and purity of compo-
nents are |mﬁortant or the safety of
the user. In the case of topical cosmet-
ic-type drugs, the incidence of allergic
reactions may be lessened by the as-
surance of uniform quality of these
products. That many- of the general
CGMP regulations are applicable to
and reasonable for cosmetic-t¥pe drug
products is evidenced by the Tact that
a majority of the specific suggestions
submitted by the petitioner and others
as applicable for cosmetic-type drug
products duplicated in substance, a
number of comments submitted by
other OTC manufacturers and manu-
facturers of prescription drug products
and the proposed text of part 211.

Although he declines to provide a
broad exemption for cosmetic-type
drugs products, the Commissioner
points out that a number of changes
proposed by the comments are adopt-
ed In the final regulations. These sug-
gested changes were nppropriate for
application to the manufacture of all
drugs products, however, and not
merely cosmetic-type drug products.
In many instances the suggested
changes that were adopted do not
alter the original intent of the regula-
tions, but clarify it or provide flexibil-
ity in complying. In a few cases, the
proposed requirements were deleted or
changed where the Commissioner con-
cluded that they were not necessary to
assure the guality of drug products,
cosmetic-type or otherwise.

I Dru%products_ that are also foods.
Although no specific requests were re-
ceived to exempt OTC drug products
that are also human foods from Part
211. the Commissioner has tentatively
concluded thnt there may be a few
such products that would more appro-
priately be regulated under the good
manufacturing practice regulations for
food. He believes that the type of OTC
drug products that could be exempted
from Part 211 are those that are ordi-
narily marketed and consumed as
human foods which may also fall
within the legal definition of drugs by
virtue of their intended use. There-
fore, elsewhere in this issue of the
FEDERAL REGISTER, the Commissioner
is proposing to exempt such products
if the products and all their ingredi-
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ents are ordinarily consumed as
human foods. Examples of products
that the Commissioner foresees being
covered by the proposed exemption
are (1) Some candy cough drops for-
mulated entirely of ingredients ordi-
narily consumed as human foods or in-
gredients of human foods; and (2)
sodium bicarbonate lapeled for use as
an antacid but ordinarily use as an in-
gredient of human foods under the
more common ‘baking soda’ label. In
proposing this exemption for certain
OTC drug products, the Commissioner
has considered, first, the inadvisability
of applying drug CGMP regulations
that are not necessary to ensure ap-
propriate quality characteristics In
view of the intended use of a product
and, second, the reasonableness of ap
plying food GMP regulations to a
product manufactured, handled, and
ordinaril¥ consumed as a human food.

Therefore, the Commissioner has
stated under §211.1(c) that, pending
considered of the proposal, the re-
quirements of Part 211 will not be en-
forced for OTC drugs that meet the
proposed definition. During the inter-
im and until further notice, regula-
tions under Part 110 (21 CFR Part
110) and, where applicable, Paris 113
to 129 (IZl CFR Parts 113 to 129) shall
be applied in determining whether
these products are manufactured, pro-
cessed, packed, or held under current
good manufacturing practice.

43. One comment from a university
school of pharmacy asked whether
future proposed CGMP regulations
would specifically state their applica-
bility to such situations as (1) person-
nel at hospital "A" strip-packagin
drug products for its own use as we
as for use in hospitals "B" and "C" (2)
personnel at the warehouse of a chain
of pharmacies who repackage and re-
label quantities of drug products from
manufacturers” original commercial
containers for different units in the
drug store chain; and (SE)si_mi!a_r re-
packaging and relabeling by individual
Bha_rmausts as members of informal

uying groups.

s noted In paragraph 42(g) above,
section 501(a (Fz)) B) of the act applies
to retail establishments, pharmacies,
and hospitals, but the specific regula-
tions in Part 211 do not. When CGMP
re?ulatlons for repackers and rela-
belers are proposed. some of these
questions posed in the comment will
be addressed. Regarding pharmacies
and hospitals in particular, however, it
is the Policy of FDA not to inspect
routinely for compliance with section
501(a)(2%B) of the act establishments
that operate within State or local laws
governing the practice of pharmacy.
Nor has FDA ever sought to issue spe-
cific CGMP regulations for pharma-
cies engaged in traditional activities of
dispensing or selling drugs at retail.

This policy is consistent with statuto-
ry exemptions provided for pharma-
cies regarding establishment registra-
tion in section 510(g) of the act and re-
garding establishment inspection in
section 704(a) of the act. When a hos-
pital or pharmacy is engaged in drug
repacking or relabeling operations
that are beyond the usual conduct of
dispensing or selling drugs at retail,
however, the exemptions in the act
cease to apply; the establishment is re-
quired to register and is subject to reg-
ular inspections under section 704 of
the act. Furthermore. appropriate cur-
rent good manufacturing practice
must be complied with.

44, Several comments expressed con-
cern about the applicability of CGMP
regulations to foreign drug manufac-
turers. One comment said foreign drug
manufacturers may not uniformly be
subject to the stringent controls of
United States manufacturers and that
sampling of foreign drug products at
the point of importation is not suffi-
cient to assure the quality of those
drugs. Two foreign drl'.\l/? manufactur-
ers indicated that CGMP regulations
had a significant impact on their oper-
ations. Another foreign manufacturer
said their facilities were inspected an-
nually by FDA with respect to antibi-
Oticl certification and new drug appro-
vals.

_ The act applies to drugs introduced
into interstate commerce in the
United States, including drugs import-
ed from other countries. It does not, of
course, apply to manufacturing of
drugs in other nations if the drugs are
not brought into the United States.
Many foreign countries, however, have
adopted  requirements similar to
CGMP regulations, and foreign manu-
facturers may be subjected to inspec-
tion by their own governments. Inter-
national organizations such as the
World Health Organization and the
European Free Trade Association pro-
vide manufacturing standards and re-
ciprocal agreements between partici-
pating countries. Overseas pharmaceu-
tical manufacturers who export to the
United States are inspected by FDA or
under reciprocal inspection agree-
ments as part of the new drug applica-
tion approval process and antibiotic
drug certification, and individunl drug
products are subject to intensive ex-
amination, including testing, before
being allowed into the United States.
If, for example, there is a question re-
garding the safety, identity, strength,
quality, or purity of a drug product of-
fered for import, FDA has authority
to deny entry of the article unless fac-
tory inspection is permitted or insepc-
tional information is available about
those firms covered under reciprocal
inspection agreements. The United
States currently has reciprocal inspec-
tion agreements under which govern-
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ments will exchange inspection infor-
mation about domestic firms in lieu of
conducting overseas inspections. These
agreements are with Sweden, Switzer-
land, and Canada. Therefore, the
Commissioner finds that there is ade-
quate coverage of imﬁorted drugs to

assure compliance with CGMP regula-
tions.
45, Several comments referred to

provisions in the Medical Device
Amendments of 1976 and requested
that FDA consider providing for ex-
emptions from or variances to the
CGMP regulations and special adviso-
ry assistance as Congress specifically
mandated regarding FDA regulation
of small manufacturers of medical de-
vices. Along the same lines, a substan-
tial number of comments were re-
ceived from ‘small”” drug manufactur-
ers or organizations representing
‘small” drug manufacturers who
strenuously oppose most of the pro-
posed changes in the CGMP regula-
tions. The tenor of the majority of the
comments was that the proposed
changes would seriously affect the ini-
tial and continuing costs of a “small”
drug manufacturer but probably have
little economic impact on, or could
more easily be absorbed by, a “large”
pharmaceutical manufacturer. Several
comments expressed concern that ge-
neric drug manufacturers might be
eliminated because they could not
meet all the requirements of the pro-
posed CGMP regulations and still
compete in the marketplace. Argu-
ments were presented that, because
small manufacturers very often are in-
volved with the manufacture of a
small number of products (frequently
less potent over-the-counter prepara-
tions) and almost by definition have
small physical facilities, limited equip-
ment, and few personnel, extensive
formal quality control procedures are
unnecessary to assure high quality of
the drugs manufactured. One com-
ment, apparently from a small manu-
facturer, agreed in principal with the
proposed CGMP regulations, felt that
size had very little to do with achiev-
ing good manufacturing practice, and
offered comments on specific sections
of the proposed CGMP regulations.

The Commissioner rejects the con-
tention that quality control proce-
dures are unnecessary in the case of
small firms; FDA% experience is that
quality control procedures falling
below those described in these regula-
tions, in firms of great or small size,
are often responsible for lack of drug
product quality. The Commissioner
also rejects the argument that less
control need be exerted over so-called
‘less potent over-the-counter prepara-
tions,” which respondents stated are
often manufactured by small firms,
for the reasons explained in para-
graph 42(h) above.
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The Commissioner believes that the
final regulations will be no more bur-
densome for small manufacturers than
for others. Many interpretations of-
fered in comments on specific sections
strongly suggested that the intent of
the proposed regulations had been
misunderstood. The language has been
clarified in the final regulations. In
other instances the requirements were
reworded to provide for more flexibil-
ity for the varieties of procedures and
controls that may be utilized by var-
ious manufacturers.

The Commissioner does not believe a
specific provision within the CGMP
regulations for variances to these reg-
ulations is necessary for small manu-
facturers. A mechanism already exists,
however, in 21 CFR 10.30 for firms to
petition for variances to or amend-
ments in any regulation when the re-
quirements are not reasonably attain-
able.

For many years FDA has conducted
and participated in numerous semi-
nars and workshops designed to assist
drug firms in interpreting and carry-
ing out the requirements of CGMP
regulations. Additionally, the agency
has made films and publications avail-
able that are also designed to assist
drug firms in their efforts to comply.
The agency is committed to continu-
ing these voluntary compliance efforts
especially designed to assist small busi-
nesses.

46. Several comments noted that the
current good manufacturing practice
regulations do not pertain to veteri-
nary biological products. One respon-
dent suggested that the section specifi-
cally state that these regulations
apply only to human biological prod-
ucts.

The Commissioner believes that the
section as proposed clearly establishes
applicability to pertinent biological
drug regulations, but for consistency
with references elsewhere in the
CGMP regulations to human biologi-
cal drug products, he is revising § 210.2
to specifically include reference to bio-
logical drug products for human use.

47. Several comments requested
clarification of the last sentence of
§ 210.2 to show that conflicting or con-
tradictory regulations would be super-
seded by the one specifically applica-
ble to the drug product.

The Commissioner finds that the
proposed wording clearly states his
intent. Certainly, in the case of con-
flicting or contradictory regulations, it
will be impossible to comply with all
regulations and the regulation that is
specifically applicable to the drug
product in question would apply.

48. A comment suggested that if
medicated premixes are meant to be
excluded from Part 210, then Part 226
should be specifically excluded.
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The meaning of this comment as it
relates to | 210.2 is not clear. The
Commissioner advises that Part 210
applies to all the regulations In Parts
211 through 229.

49. One person proposed that the
term ‘drug product” be replaced with
the words ‘tommercial dosage form”
to exempt drugs undergoing develop-
ment from the requirements of these
regulations.

The Commissioner finds that, as
stated in §211.1, these CGMP regula-
tions apply to the preparation of any
drug product for administration to
humans or animals, including those
still in investigational stages. It is ap-
propriate that the process by which a
drug product is manufactured in the
development phase be well document-
ed and controlled in order to assure
the reproducibility of the product for
further testing and for ultimate com-
mercial production. The Commissioner
is considering proposing additional
CGMP regulations specifically de-
signed to cover drugs in research
stages.

VIl. DEFINITIONS

The Commissioner received hun-
dreds of comments regarding defini-
tions. General comments are listed im-
mediately below; comments regarding
specific definitions follow in numerical
order.

50. One respondent said this section
is inconsistent because certain terms
such as ‘drug” and ‘establishment”
which are defined in the act are not
defined here, while other terms which
zri]re defined elsewhere are also defined

ere.

The Commissioner believes that the
length of part 210 would be unneces-
sarily increased by including in this
part the definitions of terms that are
well known or already defined in the
act. Other terms the meanlng of
which may not be as readily recog-
nized, or may vary in other regulations
because of context and needs, are de-
fined in part 210 as a standard refer-
ence.

51. One comment suggested that all
terms defined in part 210 be highlight-
ed in the running text.

The Commissioner is not convinced
that highlighting defined words in the
running text offers any advantages
over the more usual manner of print-
ing. For example, some persons might
interpret highlighting as adding em-
phasis that is not intended to a partic-
ular word or phrase. This suggestion
cannot be adopted.

52. One respondent suggested rules
for selecting words to be defined,
namely: (1) Words which will be used
in a sense differing from that given in
the currently accepted dictionaries
and words whose meaning will be
limited by the regulation.
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The Commissioner believes the
above criteria have been generall
used for selecting terms to be defined.
He does not wish. however, to limit
strictly the criteria for determining
the terms to be drfined in this part.

53. Severalcomments asked tha t
commonly used terms such as “drug
product containers,” “labeling,” and
“production area” be defined.

The Commissioner finds that either
the terms have already been defined
elsewhere (e.g., “labeling.” which is de-
fined in section 201(m£} of the act) or
they are generally well understood
and need no further definition (e.g.,
“drug product container”). He con-
cludes that no further definitions need
to be added at this time.

54. One comment sug%ested that
*“cycle of manufacture™ be defined in
§ 10.33(b)g) as ““‘any period of time in
which the batch is not adversely al-
tered.” o .

The Commissioner has considered
this comment, but does not find that
the suggested wording offers any ad-
vantage. The definition. as it aﬁpeared
in the proposal. has been in the
CGMP regulations for a number of
years. The Comtnissioner is confident
that this definition is well understood.

55. Several comments suggested
modification of the term *“batch” in
§210.3(b)(2) by addltion of the words
“is intended to have” before *““uniform
character.” Another modification sug-
gested was a new" phrase at the end of
the sentence ““Which is accepted and
offered for sale or distribution."

In defmmg a “batch.” the Commis-
sioner has adopted the phrase “intend-
ed to have unifortn character and
quallty."U_smthhe. phrase “intended
to have in the definition allows the
use of the term*batch”’without
having to distinguish between accept-
able and unacceptable batches. If a
manufactured batch does not have
uniform character and quality within
specified limits, then the batch be-
comes an unacceptable or a rejected
batch. The Commissioner rejects the

hrase ““which is accepted and offered

or sale or distribution.” Those
batches which are manufactured but,
never intended for sale or distribution
may be de3|%nated as trial or experi-
mental batches by the manufacturer.

56. Three comments on § 210.3(b)(3)
requested that the term *“component™
be changed to ““ingrcdicnt.” stating
that the former tcrtn has been used in
tr|1_e drug irtdustry for “packaging sup-
plies.” - .

The Commissioner recognizes that
the term ““component” is broadly used
in the English language and may have
a variety of meanings However. the
definition of this term in the proposal
has been in rffcct for a number of
years and the Commissioner believes it
Is generally well understood. Because
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only three comments were received re-
garding this particular issue, the Com-
missioner concludes that the drug in-
dustry generally does not flnd the
term misleading. Therefore, the rec-
ommendation is not adopted.

57. A suggestion was made that the
definition for the word “component”
in §210.3(b)(3) should include gases
and filters, because these items need
additional control when used in the
manufacture of injectable products.

The Commissioner notes that “com-
ponent” includes gases that are used
as ingredients. He believes filters are
more appropriately classified as equip-
ment. The Commissioner believes that
control of gases and filterss ade-
quately set out in the regulations.

58. One comment suggested that the
definition for “component” be expand-
ed to include the phrase “raw materi-
al. chemical compound, drug sub-
stance ompharmaceutic ingredient.”

The Commissioner agrees that the
above items when used as ingredients
are properly classed as components. It
is not necessary or desirable, however,
to list each type of material that may
become a component under the regula-
tions, because items other than those
identified in the comment may also be
“components.” Therefore, the sugges-
tion is not accepted.

59. A suggestion was received to in-
clude the following phrase after the
word “manufacture” In the second
sentence 0% 210.3(b)(3): ““of finished
dosage form, e.g., tablets, capsules, so-
lutions, etc.”

The Commissioner rejects this sug-
gestion. Theterm “drug product” is
defined in paragraph (b)(4) of §210.3
as “afinished dosage form™ and re-
statement of the definition is inappro-
priate.

60. Several comments requested
clarification of the relationship among
the definitions in §210.3(b) (3), (7),
and (8) of “component.” ““active ingre-
dient,” and “inactive ingredient.”
Comments expressed concern that
proposed deflnitions of the types of in-
gredients do not include all materials
contemplated under the definition of
““component.”

The Commissioner finds that the
definition for “inactive Ingredicnt” in
§210.3(b)(8) should be modified so
that it clearly includes “any compo-
nent. other than an active ingredient.”
He believes thh change wlll eliminate
any misunderstanding of these defini-
tions.

61. One comment suggested that the
term ““drug product,” as proposed in
§210.3(b)(4). could be interpreted to
mean only the finished packaged unit.

The Commissioner finds that the
term is defined as meaning “finished
dosage form™ regardless of whether it
is in package form.

62. A comment was received stating
that the term “drug product” as de-
fined in 8 210.3(b)(4) excludes Placebos
because the definition includes the
phrase “active drug ingredient.”

The intended use of placebos in
medical treatment is to bring about. a
therapeutic effect, without aharma-
cologlcally active agent, because of the
psychic effect in some patients that
may produce symptomatic relief. In
addition, it is often used as a control
in clinical trials for new drugs. Even
though the chemicals from whicthe
placebosaremade are not intended to
cause a direct pharmacologic response,
the maintenancef their quality is im-
portant because of their use in pa-
tients, particularly in controlleddrug
studies. By its use, a placebo meetghe
definition of a “drug” contained isec-
tion201(g) of the act. Therefore, to
eliminate any doubt whether these
regulations apply to placeboshe
Commissioner has revised the defini-
tion to include them specifically.

63. A number of commentgues-
tioned the definition of “fiber”” in pro-
posed § 210.3(b)(5) The comments
were that “fiber” had been defined ar-
bitrarily and without scientificbasis;
that the definition was too gencrnl
and could include, for example. crys-
tal, metal and splintered wood; and
that the definition shouldincludedi-
mentional parameters for the fiber
size. Commentsrecommended that the
definition include morphological de-
scriptions such asthreadlikefilamen-
tous, amorphous or noncrystalline,cel-
lular, foreign, and hairlike Several
comments recommended thake
American Society for Testing and Ma-
terials definition be used. Others sug-
gested that a length of dast 100 mi-
crons and a length/width ratio of 10 to
1 be adopted. One comment called for
adopting a minimum length of 1@i-
crons and a diameter one-tenth the
length.

The Commissioner finds thatthe
term ““fiber” has not been defined ar-
bitrarily and without scientificbasis
The basis for the fiber definition was
discussedin the final regulations for
asbestos-form particles in drugs for
parenteral injectionwhich appeared
In the FEDERAL REGISTER of March 14,
1975 (40 FR 11865). (Those final regu-
lations reference the definition of
“fiber” appearing in "Occupational
Exposure to Asbestos.”criteria docu-
ment, U.S. Public Health Service,Na-
tional Institute for Occupational
Safety andHealth Chapter VIII, p.6,
1972.) The Commissioner believesthat
the definition should beas broad as
possible and that the suggestedor-
phological descriptions and dimension-
al parameters are unnecessary and in
many instances are not infortnativr.
Dimensional parameters were inten-
tionally left out because current,
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knowledge is limited as to what size
fiber does not constitute a hazard.
Furthermore, the suggested fiber
length of at least 100 microns is unac-
ceptable because most asbestos fibers
released from asbestos-cellulose filters
are less than 70 microns in length.

The American Society for Testin
and Materials* specifications (AST
Manual F24-65, Standard Methods for
Measuring and Counting Particulate
Contamination on Surfaces) for defin-
ing “‘fiber”are not pertinent to the
subject at-hand. Th_eY were developed
specifically for particles on surfaces of
mechanical objects as related to abra-
sion of such objects.

To eliminate any concern that the
definition of fiber would include parti-
cles intentionally present, as in drug
suspensions, the final regulation is
modified by adopting the concept of
article contamination.  Therefore,
iber means any particulate contami-
nant having a length at least three
times its width. ) )

64. Comment was received regarding
§210.3(b)(8) that the definition for
“hon-fiber-releasing filter”” should in-
clude the concept of a filter “being de-
signed” not to release fibers after ap-
propriate dpretreatr_nent. Another com-
ment said a requirement for non-re-
lease of fibers is unrealistically abso-
lute, i.e., no known filter could meet
the definition,

_The Commissioner advises that the
final regulation adopting the defini-
tion for “non-fiber-releasing filter,”
published in the FEDERAL REGISTER of
March 14. 1975 (40 FR 11865). ad-
dressed similar issues. In responding to
comments in that document, the Com-
missioner concluded the definition
should include the concept that after
appropriate pretreatment such as
washing or flushing, the filter will not
continue to release fibers into the
drug that is being filtered. The design
concept is therefore taken into ac-
count because of the distinction made
between filters which release fibers by
media migration, i.e., continuous re-
lease due to the nature of the filter,
and filters which contain fibers from
structural supports and contamina-
tion.

With regard to the comment that
the requirement for nonrelease of
fibers is unrealistically absolute, the
Commissioner finds that the defini-
tion clearly describes types of fibers
that are relied upon in the industry as
‘non-fiber releasing.” The Commis-
sioner concedes that any filter may re-
lease an occasional particle, some of
which may meet the deflnition of
“fiber”” under §_2_10_.3(b%(5). The pur-
pose of the definition for “non-fiber
releasing filter,” which has been ap-
plied for over 2 years without appar-
ent misunderstanding, is to provide a
reasonable and practical description of
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a filter that may be fabricated from a
number of different materials and will
not, in the ordinary sense, introduce
fibers into the drug product during fil-
tration. ] o

As discussed in detail in the pream-
ble to the March 14, 1975 final regula-
tion adopting the definitions for
“fiber” and = “hon-fiber  releasing
filter”, FDA is studying several issues
invoving fiber contamination and the
effects on humans to fiber exposure.
Until such time as the Commissioner
has obtained sufficient information to
alter has position on fiber contamina-
tion in parenteral drug products with-
out adversely affecting the public
health, he concludes that the defini-
tion for “non-fiber releasing filter”
continues to be appropriate for these
regulatlons. )

5. Comment was received that the
definition of  ‘“hon-fiber-releasing
filter”as written in § 210.3(a)(6]) would
discourage the development of asbes-
tos filters that might not be fiber re-
leasing. o ) o

The Commissioner advises that it is
not the intention of FDA to discour-
age the development of asbestos fil-
ters. In this regard, the preamble to
the final order in the FEDERAL REGIS-
TER of March 14, 1975 (40 FR 11885
addresses this issue in detail.

66. One comment suggested that
“hon-fiber-releasing filter” -be rede-
fined to apply only to the final filtra-
tion of components and drug products.

The Commissioner concludes that
the suggestion would allow use of an
asbestos filter for filtration of in-proc-
ess materials. This use of asbestos fil-
ters is unacceptable, except under the
provision of p 211.72(b), and would
defeat the purpose of the regulation.

67. A comment suggested that after
the word ‘tomponent” in §2_10.3(b2)(7)
the phrase “other than veterinary bio-
logical immunizing or diagnostic
agent” should be added.

he Commissioner finds that arti-
cles that are not deemed drug prod-
ucts or that are not under the Jurisdic-
tion of the act are not subject to these
regulations. It is not desirable or feasi-
ble to identify in these regulations
every specific class of articles that are
not subject to CGMP regulations. Vet-
erinnry biologicals have, however,
been excluded by changes in §210.2.
When an interestéd person has a ques-
tion regarding the status of another
individual product or class of products
(for example, the status of an article
that may be either a drug or a device),
that person may obtain a formal opin-
|1%r185 rom FDA pursuant to 21 CFR

_68. Several comments asked that
limits be placed on the term “in-proc-
ess materials™ defined in §210.3(b)(9)
in order to restrict it to those materi-
als generated “in-plant” as opposed to
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those materials acquired from an out-
side source.

The Commissioner agrees that the
term “in-process materials™is intend-
ed to apply to materials being Pro-
cessed by establishments engaged in
the preparation of a drug product. He
believes this intent is clear when the
term is considered in the scope of
these r%gulatlons and that no change
is needed.

69. Several comments requested
clarification whether the term "in-
process materials™ in §210.3(b)(9) in-
cludes labels printed “in-house” and
other “honchemical” items.

It was not the Commissioner3 intent
that “in-process materials™ include
label printing. The regulations do not
suggest that such labeling would con-
stitute in-process materials. Refer-
ences to labeling materials are clearly
stated in these regulations when ap-
propriate.

70. One comment suggested that the
word “materials™ in § 210.3(b)(9) be
changed to ‘ingredients.”

The Commissioner concludes that
the term “in-process materials™ is in
current usage and sees no advantage
to introducing the suggested term "in-
process ingredients.”

70a. One comment stated that
§210.3(b)9), and especially the word
“fabricated.” is unclear and should be
further defined to eliminate any possi-
ble confusion.

The Commissioner does not agree
that the word “fabricated” is unclear
when used in this definition. This sug-
gestion is rejected because a broad
term such as ‘fabricated” is appropri-
ate here.

71. Several comment said, in the case
of biologics, a “fot”” may consist of
more than one batch and suggested
that this be included in the definition
of “lot””in § 210.3(b)(10).

Because the term “1ot™ has already
been deflned specifically for biological
products in 21 CFR 600.3(x) the Com-
missioner does not believe that any
modification of the definition in this
part is appropriate. As previously indi-
cated, the more specific regulations
for biological drug products take pre-
cedent over the more general.

72. Two comments said the term
“fot” was used elsewhere in the CGMP
regulations (e.g., § 211.84(a)) to refer
to containers and closures, which are
neither drugs nor drug products. They
said either the ~definition in
§ 210.3(b)(10) or the reference was in-
correct. o

The Commissioner notes that the
definition in §210.3(b)(10) refers to
the term ‘drug product,”” but does not
limit to drug products the applications
of the definition for “lot.”” However,
the proposed definition for “batch” is
limited to drugs. Because a lot is de-
fined as a batch or portion of a batch,
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the definition for “batch” is expanded
to include materials other than drugs.
Similarly, the definition for “lot
number”is expanded to include other
materials.

73. One comment said the definition
for “lot number™ in § 210.3(b)(11) un-
necessarily ruled out the use of sym-
bols.

It was not the Commissioner’ intent
to preclude the use of symbols, and
the definition is modified accordingly.

74. One comment suggested deletion
of the word "complete” from
§210.3(b)( 1) as superfluous and Sub-
ject to interpretation.

The Commissioner finds that use of
the phrase “complete history”’empha-
sizes that pertinent identifying infor-
matlon is included.

75. Two comments suggested that
the words "testing, and quality control
of drug products” be deleted from the
definition in §210.3(b)(12). One said
these functions do not belong in this
definition because they introduce am-
bigultles elsewhere in the proposed
regulations. Examples given are: (1)
§211.103, which requires yield deter-
mination at the end of each distinct
phase of manufacturing; and (2)
§211.67(b), which requlres that proce-
dures describe a cleaning schedule for
all equipment used in manufacturing
processing, packaging, or holding of a
drug product. The respondent said
yield calculations and cleaning sched-
ules do not apply to laboratory testing
and equipment. Another respondent
said the words "testing and quality
control of drug products" should be
deleted because they conflict with the
concept of Independent responsibility
for quality control and manufacturing
functions.

The Commissioner sees no ambigu-
ities arising from the inclusion of
"testing and quality control of drug
products” In this paragraph. Indeed,
comments were received on numerous
sections of the regulations (eg.,
88§ 211.2 (recodified § 211.603) and
211.251 to add the phrase after refer-
encea to "manufacture, processing,
packing, and holding.” In all cases. the
Commissioner has declined to make
the addition. The purposes of this
definition are to make it clear that the
phrase "manufacture, processing,
packing, or holding of a drug product™
includes operations that are commonly
known by other terms such as “pack-
aging,” "labeling," or "quality con-
trol,”” and to eliminate the need for in-
serting references to testing and qual-
ity control throughout the text of
these regulations. Section 211.103 is
modified to provide that yield determi-
nations are not required for quality
control activitles. The Commissioner
believes. however, that the require-
ments of §211.67(b) are appropriate
for quality control operations.
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The Commissioner believes that the
functions of quality control and manu-
facturing can be included in the total
concept of producing drug products
and still be independent. The com
ment did not describe how the deflni-
tion would actually cause a loss of in-
dependence of the quality control
function.

70. One comment suggested that the
term “warehousing” was more suitable
than the term  “holding” in
§ 210.3(b)(12).

The Commissioner finds that. al-
though the term ““‘warehousing” de-
scribes the meaning intended some of
the time, the more general term
“holding” is more suitable. The Com-
missioner also notes that the entire
phrase  “manufacture, processing.
packing, or holding™is repented from
section 501(a)(2)(B) of the act.

77. One comment said the term
"quality control” is too vague in
§ 210.3(b)(12) because it does not cover
the responsibilities of other than the
quality control department. The com-
ment suggested the following wording:
“Manufacturing, processing, packag-
ing or holding of a drug product in-
cludes packaging and labeling oper-
ations. testing and other measures
taken to insure that the drug product
has the identity. strength, quality and
purity which it purports to or is repre-
sented to possess.”

The Commissioner does not agree
that the definition is vague. The
intent is to identify several key oper-
ations that might not be perceived as
an integral part of the production of
pharmaceuticals. but for purposes of
CGMP regulations must be included.
It is not necessary, however, to de-
scribe every operation thatis included
unde the act.e responsibilities of
the quality control unit are specified
in § 211.22 and are not affected by this
definition.

78. Several comments said the defini-
tion in § 210.3(b)(15) of a “guality con-
trol unit,” taken together with its re-
sponsibilities, would mean that the
quality control unit would duplicate
functions such as engineering, which
are better handled by other profes-
sionals such as engineers. They also
said the term “unit™ generated confu-
sion vis-ais the*“quality control de-
partment” and “quality assurance de-
partment.” Another comment said the
word “perforfishoulde replaced
with “be responsible for.”

Functions that are properly those of
the engineering department or other

specialized units because of their

unique training and experience should
not be duplicated or usurped by the
quality control unit. Where expertise
is in other units, the responsibility of
the quality control unit is to assure
that such expertise has been utilized.
In Order taoclear that qty

maceutical industrﬁ. The

control functions may be performed
by persona assigned to units outside
the quality control unit. The Commis-
sioner is replacing “perform” with “be
responsible for.”” The quality control
unit will still have the duty to assure
that appropriate actre imple- .
mented and completed satisfactorily.
The Commissioner used the word
"unit" because it is a term broadly ap-
plicable to an%/ group within a manu-
facturing establishment charged with
the responsibility of quality control.
The Commissioner is not concerned
about the name given by a firrto its
own unit that is responsible for qual-
ity control functions.

79. Several comments suggested use
of the term “‘expected yield” instead
of “theoretical yield”in § 210.3(b)(17)
and in § 211.192. They also suggested
that the definition include a provision
for normal and expected losses.

The terminology and concept of
“theoretical d”” appr to be under-
stood and generad in the phar-
Commission-
er notes that the regulationg.g..
§8211.186(b)and 211.192) allow for
normal and excted losses before in-
vestigati or corrective actions are
required. The concept of theoretical
yield is important a basis upon
which actual or expected yields can be
comparedothe. theoretical yield to
aid in determining acceptance.

80. One comment said the definltlon
of “theoretical yield”” is nonspec
the wording “quantity of components
to be used.” A suggested alternative
wording was ““‘quantity of component
specified by master production records
for that operation.”

The Commissioner sees no need for
the suggested revision in the defini-
tlon section. The requirement for com-
pounding in accordance with master
production records is covered else-
where in these regulations.

81. One comment suggested inser-
tion of the word ““distinct’ before the
word "stage" in paragraphs (b) (17),
(18), and (19) of §210.3 because Yyields
cannot always be determined at any
stage of manufacture. Another com-
mentsaidestablishing theoretical
yield is not always possible for certain
processes involving chemical actions
and production of  biologicals.

The Commissioner believes that
theoretical yield can be established for
all processes. The theoretical yield for
a chemical reaction for example.
would be maximum vyield obtainable
under optimal reconditions.

The Commissioner agrees that the
word ‘'Stgg' may not adequately
define the pha of manufacture at
which the theoretical yield be

determined. Therefore, he is adopting
the phrase “appropriate phass” in
19 of

aragraphs (b) (17), (18)and
5)21093.p (b) (17), (18)
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82. A number of comments have
been received regarding prrgdposed
paragraph (b)(21), (22), (23), and (24)
of 0210.3. As discussed elsewhere in
this preamble, the Commissioner is
not including in these regulations, at
this time, specific requirements re-
garding “acceptable quallty level and
unacceptable quality level” therefore,
definitions for these two terms are de-
leted from the final regulation. Pro-

osed paragraph (b) (21) and (24) is

eing retained, however, with modifi-
cations, & §210.3(b) (20) and (21).
83, One comment sugfge_st_ed includ-
ing in the proposed definition of “ac-
ceptance criteria” (progosed § 210.3-
(b)(21)) the sentence: “Such accept-
ance criteria may be altered if evi
dence demonstrates that a valid
reason exists for establishing revised
acceptance criteria following an appro-
priate documented quality assurance
conference.”

The Commissioner notes that the
proposed definition, now § 210.3(b)(20),
would not preclude a change in prod-
uct sPecmcatlons or acceptance crite-
ria it such change is appropriate.
There is no need to incorporate the
proposed language. o

~84. One comment suggested elimina-
tion of the word “reject” from pro-
posed § 210.3(b)(21), stating that mate-
rial which is not accepted may be re-
worked or returned to the supplier.

The Commissioner does not agree
with this suggestion. The term
"reject” does not denote the ultimate
disposition of the product, only that it
is not acceptable for use as is.

85. One comment suggested that
“sampling plans,” referred to in pro-
posed §210.3(b)(21), are not the only
technique used to form a basis for ac-
ceptance and rejection.

he Commissioner has used the
term ‘Samizl)_hng plan’in a broad con-
text here. The term can mean both a
lan for collection of physical units
or testing, or it can mean a schedule
by which an examination of some sort
is done. )

86. Numerous comments said the
term “at random” should be deleted
from proposd § 210.3(b)(24). Among
the reasons given were that ‘random™
has a limited meaning in statistics,
that some samples are best taken on a
stratifid basis, such as right after
each start-up ok run, and that some
samples are taken on a timed basis.

The Commissioner is persuaded that
the tem “‘at random™ without addi-
tional clarification may be too limiting
for this definition and modifies the
final regulation accordingly.

_87. In reviewing the proposed regula-
tions, the Commissioner concludes
tha §§ 211.2 and 211.68 should be com-
bined-into a new §211.68. Proposed
§ 211.2 is deleted, and the substance of
the requirements is included in the
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new §211.68. The comments relating
 §211.2 are discussed with those for
§211.68. )
88. Three comments were received
r_egardln% proposed § 211.3 on defini-
tions for Part 211. Two comments said
the section is duplicative and should
be deleted. The other comment noted
that some of the words defined in re-
1;elr1encei §210.3 are not used in Part
The Commissioner finds that the
reference to § 210.3 that appears in
§ 211.3 is valuable as a cross reference.
In addition, he anticipates a need for a
definition section in each part of the
CGMP regulations to accommodate
terms specific to that individual part
but not others. This scheme has al-
ready been used in the groposed
CGMP regulations for Part 212 relat-
ing to large volume parentkra ’gLVP)
drug products, published in the FEDER-

AL REGISTER of June 1. 1976 (41 FR

222021. The Commissioner sees no in-
consistency in that terms defined in
0210.3 may not be used in Part 211,
becaug they may be used in other
parts (e.g., Parts 225 and 226). The
gjefmldtlons apply only where the term
is used.

VI11. ORGAN ZATI ON AND PERSONNEL

89. One comment argued that as
written, the regulations (8§ 211.22-
211.34) permit the subordination of
the quality control unit3 function to
any other unit designated by manage-
ment, including the production unit.
Such a subordination of quality con-
trol to production was described as a
conflict of interest.

The Commissioner do not agree. The
CGMP regulations do not subordinate
the quality control unit3 authority
and responsibility to any other unit.
At the same time, the regulations re-
garding the quality control unit does
not encroach upon the expertise or re-
sponsibility of other units in a firm
and do not dictate the organizational
structure of a firm. They simply re-
quire that the quality control unit
have final responsibility for certain ac-
tions in the manufacturing process.

90. One comment suggested that
CGMP regulations assign individual
certification responsibility to persons
within the organization.” This would
include responsibility for review of
product specifications and control pro-
ceduresd@ assure their adequacy and
reliability.

The Commissioner notes that such
control responsibilities are already as-
signed in these regulations to the qual-
ity control unit. "Certification is not
specifically required as something
more than approval by the quality
control unit. Assignment of individual
responsibilities within a firm should
be left to the discretion of manage-
ment.
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RESPONSI BI LI TITES OF QUALI TY CONTRCL
UNIT

91. Comments contended  that

§ 211.22, as proposed, would unreason-
ably interfere with management3
right to structure its organization as it
deems flt. In addition, 1t was pointed
out that quality control responsibil-
ities are often performed by units of
the firm other than the quality con-
trol unit; examples cited were formula-
tion designed, development of the
manufacturing process, and process
control design by research and devel-
opment scientists, engineers, and
other manufacturing specialists. The
duties outlined in the proposal for the
guallty control unit were described as

uplicative of functions performed
with more expertise in other segments
of a firm. )

The Commissioner intends to make
the quality control unit responsible
for ensuring that controls are imple-
mented during manufacturing oper-
ations which assure drug product qual-
ity, not that the quality control unit
actually perform each one of the
duties. The Commissioner believes
that. even under § 211.22. management
has the prerogative to organize its in-
ternal structure and assign responsibil-
ities as it deems appropriate, as long as
some identifiable person or unit has at
least those responsibilities assigned b¥
the regulations to the quality contro
unit. To clarify that the quality con-
trol unit could not and should not per-
form duties duplicative of other parts
of the organization, the Commissioner
has modified the definition of ‘Quality
control unit” in §210.3(b)(115). The
word ‘perform” has been deleted and
the phrase “be responsible for” substi-
tuted. Additional clarification of the
Commissioner3 position regarding
these comments may be found in the
greambl_e discussion under paragraph

8 of this preamble.

92. One_comment asked that the re-
sponsibilities of the manufacturing
units be defined. )

As long asfprowsmn is made in these
regulations for the assignment of cer-
tain quality control activities to a
quality control unit, the Commissioner
believes that other assignments should
be at the discretion of individual
firms” management. o

93. A comment made a distinction
between a quality control department
and a quality control unit and ques-
tioned what duties would be assigned
to each. Several other comments sug-
gested that this section dealing wit
quallgl control units was primarily de-
signed for large pharmaceutical firms
and did not take into consideration
that small firms could not comply.

The distinction made between “de-

artment” and “unit” is not required

y the regulation, which does not
specify a name for the quality control
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unit, but merely describes several re-
sponsibilities that a designated unit
must have. The organizational struc-
ture of the unit is left up toeach indi-
vidual firm3 needs.

A small firm may choose a different
means of structuring its organization.
The term “guality control unit”is de-
fined in§ 210.3(b)(15) as any person or
organizational element. This means
that in very small operations a single
individual can function as the quality
control unit, But that person still has
the responsibili(tjy for implementing all
the controls and reviewing the results
of manufacturing to assure that drug
product g_uallty standards have been
met. As discussed above in paragraph
45. the Commissioner rejects the idea
that quality control is not needed in a
small business.

94. A comment was made that this
section precludes the use of outside
consulting laboratories for quality
control work.
~ The Commissioner disagrees. There
is no such prohibition in the regula-
tions. A_manufacturer does have a re-
sponsibility, however, to see that the
outside laboratory used is qualified to
do the work and that the work is per-
formed satisfactorily. )

95. With respect to the quality con-
trol unit¥ authority and responsibility
under §211.22(a) for approval and/or
rejection of raw _materials, in-process
materials, and finished products, one

erson asked that other alternatives

e permitted when materials may be
suitable for other purposes and uses
than those originally intended.

Use of the word “reject”” does not
necessarily mean that the rejected ma-
terial must be destroyed. en mate-
rials are ordered by a manufacturer,
they are ordered with a particular pur-
pose in mind. If testing of a material
shows that it is not sultable for a par-
ticular use, It may not be used for that
purpose and, therefore, is rejected. It
may, however, be suitable for other
uses requiring a material with differ-
ing specifications.

96. Several comments proposed that
§211.22(a) be modified so that the
quality control unit would not have to
have the responsibility to review all la-
beling unless it is connected with the
manufactured dosage form. The rea-
soning was that some promotional lit-
erature, not physically associated with
the drug product, had been defined as
labeling in court suits where FD A
charged misbranding of a product with
promotional literature, but that such
material was not labeling in the sense
in which these regulations referred to
labeling.

The Commissioner notes that the
scope of the CGMP regulations is to
set forth the facilities. methods, and
controls to be used for the manufac-
ture, processing, packing, or holding of
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a drug product. It is not the purpose
of the CGMP regulations to control la-
beling such as promotional literature
that Is not associated with the drug
product during its preparation under
CGMP regulations.

97. Comments asked for modifica-
tion in the last sentence of §211.22(a)
relating to production of drugs under
contract by another company. They
suggested that the contractor could re-
lease drugs for distribution on his own
responsibility if a certificate of analy-
sis showed compliance with appropri-
ate specifications. Others suggested
that the responsibility for approvin
or rejecting drug products produce
by contractors appeared in this para-
graﬁh to rest with the contractor.

This paragraph clearly says that the
quality control unit of a contractin
firm must approve or reject drug prod-
ucts produced bP_/ contractors. The
Commissioner believes this is proper
because, in the circumstances de-
scribed, the contractor does not own
the goods, but merely performs a serv-
ice for the contracting firm. The re-
sponsibility to approve release of a
drug product for distribution must
rest with the owner of the drug prod-

uct.

98. A number of persons responding
to the proposal objected to the exam-
ple of bioequivalence testing as one of
the tests which must be performed in
a quality control unit3 laboratory.
Some said this type of testing was nor-
mally done outside the quality control
unit, such as by a medical unit. Others
complained that bioequivalence stand-
ards are in a state of flux and have not
as yet been established. )

Bioequivalence tests may include
tests such as dissolution tests, which
are generally done in the quality con-

trol unit3 laboratory. They also may
include in vivo tests done by medical
units within or outside the firm. The

Commissioner agrees, therefore, that
this example is not necessarily one
which generally represents the work
done in the quallt?/ control laboratory.
Although he is deleting the bioequiva-
lence testing example, in vitro dissolu-
tion tests for bioequivalence are in
fact an example of the type of work
that could and should be done in the
quality control laboratory. .

99. Two comments suggested either
deleting the reference in §211.22§fb) to
“packaging materials’ as one of the
articles tested in the quality control
laboratory, or changing it to *packing
materials,”” on the basis that the ex-
amination for suitability of such mate-
rials is more properly a function of the
shipping department and relates solely
to protective qualities to prevent muti-
lation or breakage of drug product
containers.

Breakage of containers can cause
product adulteratlon and mutilation of

containers, which may result in prod-
uct misbranding, The protection of
drug products from such mechanical
damage is just as much a function of
the maintenance of drug_{)_roduct qual-
ity as placing light-sensitive products
in light-resistant containers or label-
ing a product with its proper name
and an accurate statement of its po-
tency. The Commissioner notes that
primary responsibility for selecting
specifications for packaging materials
may be assigned to the shipping de-
partment of a firm. Under § 211.22, the
quality control unit is only responsible
for testing and approving (or reject-
ing) packaging materials in accordance
with these specifications. Therefore,
no change is needed in the section.

100. Several comments proposed
eliminating from § 211.22%b) the state-
ment regarding approval for rejection)
of materials used in manufacturing
and suggested use of words like “evalu-
ation’” or “disposition.” It was also
suggested by others that “or” be
placed between “and”” and “approval”
to allow for instances described as not
regumng testing for approval. )

everal discussions aﬁpear in this
preamble relating to the use of the
words “approval” and ‘rejection.”
These words mean either that an arti-
cle may or may not be used for pro-
duction of a drug product. Reprocess-
ing, reworking, refining, diversion to
other acceptable uses, returning to the
supplier, or destruction are all actions
that may occur after a decision to
reject and are in no way precluded b
the rejection decision unless specifical-
ly stated by the manufacturer.

101. Clarification of the option of
using an outside testing laboratory
was asked by respondents who wanted
an explicit statement in § 211.22(b) of
the acceptability of this means of
product examination. )

The thrust of § 211.22(b) is that ade-
quate laboratory facilities shall be
available to the quality control unit
from whatever source. The paragraph
does not require those facilities to be
owned and operated by the drug prod-
uct manufacturer, nor does it prohibit
the manufacturer from using a con-
tract testing facility. The Commission-
er does not feel clarification is needed
in§ 211.22(b).

102. Four comments recommended
deletion of § 211.22(c) entirely, because
either (1) the requirements are ade-
quately covered in §211.22(a), or (2)
units of a firm other than the quality
control unit have greater expertise in
specific areas.

The rovisions of  paragraph
§211.22(a) differ from those of para-
graph (c) in that paragraph (a) relates
to the actual production of a product,
while paragraph (c) covers events
which occur before production. The
Commissioner realizes that not all ex-
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pertise rests with the quality control
unit, and he does not believe that the
quality control unit should be solely
responsible for developing and imple-
menting all procedures and specifica-
tions impacting on drug product qual-
ity. A manufacturer may assign prima-
ry and initial responsibility for select-
ing procedures or specifications to the
P_ersons or units it believes most quali-
ied. The Commissioner3 intent is
that the quality control unit be re-
sponsible for making sure that the
procedures and specifications devel-
oped are appropriate and followed.

103. One comment indicated that
the proposed § 21122(c) does not allow
minor equipment changes that do not
bear on drug quality, unless such
changes are first approved by the
quality control unit.

Section 211.22(c) is limited to those
procedures and specifications that
impact on drug quality. Moreover. the
paragraph does not prevent the pro-
duction personnel from making minor
eﬂmpment adljustments that may
affect drug_ quality without the quality
control unit¥ approval of the specific
change. It does require that the proce-
dures regarding such equipment ad-
justment be reviewed in advance by
the quality control unit.

104. A" comment suggested that
§211.22(c) be expanded to provide for
specification ~ committees, formula
committees, and others instead of
making the quality control unit totally
responsible.

As already explained, input into
specifications and procedures ma
come from any appropriate source, If
a firm chooses to utilize specification
and/or formula committees, it is not
prohibited from doing so by these reg-
ulations.

105. One firm suggested rewordin
of § 211.22_(IQ)_t0 eliminate the wor
‘responsibilities” and to add the word
“routine” before “procedures.” It was
suggested that the paragraph as pro-

osed is too broad and that responsi-

ilities for the quality control unit are
described elsewhere.

Section 211.22(d% does not define the
responsibilities of the quality control
unit, but it does require that all its re-
sponsibilities, including those required
in§211.22, be in writing. For consist-
ency with other sections in the CGMP
regulations, the phrase ‘such written
procedures shall be followed” is being
added to § 211.22(d).

PERSONNEL QUALI FI CATI ONS

106. One comment said § 211.25 is re-
plete with vague terminology, which
sets the stage for arbltrary and capri-
cious actions by FDA. thereby Placing
individuals and companies in a posi-
tion of unnecessary risk. Two com-
ments stated that this section is one in
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which FDA attempts to replace man-
agement? judgment with regulations.

The Commissioner believes that this
section must be of a general and flexi-
ble nature to allow management to ex-
ercise its prerogatives in llght of the
various types and sizes of firms, the
products made. the differing personnel
qualifications needed. the trainin
programs which maﬁ be instituted,
and other factors. Although such gen-
erality will require more judgment to
be exercised by FDA investigators who
make plant inspections, it does not
permit any arbitrary or capricious
action by the agency. In addition to
the fact that all sanctions authorized
by the act may only be enforced
through judicial process, FDA is fur-
ther defining its policy and standards
for regulatory action in a series of reg-
ulations set forth in 21 CFR Part 7.
The Commissioner believes this is
ample protection against unreasonable
actions by agency personnel.

107. Many comments questioned the
frequency of the "continuing training”
re?_u[re - in § 211.25(a), asked for a
definition of the word *tontinuing,”
and questioned who should receive
what type of trainin% o

The requirement that training be on
a continuing basis is intended to mean,
for example, that a single training
course at the time an employee is
hired, with no subsequent training ac-
tivities, is not sufficient. Subsequent
training should be sufficiently fre-
guent to assure that employees remain
familiar with CGMP requirements.
The Commissioner does not believe it
would be prudent to specify time in-
tervals for training in view of the
broad nature of the drug indutry and
the wide range of employee functions
covered by these regulations. The
Commissioner believes this section is
sufficiently clear in identifying ‘who
should receive what training” in stat-
ing that each person engaged in the
manufacture, processing, packing or
holding of a drug Product must have
training in current good manufactur-
ing practice that relates to that per-
sons functions in the firm. The re-
quirements of §211.25(a) apply to su-

ervisors as well as other employees;

211.25(b) contains an additional re-
quirement for supervisory personnel.

108. Numerous comments pointed
out that paragraphs (a) and (b) of
§ 211.25 are not consistent in that
§ 211.25(b), but not paragraph (a), con-
tains the phrase ‘or any combination
thereof” following the phrase ‘educa-
tion, training, and experience.” Most
argued that §211.25(a) should also
contain_this phrase. . .

The intent of the requirement is
that a person have a sufficient mix of
training, education, and experience to
erotm his or her job adequately.

hat is adequate in regard to each of
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the criteria depends on the lob. It may
be that a person can adequately per-
form a particular job with very little
or no previous experience, or limited
education, or with minimal training,
depending on the demands of the jo
and the qualifications of the person.
Because the intent of this section has
been misinterpreted, 8211.25(a) is re-
vised to include the phrase “or any
combination thereof” and be consist-
ent with paragraph (b). ]

109. One comment questioned how
much education, training, experience,
or combination thereof qualifies a
g)erson to be a supervisor under

211.25(hb).

The Commissioner believes it should
be understood that broad regulations
such as these could not reasonably
quantify the degree of education,
training, and experience necessary. It
is left to management3 reasonable
judgment as to what constitutes suffi-
cient background in these criteria so
that supervisors can perform their as-
signed functions in a manner to pro-
vide assurance for the quality of drug
products within their purview.

110. One comment on §211.25f(a)
and (b) said it would mean little for
some individuals to be instructed in
the legal and technical language of
the regulations. The respondent indi-
cated that it is more important that
personnel be instructed in the princi-
ples of good manufacturing practice
relevant to their particular tasks.

Section 211.25 requires training in
current good manufacturmg Practlce
as it relates to an employee$ function.
The Commissioner intends that train-
ing be meaningful to the employee,
not a formalistic but useless exercise
to satisfy a regulation. The require-
ment is written to provide reasonable
latitude to a firm as to the extent to
which technical and legal instruction
will be given.

111. A number of comments said the
requirement in § 211.25(c) for “an ade-
guate number of personnel’” does not
belong in the section on personnel
qualifications.

_ The Commissioner notes that the
intent of this paragraph in relation to
the number of employees is that there
be an adequate number of qualified
personnel. The Commissioner is revis-
ing this paragraph in the final regula-
tion by inserting the word ‘gualified.”

PERSONNEL RESPONSI BI LI TI ES

112. One comment said all persons
who enter the manufacturing, process-
ing, packing, and holding areas should
comfli/ with the requirements of
g[h21 .28 and the section should reflect

is.

The Commissioner agrees that all
persons, whether employees or not,
who engage in the activities covered
by this section should comply with the
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requirements of the section. There-
fore, the Commissioner is replacing
the word “employees” with the word
“personnel” in §y211.28 (b) and (d).
he Commissioner recognizes that not
all persons who enter manufacturin
areas are engaged in activities covere
by CGMP regulations (e.g., equipment
manufacturer service representatives
and FDA investigators). and their ac-
tivities would not be limited by
5211.28. Drug manufacturers are re-
sponslble, however, for monitoring
such activities to prevent contamina-
tion of drug products. For example, all
Bersonngl entering a sterile area would

e required to wear appropriate pro-
tective apparel.

113. One comment said § 211.28 is an
additional example of the agency3 at-
tempt to legislate and enforce regula-
tions which must be left to the discre-
tion of corporate management in order
to_preserve our free enterprise system.

he Commissioner does not perceive
how these regulations present a threat
to the free enterprise system. These
regulations were promulgated under
the authority of section 501 a)(Z)ﬁ)
of the act, which was passed by the
Congress in 1962 in order to assure
that no drug product available to con-
sumers was adulterated. The require-
ments of the regulations are a reason-
able and necessary step toward_that
goal. They do not inhibit competition,
ut rather enhance it by assuring that
no manufacturer can reduce costs by
eliminating those steps integral to the
Prevention of adulterated products.
Thus, the consumer is assured that all
marketed drugs meet the essential
standards of identity, strength, qual-
ity, and purity; and consequently, se-.
lection of drugs by the consumer (di-
rectly or with the advice of a physi-
cian of pharmacist) will be based on
falr principles of competition and free
enterprise.

114. One comment su%gested that in
order to make it clear that facial hair
coverings should be worn only if neces-
sary, the second sentence of § 211.28(a)
should be reworded to read as follows:
“They shall wear appropriate_head co-
verings, including facial hair cover-
ings, as necessary to prevent contami-
nation of drug products.”

The Commissioner recognizes that
clarification of § 211.28(a) Is desirable
and is therefore revising it to require
that ﬁrotective apparel, such as head,
face, hand, and arm coverings, shall be
worn as necessary to protect drug
products from contamination.

115. One comment argued that the
meaning of § 211.28(a) is directed to
human drug products and should be
clarified to limit its scope accordingly.

The Commissioner rejects this com-
ment. These regulations are broad and
consider the fact that certain drug
products, regardless of whether they
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are for human or veterinary use, re-
qulre the same amount of care in man-
ufacturing. processing, packing, or
holding in order to assure their safety
and effectiveness. The wording of this
section requires precautions to be
taken as necessa(?/ to protect the par-
ticular drug products from adultera-
tion or contamination. The degree or
t%/pes of precautions will depend on
the particular drug product being con-
sidered.

116. One comment suggested reword-
ing § 211.28(a) by inserting the under-
lined statement: “Arms and hands

product contamination. Although he
recognizes that this type of protection
would not be usual for most oper-
ations, he would not wish to preclude
the use of such measures.

119. Several comments argued that,
with regard to arm coverings, there
are certain kinds of machinery and
equipment which present a Personal
hazard to workers using arm and hand
coverings.

The Commissioner recognizes that
the use of arm and hand coverings
could constitute a significant hazard if
used around certain types of machin-

shall be covered or other appropriate ery. Appropriate alternatives can be
measures taken when microbial congsed in such instances so that neither

tamination is a concern when neces-

sary to oFrOtECt the drug product being
handled’} and that the “appropriate
measure” could mean the cleaning of
the arms and hands with an antiseptic
soap or solution as an alternative.

The Commissioner rejects this alter-
native wording since it would alter the
intent of this paragraph. The possibil-
ity of microbial contamination is not
the only reason for wearing protective
apparel: prevention of particulate con-
tamination, for example, may be of
equal importance. Further, the Com-
missioner does not believe the phrase
“as appropriate” would clarify this
section since, as written in the final
regulation, it clearly states that pro-
tective apparel shall be worn as neces-
sary to prevent contamination of the
drug product. This paragraph does not
preclude other measures such as clean-
ing which might be used in place of or
in conjunction with protective apparel.
If alternate methods were at least as
effective as protective apparel, then
protective apparel would not be neces-
sary.

1){7. One firm commented on
§211.28(a) that because of its type of
operation it does not require, nor does
it think it is necessary to have, uni-
forms if clothing is kept clean.

The Commissioner notes that this
paragraph does not necessarily require
the wearing of uniforms. The require-
ment is that clothing be clean enough
to be appropriate for the type of duty
or operation being performed. For cer-
tain types of operations, uniforms may
be appropriate, while for other types
of operations uniforms may not be
necessary.

118. Several comments noted that
§211.28(a) states in part that ‘they
shall wear appropriate head coverings
as necessary, Including facial head co-
verings, as necessary . . ® .” And the
comments argued that this statement
is ‘“too broad as written since facial
htair includes eyelashes, eyebrows,
etc.”

The Commissioner intended that
this paragraph be broad enough to sre-
quire the covering of eyebrows and
eyelashes if necessary to prevent drug

personnel safety nor drug product
quality is compromised.

120. A comment noted that the term
“authorized” in reference to Personnel
who may enter limited access areas is
not defined in § 211.28(c).

The Commissioner believes that
drug firms can reasonably determine
on an individual basis which personnel
should be permitted to enter what
areas. The intent of this paragraph is
to prevent the type of situation, for
example. where persons not trained in
aseptic techniques enter aseptic pro-
cessing areas for reasons not associat-
ed with aseptic processin% of the drug
product. To clarify that the authoriza-
tion derives from the manufacturer,
not FDA, the language of §211.28(c) is
modified slightly.

121. One comment suggested that
the word “may” in §211.28(d) be re-
placed by the words “is likely to”’in
order to identify realistically the
threat of illness or lesions.

The Commissioner rejects this alter-
native wording because the phrase ‘is
likely to is not strong enough to state
the intent of this paragraph. Further,
the alternative phrase would intro-
duce the element of prediagnosis by
the employee supervisor. While su-
pervisory personnel can reasonably be
expected to recognize health condi-
tions that may affect the drug prod-
uct, they probably would not be nble
to recognize conditions that are likely
to affect the drug product. This may
require more sophisticated evaluation
by medical personnel. Of course, if
medical personnel determine that the
employee¥ health condition will not
affect the drug product, the employee
may resume his or her routine activi-
ties.

122. One comment argued that the
words “they consider” be deleted from
the last sentence of § 211.28(d) because
the reporting of conditions should not
be limited to conditions which an em-
ployee thinks may affect the product.
Another comment said the word
“health” should be inserted between
the words “any’”and ‘tonditions™in
this sentence.

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



The Commissloner agrees that the
intent of this paragraph is better
served without the phrase “they con-
sider” and with the addition of the
word “health” and has revised the
final regulation accordingly.

123. ~ Several ~ comments  said
§ 211.28(d) should not be construed to
imply that supervisors are medically
qualified to judge health conditions of
employees.

The Commissioner does not believe
the paragraph implies this. Within the
framework of industrial management,
the supervisor is the liaison between
the operating employee and higher
echelons of the company. It is the su-
pervisor who is most likely, on a day-
to-day basis, to notice health condi-
tions that may affect the drug prod-
uct. Of course any such conditions
noted initially by the supervisor may
require evaluation by qualified medi-
cal personnel. Such medical evaluation
is acknowledged in the final regula-
tion. This section could perhaps set
out more detailed procedures for deal-
ing with employee health problems.
But in the absence of significant diffi-
culties in the area, the methods for
dealing with health problems, beyond
the initial phase of removing suspect
employees from direct contact with
drug products and their components,
are left to the reasonable judgment of
individual firms.

CONSULTANTS

124. Several comments were received
requesting deletion of § 211.34 because
the ultimate liability for actions taken
based on the advice of consultants still
rests with the responsible officials of
the drug product manufacturer. The
argument is that a firm3 choice of
consultants should be a matter of its
own judgment and not one of Govern-
ment review or regulation. The com-
ments also state that FDA lacks au-
thority under the act to prescribe
qualifications for consultants.

The Commissioner considers that
consultants, while they are retained
by the firm, are persons engaged in
the manufacture, processing. packing,
or holding of a drug product, and may
lawfully be subjected to appropriate
standards of qualification to the same
extent as full-time employees of the
firm. Therefore, consultants must
have education, training, and experi-
ence, or any combination thereof, suf-
ficient to perform their assigned func-
tions. Minor editorial amendments
have been adopted in the final regula-
tion to clarify this requirement.

125. Several comments requested
that § 211.34 state that the require-
ments are applicable only to consul-
tants who are retained for activities
that relate to the scope of the CGMP
regulations.
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The Commissioner acknowledges
that activities that are not under the
scope of the CGMP regulations should
not be subject to such requirements.
The final regulations are clear in this
regard.

126. One comment asked that the
term ‘tonsultant” be better defined in
§ 211.34 to clarify. for example. wheth-
er the term “tonsultant’ includes at-
torneys. It also asked if firms will have
to document the qualifications of out-
side counsel.

Under these regulations. a consul-
tant is a person from outside the firm
who is called on to render advice or
opinion on current good manufactur-
ing practice as it relates to the facili-
ties or controls to be used in the man-
ufacture. processing, packing, or hold-
mgbof.drug roducts. The Commission-
er believes this is %enerally well under-
stood in the industry and sees no need
to define ‘tonsultant™ in these regula-
tions. Any person, including attorneys.
employed or retained to advise on the
manufacture, processing, packing or
holding of drug products would be
considered a consultant under these
regulations. However, an attorney em-
ployed or retained for legal advice-for
example, an interpretation of CGMP
regulations-would not be considered a
consultant under these regulations. In
response to the second part of the
comment, the section requires that
records be maintained stating the
name, address, and qualifications of
any consultant used.

I X. BU LD NGS AND FACI LI TI ES
DESI GN AND CONSTRUCTI ON FEATURES

127. A number of comments suggzest-
ed that the last sentence of § 211.42(b),
which deals with unnecessary traffic,
is ambiguous. Two comments™ contend
that the phrase *particularly move-
ment back through areas in which
these materials had previously been
Irocessed or held” be deleted as super-
uous.

The Commissioner is revising this
paragraph to clarify the intended re-
quirement that the flow of materials
shall be designed to prevent contami-
nation.

128. One comment proposed that
under §211.42(c) the paragraph be di-
vided into those operations which
must be in defined areas and those
which must be in separate areas. A
number of comments regarding this
section and § 211.89 objected to a re-
quirement that areas be set aside ex-
clusively for quarantine storage.

The intent of this paragraph is to re-
quire that enough physical separation
be employed as Is necessary to prevent
contamination or mixups. The degree
of separation will depend on the type
of operation and its proximity to other
operations within the plant. The
phrase ‘separate or defined” is not in-
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tended necessarily to mean a separate
room or partitioned area, if other con-
trols are adequate to prevent mixups
and contamination. In the case of
quarantined areas. for example, an ef-
fective means of identifying the quar-
antined goods and a paper control or
other system may be used in lieu of
complete physical separation. Thus,
the regulations do not requrie that
space be reserved for quarantine stor-
age. The Commissioner believes, how-
ever, that some degree of separation,
even though only spatial, would be
necessary in most cases, even with
elaborate "supplemental control.

129. One comment maintained that
the quarantine of containers and clo-
sures involves a great deal of space
which most small manufacturers do
not have. The comment further con-
tended that these items ‘tan be exam-
ined at the packaging_line just before
use” or ‘tan be examined at the dis-
tributord facilities before shipment.”

If suitable specifications for contain-
ers and closures are simple enough to
permit a quick visual examination to
determine the product? acceptability,
such an examination could be per-
formed at the time of receipt without
being in conflict with the quarantine
requirements of these regulations. A
certificate of testing received from a
supplier would not preclude the neces-
sity for examining containers and clo-
sures to determine that they are the
same articles as are represented by the
certificate. Any manufacturer who
does not have such evidence of an arti-
cle acceptability or does not alterna-
tively quarantine the article until such
evidence is obtained is assuming an
unacceptable risk that the article will
be used and subsequently be found un-
suitable.

130. A number of comments indicat-
ed that the requirement in §211.42(c)
that ‘operations shall be performed in
specifically defined areas of adequate
size” was unnecessarily restrictive on
the flexibility of plant space use.

The requirement relates to several
different types of operations which
are enumerated in the proposal; how-
ever, the comments seemed to relate
mainly to storage areas. It is the Com-
missioner 3 belief that a significant
type of control over products_is a
g ysical one which precludes mixups

y physically placing an article in an
area clearly identified as to status.
The extent of the physical separation
imposed in a particular situation can
vary from locked, walled-off areas to
simple designation of an area for a
single purpose by means of a sign. The
degree of physical control will vary de-
Bendlng on the other controls in use

y a firm. If a firm has effective con-
trols, whatever they may be, that
would increase their confidence that
mixups will not occur, then the degree
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of physical control may be less than in
another firm where no other controls
exist.

131. One comment contended that
§ 211.42(c)(2) would require availabil-
ity of a large separate holding area in
the warehouse for relocation of reject-
ed supplies.

The Commissioner concludes that
preventing the_Intermingling of reject-
ed supplies with released supplies is
very important to”drug quality. The
regulation does not require separate
facilities as long as there is a defined
area for rejected materials. The Com-
missioner is not aware of any problems
in the Past with regard to large num-
bers of rejected supplies and their
stor?ge. He therefore rejects the pro-
posal.

132. One_comment objects to the re-
quirement in §211.42(c)(4) for sepa-
rate storage for ‘in-process” materials
and suggests adding to this paragraph
the words “if storage or isolation is
necessary.”

The use of the word "sjcorafqe"
this paragraph implies holding for ex-
tended periods of time. It does not
refer to the holding of containers in
production areas while processing is
ongoing. Therefore, if such storage is
not necessary, the regulation as cur-
rently written is inapplicable. On the
other hand, if such storage is neces-
sary. it is the Commissioner% opinion
that isolation in a separate or defined
area is essential to prevent errors.
Therefore, the comment3 proposal is
not accepted.

133. One comment, referringI to
§ 211.42(c)(5) said “on-line testing does
not have to be done in a separate test-
|n_% area .. *" )

he requirement is for separate or
defined areas. The Commissioner be-
lleves that the area in which testing
occurs, including on-line testing, must
be defined or separated in order to
prevent contamination of on-line prod-
ucts with testing materials and im-
proper use of products that have been
tainted by the testing process.

134. One comment requested that
§211.42(02)(5) be deleted since it is too
broad to be helpful.

The Commissioner disagrees with
this comment. The intent of this para-
?raph is to avoid mixups by using de-

ined areas for the entire manufactur-
Ing operation. phase-by-phase. The de-
talledor)rocedures are purposely not
spelled out so that pharmaceutical
manufacturers can design their oper-
ations according to their individual
needs.

135. Two comments argued that the
word “quaranting” in § 211.42(Ic (7) is
not defined, the word means dlfferent
things to different people, and it
should be deleted.

The word ‘guarantine” has had
widespread use in the pharmaceutical

in
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industry, and its meaning is well un-
derstood. These regulations do, howev-
er, have the effect of defining the
word within the context of the phar-
maceutlcal operations by indicating
that It constitutes a control system to
revent unauthorized usage of unre-
eased material. The Commissioner
does not believe further definition is
necessa%

136. One comment argued that
§211.42(c)(7) “increases warehouse re-
quirements. This is not belleved to be
current practice in industry.”

Based on experience gained from
FDA inspections of drug manufactur-
ers, the Commissioner believes that
most firms now separate released and
unreleased drug products. In view of
the intent of the phrase ‘Separate or
defined” as explained elsewhere in
this preamble, the Commissioner con-
cludes that § 211.42(c)(7) and, similar-
ly, § 211.42(c)(8) reflect current indus-
try practice and will not increase ware-
house requirements.

137. A number of comments indicat-
ed that all the controls listed under
§ 211.42(c)(10) are not needed in asep-
tic processing areas for every product
or process. One comment suggested
that the term *“aseptic #orocessmg” in
§211.42(c)(10) requires further clarifi-
catlon to indicate that such processing
is intended for products or compo-
nents which are not terminally steril-
ized. The respondents suggested in-
serting a phrase which would make it
clear that not all controls are neces-
sarily required.

It is not the intent of § 211.42(c)(10)
to require "aseptic processing” when
such operations would not be neces-
sary for the firm3% usual activities.
Some firms choose to use aseptic pro-
cessing for drug products not intended
to be marketed as "sterile" as a means
of controlling microbial contamina-
tion. The Commissioner agrees that
modification is deslrable and is revis-
ing § 211.42(;)%10) to include the words
“as appropriate.’

138. One comment suggested that
§211.42(c)(10) should be redesignated
as paragraph (d) because It is unrelat-
ed to paragraph (c).

These requirements relate to sepa-
rate or defined areas for certain oper-
ations to prevent Product contamina-
tion or mixups. The Commissioner
concludes that such requirements are
appropriately codified.

139. Several comments objected to
the requirement under
§211.42(c)(10)(i) that floors. walls, and
ceilings have smooth, hard surfaces.

The Commlssioner rejects these
comments. It is widely acknowledged
that smooth, hard surfaces are easier
to clean and sanitize.

140. A number of comments objected

to lying the requirements of
8§ 128195)2%/d),9211.46(e), aqnd 211.176 to

the manufacture of penicillin and non-
penicillin veterinary products. The

claim that no evidéence has been of-
fered to demonstrate penicillin sensi-
tivity in animals. It was proposed that
the word “human” be inserted before
the words “drug products.” o

Hypersensitivity reactions to penicil-
lin do occur in animals. Although the
Commissioner acknowledges that at
present there is less information on
the extent of the problem in animals
than in humans, he advises that FDA
has received numerous reports of reac-
tions in animals throughout the years.
Therefore, the Commissioner believes
the re%u_lrement as proposed in
§211.176 is warranted and has re-
tained it in the final regulation. How-
ever, the Commissioner believes that
the prohibition against the use of
common facilities and air-handling
systems in the production of veteri-
nary drug products is not necessary at
this time. Therefore, §§211.42(d) and
211.46(e? (now 211.46(d)) are revised
accordingly in the final regulation.

141. A number of comments suggest-
ed that § 211.42(d) can be too broadly
construed. It was suggested that some
processing steps for penicillin and non-
penicillin products could be performed
on the same equlpment without risk of
cross-contamination.

The Commissioner believes that
there is a possibility of trace amounts
of penicillin being released during
product handling even under well-con-
trolled conditions, and he therefore
cannot accept this suggestlon.

142. Another comment requested
clarification of the meaning of the
word “separate”in § 211.42(d).

The Commissioner’ intent in this
paragraph is to require the isolation of
penicillin production operations from
operations for nonpenicillin products.
Separation can be achieved in a facili-
ty, building, or plant by effectively Iso-
lating and sealing off from one an-
other these two types of operations.
This does not necessarily mean separa-
tion by geographical distance or the
placement of these operations in sepa-
rate buildings. Effective means can
almost certainly be developed to sepa-
rate such activities from one another
to prevent cross-contamination prob-
lems within a single building. An ex-
ample of the means of separation can
be found in the discussion of air-han-
dling systems in this preamble under
paragraph 172.

LI GHTI NG

143. Two comments said § 211.44 is
)cl_ague and may lead to misinterpreta-

ion.

It is not the intent of this section to
sgell out precisely what is required in
the way of lighting for each type of
operation, but rather to require that
individual firms follow lighting stand-
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ards that are %enerally considered ade-
guate for each of their various oper-
ations. For example, inspection of par-
enteral solutions for particulate
matter requires a different type of il-
lumination than a component storage
area. The Commissioner, therefore,
has retained the proposed wording in
the final regulation.

VENTI LATION, AIR FILTRATION, AIR
HEATI NG, AND COQOLI NG

144. One comment suggested that
the word  "microorganisms” i n
§211.46(b) be modified by the term
“objectionable.”

The Commissioner finds that this
paragraph, by use of the phrases “ade-
quate control”’and “when aﬂproprl-
ate,” adequately states that the
number or types of microorganisms
that would be undesirable must be
controlled. Therefore, the Commis-
sioner has retained the wording as
proposed in the final regulation.

145. A number of comments request-
ed that expressions such as ‘when
necessary,” ‘Wwhere applicable,” or
‘Wwhere appropriate”be used in the
first sentence of § 211.46(c) to broaden
the scope of the requirement for air
filtration systems. Comments took ex-
ception to the requirement for ex-
hausting to the outside of the build-
ing, stating that there are a number of
alternatives such as completely closed
systems properly filtered, ionization
and electrostatic precipitation, en-
closed hoods, and scrubbers. Finally,
two comments contended that there 1s
no reason for air filtration systems in
production areas where the product is
already in the final sealed container
and in nonsterile processing areas.

The Commissioner believes that for
the great majority of drug production
operations the proposed requirement
is desirable and necessary to assure
the quality of drug products. While it
is doubtful that such air systems are
not generally applicable to the produc-
tion of nonsterile products, there may
be situations where the requirement
would not be necessary to assure the

uality of drug products and would
therefore be unreasonable. Therefore,
§211.46(c) is revised in the final regu-
lation to require such filtration sys-
tems where appropriate. This para-
graph as rewritten also allows alterna-
tive systems which do not necessarily
exhaust outside the building.

146. Several comments objected to
proposed §211.46(d) on the grounds
that effective exhaust systems need
not always be “adjacent™ to the equip-
ment in dusty operations.

The Commissioner concludes that
proposed §211.46(d) is unnecessary in
view of §211.46(c) as written in the
final regulation. Therefore, proposed
§ 211.46(d) is deleted in its entirety.

RULES AND REGULATIONS

147. One comment said proposed
§211.46(e) (now § 211.46(d)) is too gen-
eral because there would be no danger
from cross-contamination during peni-
cillin fermentation (prior to processin
the dru state) and after the sealing o
the product.

The Commissioner cannot agree

with this comment since the oper-
ations specified are not clearly de-
fined. He believes the fermentation
process could result in cross-contami-
nation problems. For example, remov-
al of the cake from penicillin fermen-
tation equipment could result in air-
borne contamination from partly dry
or dry cake. With regard to the re-
spondent’ second example, the Com-
missioner is revising this requirement
to make it apply only to production
operations and not to storage, such as
warehousing of the penicillin product
in sealed containers.

146. Comments were made that pro-
posed §211.46(e) was superfluous be-
cause § 211.42(d) already required sep-
arate facilities for penicillin and non-
penicillin products. ) o

The Commissioner believes it is im-
portant to make clear in these regula-
tions that completely separate air-
handling facilities for penicillin and
nonpenicillin production are required.
Section 211.42(d) is written to allow
Benlc_lllln production in the same

uildings as nonpenicillin production
if the penicillin production areas can
be completely separated from all
others. However, because it is possible
for air-handling systems between peni-
cillin and nonpenicillin production
areas to be interconnected, the Com-
missioner finds it necessary to state
that any such interconnection would
be unacceptable.

149. One comment said proposed
§211.46(e) should specify whether the
air-handling system is intended for
outgoing or incoming air. )

There is no single answer to this
Pomt since the specific requirements
or a particular installation will
depend on individual circumstances.
The purpose of the requirement is
that no cross-contamination occur be-
tween penicillin and nonpenicillin op-
erations. The means by which the ob-
jective is achieved may require filtra-
tion of incoming air of filtration of
outgoing air or both.

PLUMBI NG

150. A number of comments on
§211.48(a) said water received from
municipal sources and certified as
meeting the requirements of Subpart
J of 42 CFR Part 72 should not have
to be tested as if it were another com-
ponent. o .

It was not the Commissioner’ intent
that potable water received from mu-
nicipal sources require acceptance test-
ing by a drug manufacturer unless the
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water is obtained from sources that do
not control the water quality to assure
compliance with Public Health Service
standards. Of course, water of un-
known quality such as a firm's own
wells must be tested, and potable
water coming into the plant system
should not be adversely affected by
the in-plant plumbing.

151. A number of comments indicat-
ed that it is not necessary and is very
expensive to require that all water in a
plant be potable water. They pointed
out that some systems such as sprin-
klers for fire control, cooling equip-
ment, and boiler feed do not require
potable water.

In light of these comments, the
Commissioner is revising § 211.48(a) to
eliminate the prohibition against non-
potable water within a plant.

152. One comment said potable
water should be analyzed for polych-
lorinated biphenyls and chloroform,
and tolerances should be set because
of the potential danger to health rep-
resented by these contaminants.

The Commissioner recognizes that
potable water may contain amounts of
environmental chemical contaminants
at levels that have not been clearly es-
tablished as having significant adverse
effects when ingested. Government
agencies are investigating more mean-
ingful specifications for testing pota-
ble water for potentially harmful im-
purities not already included in the
standards. Therefore, FDA has not in-
cluded such requirements for testing
and acceptance of potable water in
these regulations.

152. Several comments objected to
the desi]qlnation of traps to prevent
back-siohonage in §211.48(b). The
comments said it is -general opinion
that traps do not prevent back-siphon-
age, but check valves or air break ar-
rangements would do so.

The Commissioner agrees with these
comments, and §211.48(b) is revised to
reflect the suggested change.

154. One comment objected to equip-
ping drains with traps because of the
inflationary impact and requested
that this paragraph be deleted. .

The Commissioner notes that this
paragraph is revised to eliminate the
reference to traps. It now requires the
use of air breaks or other mechanical
device which may increase or decrease
the cost to this person, depending on
his present method of preventing
back-siphonage. However, the Com-
missioner considers that the necessity
of preventing back-siphonage out-
weighs the cost factor.

WASHI NG AND TA LET FACI LI TI ES

155. Several comments on §211.52
argued that it is not current industry
practice to provide “hot”’ water, but
rather to provide ‘tempered” water,
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thus conserving energy while
taining adequate sanitation facilities.

The Commissioner has been unable
determine that there is a consensus as
to what is meant by “tempered water.”
Therefore, he is concerned that the
word “tempered” might allow the use
of water that is of insufficient tem-
perature for adequate cleaning.

156. A comment suggested that the
word “easily”” be deleted from § 211.52
because location of washing facilities
may be hindered or prohibited by local
plumbing codes. Further comment
said the word “‘easily”” is most subjec-
tive and capable of differing interpre-
tation.

The Commissioner is not convinced
that plumbm_% codes would prohibit
easily accessible washing facilities in
establishments that are properly de-
signed. Further, the Commissioner be-
lieves that the word "easily” is concise
enough to adequately describe the
intent of the section. Therefore, the
wording as proposed is retained in the
final regulation.

ANI MAL  FACI LI TI ES

157. Several comments contended
that proposed § 211.54 should be de-
leted since it substance is covered b
the Animal Welfare Act of 1970 (Pub.
L. 91-579. 7 U.S.C. 2131). Other com-
ments said this section implies that
housing for laboratory animals is re-
quired whether or not a firm main-
tains laboratory animals.
~ The Commissioner does not believe
it is improper to make the substance
of another regulation a requirement in
th CGMP regulations. It should be ob-
vious that If a firm is not engaged in a
type of operatlon covered by these reg-
ulations, then any requirement that
pertains to that type of operation does
not apply to that firm. In reviewing
this proposed section, however, the
Commissioner has concluded that its
intent is adequately covered in
§ 211.173. Therefore, § 211.54 is deleted
in the final regulation.

SANI TATI ON

158. Several comments on § 211.56(a)
said it is impossible to maintain all
buildings completely free from ro-
dents, birds, insects, vermin, trash, and
organic decaying matter. In most
buildings there is an accumulation of
trash dally in various waste baskets
and in trash accumulation areas for
papers and empty cartons.

he Commissioner agrees that the
intent of this sectlon could be more
clearly stated, and the text is revised
accordingly.

159. Several comments requested the
deletion of the phrase “in detail” from
§211.56(b) because, according to the
language In this paragraph, manufac-
turers would be required to document
all minute details.

RULES AND REGULATIONS

The Commissioner believes that in
some cases, detailed descriptions of
cleaning procedures may be necessary
to assure complete and proper clean-
ing. In others, that level of detail may
not be necessary or appropriate. The
Commissioner believes that there
should be a reasonable standard in de-
scribing the details of these proce-
dures. Therefore, this paragraph is re-
vised to require “sufficient”™ detail.

160. Several comments requested the
deletion of the phrase “such written
grocedures shall be followed** from

211.56(b) because, if current good
manufacturing practice involves writ-

clarify that the procedures apply to
individuals who are assigned to sanita-
tion work. )

The Commissioner believes that the
paragraph clearly indicates that good
sanitation procedures apply to all em-
ployees who perform sanitation work.
Therefore, he rejects this comment.

MAI NTENANCE

164. Several comments said the
hrase ‘‘good state of repair” in
§ 211.58 is vague and is subject to vary-
|ngﬂ_ interpretation.
he Commissioner does not agree.
that the phrase “good state of repair”

in? down certain procedures, it also in-is va[que. It means that bulldings
volv

es following them.

The Commissioner does not agree
wlth this comment. Procedures may be
written with obvious good intentions
but never implemented, as the agency
has discovered in some flrms. Written
procedures must be followed to assure
the quality of finished drug product,
and the regulations should be explicit
in stating this point.

161. Comments regarding § 211.56(c)
objected to the use of the word
“person”” and to the requirement of
*““evidence” that use of such materials
will not contaminate equipment, com-
ponents, or in-process materials. the
use of the word “person’ according to
the comments seems to have a more
personal use here than the general use
It has in other sections. It was also
suggested that the word *“‘evidence”
implied a need for proof of lack of any
residue from pesticide or cleanin
agent use, and that the standard
should be a lack of adverse effect in-
stead. Several comments suggested
that as written. this paragraph would
require residue checks to be run on all
batches in an area after a visit by an
exterminator.

The Commissioner finds that the ob-
jections have merit, and therefore the
opening of this paragraph is reworded
to clarﬁ}/ the intent. It is not the
intent of the Commissioner to burden
manufacturers with testing every
batch of drug product in a partbular
area for contamination from chemicals
used to kill pests and insects.

162. Several comments requested the
deletlon of the last sentence of
§ 211.56(c). which allows the use of
only those rodenticides. insecticides.
and fungicides that have been regis-
tered in accordance with the Federal
Insectlclde. Fungicide and Rodenticide
Act (7 U.S.C. 135).

The Commissioner believes it con-
trary to public policy to permit the use
of unregistered rodenticides, insecti-
cides, or fungicides. The comment is
rejected.

163. One comment requested inser-
tion of the phrase “‘employed to per-
form sanitation work’ following the
word“‘employees” in § 211.56(d% to

shou
so that drug
them are a

d not be in a bad state of repair
products processed within
versely affected.

X. EQU PMENT

EQUJ PMENT DESI GN SI ZE AND LOCATI ON

165. A comment su %ested the dele-
tion of the phrase in % 11.63 ““for its
intended use as well as for its” on the
grounds that it is redundant and
therefore unnecessary.

The Commissioner does not agree
that this phrase is redundant. The
regulatlon imposes two requirements:
that equipment be such as to facilitate
its operations for its intended use and
that equipment be such as to facilitate
its cleaning and maintenance. The
phrase is revised in the final regula-
tions for clarity.

166. One comment on § 211.63 noted
that medical gas manufacturers use
dedicated piping systems, manifold
valve outlets, and pin index systems
for processing medical gases. Cleaning,
except at the time of initial installa-
tion and subsequent maintenance, is
not done internally. )

The Commissioner notes that this
section does not dictate the frequency
of cleaning and/or maintenance. If
cleaning and maintenance after initial
installation are not needed, as stated
in the comment, then there is no re-
quirement in § 211.63 for such prac-
tice.

EQU PMENT CONSTRUCTI ON

167. A number of comments argued
that §211.65(a) literally requires that
all product contact surfaces be totally
inert. The respondents maintained
that this requirement is practically im-

ossible to achieve and that the fol-
owing wording should be added: .

"* *7*50 as to alter the safety, identi-
gy, strength, quallty or purity of the

rug beyond the official or other es-
tablished requirements.”

The Commissioner recognizes that
drug product contact surfaces may be
reactive to some minute extent, and
the paragraph is revised in the final
r%gulatlon in accordance with suggest-
ed alternative wording.

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



est-

168. A number of comment sugge
offi-

ed adding the phrase beyond the
cial or other established require-
ments" to the end of §211.65(b) to
define better the standards to be used
for evaluating any possible changes
caused by product contacts.

The Commissioner agrees with the
substance of these comments. The pro-
posed phrase is added at the end of
the sentence in §211.65(b) for the
same reason as explained in reference
to §211.65(a). A similar change is
made in § 211.67(a).

EQUI PMENT CLEANI NG AND MAI NTENANCE

169. In reviewing the proposed regu-
lations the Commissioner concludes
that §§211.67 and 211.112 should be
combined into a new 8 211.6°7. Section
211.112 is deleted from the final regu-
lation, and the substance of the re-
guirements in proposed §211.112 are
included in the new § 211.67. The com-
ments below include those relating to
both proposed § 211.67 and 211.122.

170. Several comments said written
procedures and documentation re-
quired by § 211.61 should apply only to
major equipment, not to items such as
ladles, buckets, and spatulas.

The Commissioner does not neces-
sarily intend to require detailed proce-
dures for cleamn?1 each type of utensil.
For example. such equipment may be
grouped when convenient. However,
the Commissioner believes that at
least C<]:Jene_ral written procedures
should be instituted for cleaning uten-
sils. Although not “major” pieces of
eqmﬁment, utensils can be just as
much a source of contamination. De-
pending on the type of operation, it
may be necessary, for example, to
sanitize or use procedures other than
simple washing. )

171. One comment said §211.67
should be strengthened by requiring
that cleaning and identification be
performed by a competent individual
specifically trained for these oper-
ations.

The Commissioner rejects the com-
ment because it would be repetitive of
the requirements in §211.26 on per-
sonnel qualifications. )

172. One comment on §211.67(a) said
that when equipment is dedicated toa
single component or product, the use
of water solution or gas purging would
serve only to introduce material which
should not be in the final product.

This paragraph does not prescribe
what compounds must be used for
cleaning, the manner, or the exact fre-
quency of cleaning. To do so would be
impossible, given the variety of prod-
ucts, equipment, manufacturing oper-

ations, and cleaning techniques. Selec-

tion is best left to each manufacturer,
who also retains responslbllity for as-
suring that their cleaningoperations

do not contaminate the drug product.

RULES AND REGULATIONS

172. One comment said the list of
procedural requirements for equip-
ment cleaning should be deleted from
§211.112(a) since it  is unnecessarily
specific and unduly restrictive.

The Commissioner does not agree
that the list of required procedures is
either too restrictive or too specific.
He believes that all the items are
common-sense procedures that most
firms would incorporate. but some
would not in the absence of CGMP
regulations.

74. One comment on proposed
§211.112 argued that the word ““shall”
in the sentence regarding establish-
ment of procedures should be replaced
by the word “may”” because the jud?—
ment of the manufacturing personne
should determine proper sanitary pro-
cedures.

The Commissioner rejects this su?-
gestion. The purpose of these regula-
tions is to assure that each firm estab-
lish appropriate written procedures re-
garding sanitation. Precise procedures
are left to the reasonable judgment of
manufacturing personnel, as long as
the objectives of the requirement are
met.

176. One comment said that § 211.67
as written requires the cleaning and
maintenance of all equipment used in
the manufacture, processmg, packing,
and holding of a drug product, which
would include laboratory equipment,
fork lifts, and truck fleets. o

Any equipment used in association
with drug manufacturing that could
have an adverse effect on drug prod-
uct quality if improperly maintained is
covered by this section. Ordinarily, of
course, fork lifts and fleet trucks
would not be considered, but it is not
inconceivable, for example, that the
failure of a refrigeration unit in a
truck could have a serious deleterious
effect on drug products that must be
kept cool. Laboratory equipment,
when used for the quality control of
drug products, is an integral part of
the manufacture, processing, packing,
or holding of drug products and there-
foEelclgarly is included in the scope of

176. Several comments on 8§211.67
argued that requiring written proce-
dures for the method used in the dis-
assembling and reassembling of all
equipment Is overly burdensome and
not necessary. It was recommended
that the paragraph be deleted or rew-
ritten to requlre such measures for sig-
niflcant pieces of equipment only. It
was also recommended that parts
which come into contact with drug
products be dissassembled, cleaned and
reassembled. but not necessarily the
entlre piece of equlpment.

The Commissioner concludes that
the extent to which equipment must
be disassembled depends on the type
of equipment and other variable fac-
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tors. The equipment must be disassem-
bled to the extent necessary to pre-
vent subsequent contamination and/or
malfunction. The regulations in )

§ 211(.167(b)(3) are clarified in this
regard.

77. Several comments said
§211.67(k)2 would require written pro-
cedures for “maintenance” of egulp—
ment and objected that the wor
“maintenance” is too general a term.
One comment recommended that the
paragraph be revised to read, “There
shall be written procedures assigning
responsibility for and describing pre-
ventive maintenance programs and
cleaning schedules.”

The Commissioner does not agree
that rewording the paragraph, as sug-
gested,is negessarg. Maintenance
means keeping a building, machinery,
or other facilities in a good state of
repair: and the term is understood
throughout the industry. )

176. One comment said "§211.67(b) is
not relevant to good manufacturing
practice for most products. The com-
ment further said the description of
the methods of disassembling, cleaning,
and sterilizing is applicable only to
parenteral drugs.

The Commissioner does not agree
with this comment. Other types of
equipment, for example, automatic
tableting machines, also require disas-
sembling, cleaning, and reassembling.

179. Several. comments requeste
that the phrase “such written proce-
dures shall be followed™ be deleted
from §211.67(b).

The Commissioner does not agree
with this comment. The requirement
for written procedures is only part of
the requirement for the use of current
good manufacturing practice in the
production of drugs. An equally criti-
cal part of the requirement is that the
written procedures be followed.

180. One comment objected to the
requirement In §211.67(c) for making
the maintenance and cleanlnlg records
a part of the equipment use log (as re-
quired in §211.182) because the infor-
mation is readily available in batch
records. o ) )

The Commissioner rejects this com-
ment. The intent of the record reten-
tion requirementis that cleaning and
maintenance records be readily identi-
fiable with equipment usage in the
event of a Bro_b em where drug prod-
ucts must be investigated. Where the
same equipmentis used for a number
of dlIfferent drug products. for exam-
ple, cleaning and maintenance records
may not be easily retrleved. Section
211.182 in the final “regulations pro-
vides, however, that individual equlp-
ment logs are not required where
equipment is dedicated to the manu-
facture of one product and the )
batches are manufactured in numeri-
cal sequence.
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181. Several comments requested the
deletion from proposed § 211.67(c) and
§211.112(a)(fc? of the references to
§§211.180 and 211.182 with regard to
the record retention period.

The Commissioner disagrees with
these comments. Section 211.182 pro-
vides the specific information and
form in which equipment usage, clean-
ing, and maintenance records must be
kept and is appropriate so that firms
subject to these regulations are made
aware of their responsibilities.

_Further, improper cleaning and sani-
t|2|n8 could contribute as significantly
to adulteration of products as could
other problems in the manufacturing
process and, in the event of contami-
nated products, the firm should be
able to identify the cause of the con-
tamination. The retention of these
records under § 211.180 therefore
should be consistent with other re-
cordkeei:\)/ilng requirements throughout
the CGMP regulations.

EQUI PMENT  CALI BRATI ON

182. The Commissioner is combining
the substantive reguwements of pro-
osed §§211.2 and 211.68 to form new
211.68. Comments_on proposed
r§]§2112 and 211.68 will be discussed
ere.

183. One comment requested that
proposed §211.2(a) be modified to
permit the use of equipment other
than the types listed. One comment
argued that the use of computers
should be allowed. Severa comments
suggested deletion of the word*preci-
sion”since it is superfluous and redun-
dant.

The intent of this paragraph is to
allow the use of any equipment that
will perform a function satisfactorily
in accordance with the requirements
in Part 211. The Commissioner is
therefore revising this paragraph in
the final regulation (now §211.68(a))
to permit the use of any automatic,
mechanical, electronic, or other types
of equipment, incuding computers or
-related systems, that will achieve this
goal. Use of modifying word "preci-
sion" is not necessary because the
paragraph requires that any equip-
ment perform a function satisfactori-

ly.

y184. One commentsuggested that
the word "permit” in§ 211.2(a) be re-
placed by the wordtecognize’which
would better expressthe Intent of the
paragraph. Several comments ques-
tioned the statutory authority of FDA

to permit or prohibit the useof specif-

ic t%pes or_classes of equipment.

The revision of proposed § 211.2(a
(now §211.68(a)) eliminates the wor
‘permit.” The authority to promul-
gate CGMP regulations includes the
authority to regulate the use of equip-
ment that could have a bearing on
drug product quality. The argument
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that FDA does not have the authority
to prohibit the use of equipment is
academic, however, because there is no
prohibition stated or implied. Testing
and quality control are an inherent
part of the manufacture, processing,
packaging. and holding of drug prod-
ucts as defined in §210.3?b§’ 12)
Therefore, such equipment may also
be used for testing and quality control.

185. Numerous comments suggested
that the requirement in proposed
§211.2(b) for a backup file of hard
cogy data be amended to provide for
other types of backup data, such as
duplicate tapes or microfilm.

he Commissioner is convinced that
It would be proper to allow for backup
ssttems other than hard copy, and
this paragraph is revised accordingly
as § 211.68(b). Measures must be taken,
however, to assure that backup data
are exact and complete and that they
are secure from alteration, inadvertent
erasure, and loss.

186. Several comments objected to
the requirement in proposed g 211.2(b)
for checking computer reproductions
of formulas and other records or data
each time they are used, on the
grounds that it should be sufficient to
verify only the accuracy of the first
reproduction.

he intent of this requirement is to
ensure that each reproduction is the
same as the original. Computer prin-
touts do, on occasion, contain errors.
Whether due to faulty input, program-
ming, malfunction, or other reasons,
they can result in a serious production
error and the distribution of an adul-
terated product. The Commissioner
therefore does not agree that only the
first reproduction need be checked for
accuracy. If a computer system has
the capability, however, to verify its
output, such as with audit trials, this
could be considered as a check for ac-
curac,}/.
187. One comment suggested dele-
tion from proposed §211.2(b) of the
listirg of items requiring backup data.

The Commissioner now believes that
the listing of data to be included as
hard copy data is not necessary. The
intent of this paragraph is that
backup data be kept of any informa-
tion that is computerized. not that cer-
tain information be computerized.

188. One comment suggested dele-
tion of the word "appropriate" in the
second sentence of proposed § 211.2(b),
charging it to be superfluous.

The Commissioner rejects this sug-
gestion. Controls required by this
paragraph _must be adequate to
achieve their purpose, but are not re-
quired to exceed this level.

189. One comment suggested that
the third sentence of ;I:)roposed
§211.2(b) be modified by deleting the
word “reproduction$’ and replacing it
with the phraséinput to the comput-

er.” The comment also suggested dele-
tion of the phrasétata from the com-
puter”

The Commissioner agrees that input
to the computer must be checked for
accuracy and is revising the paragraph
accordingly in §211.68?b). He does not
agree that'tlata from the computét
need not be checked for accuracy and
therefore rejects that portion of the
comment. In considering the com-
ments on the section and as a result of
discussions with FDA staff knowledge-
able in the computer field, the Com-
missioner has become aware that use
of the word‘tomputer’may be too re-
strictive so as to exclude data process-
ing systems that do not compute.
Therefore, the wordstelated sys-
tems’are added to include those  sys
tems that function only as data stor-
age and retrieval.

190. One comment on §211.68(a)
asked whether electronic equipment
recorders should be calibrated.

The Commissioner believes that re-
corders are an integral part of preci-
sion equipment systems. A faulty re-
corder may give unreliable results that
may affect the quality of finished
drug products. Recorders that are rou-
tine calibrated, inspected, and
checked reduce the margin for error
antd assure the quality of drug prod-
Ucts.

191. A comment said the intent of
§211.68(a) is not clear as to the use
andt Re of equipment that is applica-
ble. The comment further said preci-
sion equipment that has no effect on
the drug product quality should be
exempted from the writfen program
requirements. .

he paragraph refers to equipment
which Is used in the manufacture. pro-
cessing, packing, and holding of drugs
and may therefore have an effect on
drug product quality. No examples of
e#mpment which did not have an
effect on drug product quality were of-
fered.

192 A comment requested that the
term “precision automatic equipment”
be defined. The respondent said it
could, for example, include tablet
counters and liquid fillers which are
checked on a routine in-procedsasis
where there is no need for routine cali-
bration or inspection.

The Commissioner believes thnt
tablet counters and liquid fillers are
examples of precision automatic
equipment. When routing in-process
checks are made, regardless of the
time interval, such checks should be
performed according to prescribed pro-
cedures and records kept in accord-
ance with the requirements of this
paragraph.

193. Several comments on § 211.68§bg
said the mandatory time interval o
months for calibration checks on
scales and balances is arbitrary.
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The Commissioner agrees that time
intervals longer than 6 months may be
apfroprlate in some cases. Because
§ 211.68(a) requires that automatic,
mechanical, and electronic equipment,
including scales and balances, be cali-
brated routinely to assure the quality
of drug products, the provisions of
§ 211.68%b{)are unnecessary and there-
fore are deleted. )

193a. A comment requested the in-
sertion of the word “‘Wweight” before
the word “Scales™ in § 211.68(b) to clar-
ify that this requirement applies only
to_weight scales.

The deletion of §211.68§b), as pro-
posed, removes the reference to
Wweight”} however, the Commissioner
finds that any scale or balance used
for testing of ‘production operations is
required to be accurate and must be
calibrated and checked routinely as re-
quired in § 211.68(a). .

194. A comment requested an addi-
tional paragraph covering the stand-
ardization of tablet punch and die

sets.

Although the Commissioner believes
that the comment has merit, he does
not believe that it is generally appro-
priate in a general set of regulations to

identify specific equipment used only

inthe manufacturing of one dosage
form. Such_requirements are more ap-
propriate in regulations for specific
dosage forms.

FI LTERS

195. A number of comments on
§ 211.72 requested clarification wheth-
er this section is intended to apply to
both air filters and solution filters.
Other comments requested clarifica-
tion that the proposed paragraphs (b)
and (c) refer oncljy to injectable drug
products intended for human use.
~ The Commissioner finds that the
intent of this section is to eliminate
the use of fiber-releasing filters in
liquid filtration systems during pro-
duction of injectable drug products for
human use. Revisions appearing in the
final re?ulatlon clarify this intent. Ad-
ditional background” information re-
garcg]m this requirement can be found
in the
1975 (40 FR 11865), which established
the basic requirements for this sec-
tion.

196. Several comments suggested
that this section be deleted because it
pertains only to injectable drug prod-
ucts and therefore should be placed in
the specific regulations for this type
of drug product._ .

The Commissioner agrees that this
section and a portion of § 211.94 apPIy
only to injectable drug products for
human use and that such require-
ments will be suitable for the more
specific regulations for large and small
volume parenterals for human use
when such regulations are in effect.

EDERAL REGISTR of March 14.
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The Commissioner previously conclud-
ed in _the final regulation published in

the FEDERAL REGISTEROf March 14,

1975 (40 FR 11865) that the use of
fiber-releasing filters in the produc-
tion of human injectables required
codification in the general CGMP reg-
ulations until final LVP and SV
CGMP. regulations are codified. These
provisions-will be incorporated in the
more specific regulations regarding
human parenteral drug products when
they are published as final regula-
tions. Again, the Commissioner re-
minds interested persons that this sec-
tion has been in effect since April 14,
1975 (40 FR 118651.

- 197. One comment noted that by the
time the final regulation becomes ef-
fective, proposed § 211.72(c) will be in-
operative, since it requires substitution
on or before September 14, 1976.

The Commissioner agrees with this
comment and is therefore deleting
paragragh (c) of § 211.72, ]

198. One comment objected to being
forced to use filters in"drug produc-

tion.

Section 211.72 does not require the
use of filters in the manufacture, pro-
cessing, or packing of injectable dru

roducts. However, if filters are used,

211.72 specifies types of filters that
cannot be used unless the drug prod-
uct cannot be manufactured, pro-
cessed, or packed without their use.
and also requires that in this eventual-
ity the drug product be refiltered
through a nonfiber-releasing filter.

Xl. CONTROL (O COVPONENTS AND DRUG

PRCDUCT CONTAI NERS AND CLOSURES
GENERAL  REQUI REMENTS

199. Several comments suggested
that the requirements for containers
and closures in proposed §§211.80§a)
and 211.89 be separated from those_for
components and in-process materials
because the testing controls, systems,
and criteria differ. )

The Commissioner finds that the
control of in-process materials is more
appropriate In Subpart F-Production
Process Controls; therefore, all refer-
ences in Subpart E to In(-frocess mate-
rials are deleted. Proposed § 211.88 and
certain  requirements proposed in
§211.89 are now in § 211.110(c) and id).
It is appropriate to consider control of
components, drug product containers,
and closures together, however, be-
cause the separation of requirements
for control of containers and closures
from components in the CGMP regu-
lations would necessitate the unwar-
ranted duplication of numerous sec-
tions of text. The variations in han-
dling, examining, or testing can be
adequately addressed by each manu-
facturer in the written procedures re-
quired by the various sections.

200. One comment argued that these
proposed requirements in Subpart E
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would place an additional burden on
small manufacturers and that such re-
quirements are unnecessary, Partlcu-
larly with OTC pharmaceuticals.

Drug product containers and clo-
sures ﬁlay a critical role in assuring
that the patient is provided a drug
product of essentially the same
strength, quality, and purity as when
it was produced by the manufacturer.
The Commissioner cannot agree that
OTC drug products should not receive
the same degree of cs)rotectlon as Pre-
scription drug products. It has been
FDA's experience that ‘small” manu-
facturers can attain the same degree
of quality of their drug products as
large manufacturers. There cannot be
different standards of quality of drug
products for large and small manufac-
turers, nor can there be different
standards of quality for OTC and pre-
SCI‘I8UOI’I drug products.

201. One comment on _§211.80E1a)
raised several issues relative to the
handling of bulk components bein
held in storage tanks or silos. includ-
ing the commingling of a new ship-
ment with the remainder from previ-
ous shipments and how such lots
should be identified. )

Combining a new bulk shipment of a
component In a bulk storage tank with
the remainder of a previously received,
tested, and approved component lot
causes the cornpositing of the materi-
al. The result is that the previously
approved material becomes in integral
part of an unapnroved new lot and
cannot be used until such lot is ap-
proved for use. However, a manufac-
turer may choose not to commingle
approved lots with unapproved lots of
components in bulk storage. In some
instances a manufacturer may be able
to test components appropriately
before introduction to bulk storaae as
for example, when a shipment of com-
ponents is received with a valid certifi-
cate of analysis and where identifica-
tion testing may be sufficient.

202. Some comments suggesta dele-
tion from §211.80(a) of the words “in
detail”” because it would require the
documentation of minutiae and volu-
minous written procedures.

The Commissioner agrees that the
phrase “in detail” could be construed
to include description of insignificant
protions of the procedure, which is not
the intent. Therefore, he is insertin
the word “sufficient” before the wor
‘Oetail.” )

203. Comments were received on
§211.80(a) recommending replacement
of the phrase "approval or rejection”
with the word "disposition.” .

The Commissioner disagrees with
this suggestion. Written procedures
must spell out the criteria for approval
or rejection in view of such material3
intended use.
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204. One comment suggested that
the first sentence of § 211.80(a) be pre-
ceded by the phrase “where appropri-
ate” to allow for the size and complex-
ity of the operation.

The Commissioner believes that
written procedures are appropriate re-

ardless of the size or complexity of
the operation. Written procedures pro-
vide a basis for the uniform perform-
ance of a function.

205. One comment suggested adding
to § 211.80(b) the phrase *50 as to alter
the safety or efficacy of the drug
product.”

The Commissioner finds that it is
reasonable to conclude that contami-
nation would affect drug quality.
Therefore, the suggested phrase is un-
necessary and is not included in the
final regulations.

206. Numerous comments strongly
objected to the requirement in
§ 211.80(c) that components. drug
product containers, or closures be
stored at least 2 feet away from walls,
maintaining that it would severely
reduce the available storage area and
thereby necessitate additional space to
store the same amount of material
with an attendant inordinate and un-
necessary inflationary impact. Some of
these comments suggested that this
sanitation-oriented  requirement be

laced in § 211.58 or combined with

211.80(b2. Additionally, some com-
ments offered alternate wording such
as: to permit cleaning and inspection.
to allow for appropriate sanitation op-
erations, and to allow for effective
sanitation practice. Some comments
questioned whether this requirement
only refers to outside walls or includes
all ' walls, such as mesh screened walls,
vault walls, partitions. and refrigera-
tor and freezer walls. Some comments
questioned  whether  free-standing
shelves also had to be “at least 2 feet
away from walls,”” since shelving is
sometimes attached to the wall for
safety reasons.

The Commissioner has carefully
evaluated this paragraph in light of
his intention to provide suitable spac-
ing in storage areas for cleaning and
inspection and concludes that a specif-
ic requirement for at least a 2-foot
space between the wall and such mate-
rial can be deleted, but a requirement
to store materials in a way that allows
for cleaning and inspection will be re-
tained. He is also deleting the words
‘on pallets or free standing shelves” to
allow for other suitable methods of
storage. The Commissioner believes it
preferable to codify this requirement
in this section rather than in § 211.56.

207. Numerous comments on
§211.80(d) objected to the proposed
requirement to identify each container
in a lot being received since many
items, such as containers. closures. and
excipients are palletized. This require-
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ment. as proposed, would mandate
that each pallet load be broken down
so that each unit on the pallet could
be identified, then repalletized. there-
by increasing the potential for damage
and mixups. This procedure is alleged
to have an unnecessary inflationary
impact.

he Commissioner recognizes that
there are situations where 1t would be

er of component, drug product con-
tainer, or closure such as mentioned in
the proposed regulation. He agrees
that some provision should be made
for these situations. He is therefore
amending this paragraph by adding
the words_“or Igrou_ping of containers.”
Any individual unit separated from a
grouping must be identified with the
appropriate information required by
this garagraph.

208. Some comments requested a
clarification of the word “disposition”
in §211.80(d) that would distinguish
between a simple transfer of the mate-
rial and use of the material for a par-
ticular purpose. .

The Commissioner believes that the
word  “disposition”  appropriatel y
covers any use or change in control
status of the lot, including both of
those cited in the comments.

209. Some comments questioned the
intent of the last phrase of § 211.80(d).
The respondents stated that if the
intent is to identify those containers
that have been opéned, then a period
should be placed after the parentheses
and a suggested new sentence added to
clarify the intent.

The Commissioner agrees that this
phrase could be interpreted to require
that, only the lot be marked to indicate
whether ‘and when it had been opened
and sampled. The reauirement for the
sampling of lots is contained in
§ 211.84. Therefore. he concludes Chat
the requirement in §211.80(d) regard-
ing identifying sampled containers is
more appropriately placed in
_§211.84ECSJ,_ which will clarify the
intent to identi
have been sampled.

210. One comment on §211.80(d)
suggested that when a shipment of
components contains more than one
manufacturer? lot number. the recipi-
ent be allowed the option of assigning
a single code number for this ship
ment.

The Commissioner rejects this_sug-
gestion inasmuch as it would either
complicate or negate tracing a compo-
nent back to a particular manufactur-
ers lot or the subsequent tracing of a
Fartlcular lot of component used to a
ot of drug products.

211. One comment objected to the
requirement in §211.80(d) that con-
tainers of drugblproduct containers
bear an identifiable lot number, on the
grounds that this is not standard prac-

containers which

tice in the industry. The comment sug-
gested that the recipient provide a
tinctive code for such containers.

The requirement is that each lot of
each shipment be identified with a
tinctive code. If a lot number fur-
nished by the supplier is distinctive
for each lot in each shipment, then
the recipient, i.e., the drug product
manufacturer, can use the lot number

there is no lot number or the lot
number is not distinctive for each lot
in each shipment, then the recipient is
responsible for designating his own
distinctive code.

RECEI PT AND STORAGE OF UNTESTED COM
PONENTS. DRUG PRODUCT CONTAI NERS.
AND A CB RS

212. One comment proposed that
§211.82(a) be divided to cover compo-
nents, and containers and closures
aratel y.

The’ identification of articles re-
ceived, camparison with materials or-
dered, and examination of the overall
condition of the material received Is
carried out in much the same way re-
gardless of the character of the article
received. The Commissioner sees no
advantage to promulgating two sepa-
rate regulations on receiving and
age of materials, one for components,
and the other for containers and
aurg[s. To do so would simply be redun-

ant.

213. A number of comments on
§211.82(a) said individual containers
of components. containers, and
sures need not be visually examined
before acceptance as long as the
checked before use. The rationale for
the comments is that a visual chekof
each container is impractical and un-
realistic for large shipments of bagged
materials that are palletized as a
and/or shrink-wrapped. The respon-
dents suggested that tearing apart ma-
terials packaged in that manner would
be costly and could be better done
before use rather than in a receiving
area.

It was the Commissioner3 intent in
this paragraph to provide for a simple
check at the time of receipt to detect
obvious problems such as the wrong
article, damaged containers, or visible
contamination which would preclude
any further handling of the materials.
He recognizes. however, that individu-
al container examination of large lots
of bagged or boxed materials is im-
practical when they are received.
Therefore, this requirement is revised
to prpvide for examination of each
container or grouping of containers.

214. A number of comments
pressed concern over the possibility of
contamination if containers of compo-
nents and other materials are opened
for examination in the receiving areas
of factories. To avoid cross-contamina-

inapPropriate to identify each container as the distinctive code. If, however,
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tion it was suggested that examina-
tions be limited to the exterior of the
containers or to shipping containers.

The Commissioner notes that this
paragraph does not specify that seals
must be broken for purposes of exami-
nation. It is the intent of this para-
graph that a visual examination be
performed. In most cases it would be
adequate to limit the examination to
shipping containers. If the firm feels
an inspection should be made in
depth, proper precautions must be
taken to prevent cross-contamination.

215. Several comments in regard to
§211.82(b) objected to the concept of
setting a special area aside for quaran-
tined materials. They felt that reserv-
ing space for this purpose and moving
stock into and out of this special quar-
antine area would be costly because of
the additional space and labor re-
quired. Further, some felt that paper-
work systems can accomplish quaran-
tine purposes.

The Commissioner refers to the de-
tailed discussion in paragraph 128 of
this preamble that describes the vari-
ety and degree of physical quarantine
procedures which, when combined
with other controls, provide the assur-
ance necessary to prevent untested
and unreleased materials from being
used in drug manufacturing oper-
ations.

216. Several comments on
88 211.82(b) and 211.84(a) proposed
that components should be ‘tested”

whereas containers and closures
should be ‘examined visually,” and
that the word “tested” should be de-

leted whenever it refers to containers
and closures.

The Commissioner does not agree
that appropriate testing of containers
and closures can be limited in all cases
to visual examination. Even in in-
stances where visual examination
would suffice, however, the word “test-
ing”’is meant to include such examina-
tion. Other CGMP regulations do use
the word ‘examination” along with
testing” to suggest a lesser type of
testing, if appropriate, however; and
the Commissioner is therefore adding
the phrase ‘or examined. as appropri-
ate” to prevent any misinterpretation
of §§ 211.82(b) and 211.84(a).

TESTI NG AND APPROVAL OR REJECTI ON OF
COVPONENTS, DRUG PRODUCT CONTAI N-
ERS. AND CLOSURES

217. Citing various reasons, com-
ments suggested that § 211.84(a) be re-
vised to permit use of components,
drug product containers, and closures,
simultaneously with testing and with
precautions to prevent release of the
drug product until the tests indicate
compliance with specifications.

As a genernl principle, such proce-
dures would violate the precepts of
good quality control because untested
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and possibly noncomplying materials
would be used in drug product process-
ing. Although initially it would appear
that the manufacturer merely as-
sumes the risk of having to recondi-
tion or destroy a processed lot that
was found to contain unsatisfactory
components, containers, or closures,
the Commissioner is concerned that
processing while testing substantially
increases the risk to the consumer
that an unsatisfactory lot might erro-
neously be released. The Commission-
er cannot accept such risks or these
suggestions.

218. Two comments on § 211.84 sug-
gested that the only practical test of
product container and closure accept-
ability is the actual use of them.

The Commissioner rejects the con-
cept. He notes. that there are tech-
niques available and in use by which
the suitability of a container-closure
system can be determined before its
use. Manufacturers do develop specifi-
cations for product acceptance when
making their purchases. Such pur-
chases are made with definite knowl-
edge of what is needed. The regulation
simply requires that checks be made
to assure that what has been received
is what has been ordered.

219. One comment suggested that a
protocol or certificate from the con-
tainer manufacturer that the contain-
er meets the U.S.P. requirements be
acceptable in lieu of the recipient per-
forming the tests.

The Commissioner notes that certifi-
cates or reports of analysis are accept-
able for components with certain pro-
visions, such as periodical verification
of the supplier’$ test results. There-
fore, he would have no reservation
about accepting a certificate or report
of analysis with each shipment of drug
product containers-as long as the lot
of containers is appropriately identi-
fied, the supplier’ results are periodi-
cally verified, and their certificate pro-
vides all appropriate testing. A new
paragraph, §211.184(d)(3), is added to
clarify this provision.

220. One comment interpreted
§ 211.84(a) to require that each lot of
components, drug product containers,
and closures be tested before each use
in processing.

This paragraph does not require
such a practice, nor is that Intended.

221. Several comments questioned
the meaning of container identifica-
tion in § 211.84(a) and its relationship
to a similar requirement in § 211.80.

The Commissioner is deleting the re-
quirement regarding container identi-
fication from § 211.84(a) because such
requirement more appropriately ap-
pears in § 211.80.

222. Several veterinary drug manu-
facturers responded that the testing
requirements for drug product con-
tainers and closures in §211.84(a)
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should not apply to veterinary drugs
or that a very simple visual examina-
tion of such items would be all that is
necessary for animal products. One
comment said the requirements for
containers and closures in Subpart E
are not current good manufacturing
practice for the veterinary drug indus-
try.

%’he Commissioner does not accept
the stated premise that the veterinary
drug industry does not exercise such
control over these containers and clo-
sures to ensure the protection of their
drug products from external influ-
ences such as light, moisture, and mi-
crobes. The agency$ experience in in-
specting veterinary drug manufactur-
ers and in reviewing new animal drug
applications indicates that this is not
so0. The requirements of Subpart E can
and should apply to both human and
veterinary drug products.

223. A number of comments on
§211.84(b) objected to a requirement
for the use of statistical criteria to de-
termine the sample sizes for testing.
Many of the comments recommended
that the requirement be made option-
al or that it be applied only when nec-
essary or appropriate. Some suggested
that few people in the pharmaceutical
industry understand statistical meth-
ods and that even experts differ on in-
terpretation and application. One com-
ment suggested that representative
samples are impossible for all materi-
als and suggested that random sam-
pling be permitted.

The Commissioner believes that sta-
tistical methods provide a rational
basis for determining sample sizes,
provide assurance that an adequate
sample has been obtained, and in-
crease the userd confidence that the
results from testing of the sample are
representative of the true condition of
the product sampled. The Commis-
sioner recognizes, however, that other
sampling plans, derived by other
means, may also be adequate, and this
section is revised to allow the use of al-
ternative types of sampling plans. This
will allow for use of random sampling
methods if appropriate.

224. A few comments requested that
containers and closures not be includ-
ed in the representative sample re-
quirement of § 211.184(b). No rationale
was included to explain the request.

If the comments meant that other
sampling methods such as random
sampling are more appropriate, then
the change made in this paragraph
will be responsive to these comments.
If the comments meant that contain-
ers and closures should not be sampled
at all, the Commissioner rejects the
comments because he believes that ex-
aminations must be made on product
containers and closures to assure their
suitability for use in drug product
packaging.
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225. One comment requested expla-
nation of an acceptable *past quality
history of a supplier,”assuggested by
§ 211.84(b)

The Commissioner did not use the
word “acceptable” in his proposal, but
did permit the past quality istorY to
be used in determining sampling plans
for articles received from various sup-
pliers. The object of considering the
past quality history is that the fewer
the problems encountered with mate-
rials from a particular supplier and
the more often that supplier prod-
ucts meet specifications, the less ex-
tensive the sampling schedule may
need to be for that material. Converse-
ly, the more problems encountered
with articles from a particular suppli-
er, the more extensive the sampling
schedules for the articles need to be.

226. One comment suggested that
the word *“incoming” be inserted
before the word *shipment” so that
the sentence is clear that no reference
is being made to outgomgbshlpments.

The Commissioner believes the
meaning of the section is clear and
that the sentence refers to materials
received for use in drug production.
Therefore, no change is made in the
final_regulation.

227. One comment suggested dele-
tion of the reserve requirement in
§ 211.84(b) because such a requirement
appears i n§ 211.170(a) and is appropri-
ate only for components.

To_clarify his Intent here, the Com-
missioner is adding the words ‘where
reguwed by§ 211.170.”

28. Two comments recommended
that the requirement in § 211.84(b) for
testing each shipment of each lot is
unnecessary when a previous ship-
ment of the same lot had been re-
ceived, tested, and approved.

The Commissioner feels that exami-
nation of each lot of each shipment re-
ceived is necessary even though a por-
tion of the same lot has previousl
been received. tested, and approved.
Subsequent shipments may have been
subjected  to different ~conditions
which may have caused changes in
materials so that, although one ship-
ment of a particular lot has met speci-
fications, another may not.

229. Fifteen comments on
§ 211.84(0)&1 ) stated that containers
from which samples are being collect-
ed do not always need to be wiped or
vacuumed. In addition, two other com-
ments requested deletion of all the
paragraphs as unnecessary because all
{naanufacturers know what they need
o do.

The Commissioner agrees that a
container of components may not
always need cleaning before sampling
and that where cleaning is needed,
wiping or vacuuming may not neces-
sarily be the most effective means of
cleaning. Therefore. he is revising
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§211.84(c)(1 P to provide manufacturers
with more latitude in this operation.
The Commissioner does not agree,
however, tha tcontrol sused in sam-
pling are uniform throughout the
Pharmaceutlcal industry. Some manu-
acturers already have the controls re-
quired here, while others do not.
Therefore, this requirement is appro-
priate in the CGMP regulations.

230. Several comments suggested in-
clusion of additional controls in this
section as follows: provisions for han-
dling sterile materials; a requirement
that each container that is sampled be
marked; and identification of the loca-
tion within a container from which a
sample was taken.

The Commissioner believes that the
proposed requirements, with one ex-
ception, provide sufficient control of
sampling _procedures. The language of
this section is general to allow for a
wide variety of methods of. handling
products with a wide variety of charac-
teristics. It is not the Commissioner3
intent to design a specific control pro-
cedure which a manufacturer must
follow, or to B_recl_ude flexibility in
meeting this objective, | tis sufficient
here to state the control desired and
leave the specifics to the reasonable
judgment of the manufacturer. The
Commissioner believes that the sug-
gestion for identifying the locations
within a container where samples have
been taken is inherent i n§ 211.84. To
clarify that containers from which
samples are taken must be marked in
order to produce _an appropriate
record, the Commissioner Is adding a
new § 211.84(c)(6).

231. A number of comments were re-

ceived o n§211.84ﬁ<_:)(4 ) relating to
component subsamp mgi1 and composit-
ing of subsamples. The majority of
those commentlnﬁ recommended that
the regulations allow for cornpositing.
Some respondents stated that sam-
pling at multiple levels is not always
necessary. Others suggested that the
instances be spelled out where sam-
pling at multiple_levels is necessary.
One comment Indicated that composit-
ing is a satisfactory procedure if the
container contents are all going to be
used in a single drug product lot.
_ The intent of this proposed section
is to prohibit the compositing of sam-
ples taken from different portions of a
container when there is a possibility
that the composition of the material
being sampled may vary within the
container. There is no general prohibi-
tion in the regulations on cornpositing
samples where such _compositing
would not mask subdivisions of the
?ample that do not meet specifica-
ions.

232. A number of comments suggest-
ed changes in the requirements pro-
{)osed i n§ 211.84(c)(5 )for identifying

he sample containers. Thre ecom-

ments objected to the proposed sample
container identification as being too
burdensome because the information
X available in other documents. One
comment suggested that an in-house
code to ident% samples is adequate.
Another said that the proposed
sample container identification is not
a current good manufacturing prac-
tice.”

It is not the Commissione & intent
that all the listed Information appear
on the sample container. Section
211.84(c)(5) is reworded to require
only a means whereby sample contain-
ers can be related to the required iden-
tification information.

233. One respondent expressed con-
cern that the requirement for opening
containers for sampling in asuitable
area would lead to separate areas for
each ingredient.

This paragraph is revised in the
final regulation, and the words ‘Suit-
able area” are deleted.

234. One comment suggested dele-
tion of the word ‘tontainers™ in
§ 211.84(c)(2 )dealing with cross-con-
tamination because the requirement
should relate to the contamination of
components and not containers.

The Commissioner agrees that the
protection from contamination, as re-
quired in §211.84(c)(2) should relate
to the content sof sampled containers.
The final regulation is clarified in this
regard.

35. Twenty-eight comments on
§211.84(d)(1) stated in essence that
the word “Specific”” should be deleted
with reference to identity tests be-
cause there may not be specific identi-
ty tests for each component. The
words “appropriat €”and “if available"
were suggested for use instead.

The Commissioner recognizes that
the accuracy and precision of testing

rocedures vary. The purpose of

211.84(d)(1)is to assure that some

identification procedure is used for
each component and that it is as spe-
cific as possible. Otherwise, the test
has little value for purposes of identi-
fying a material. This paragraph is
reworded in recognition that specific
ic_JIeIntify tests do not exist for all mate-
rials.

236. One comment said interpreta-
tion problems could occur with the
identity test requirement for active
and inactive ingredients in
§ 211.84(d) (1) in multiple-ingredient
components. The suggestion was made
that the wording be changed so that
an identity test for each component
had to be performed whether i tvasan
active or inactive ingredient.

The Commissioner is clarifying
§211.84(d)(1)in the final regulation bv
requiring at least one tes tto verify the
identity of each component of the
drug product.
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237. Five commentssaid there
should be no requirement in
§211.84(d)(1) for an identity test for
inactive components.

The Commissioner believes it is im-
portant to identify inactive compo-
nents to avoid erroneously using un-
suitable components to manufacture a
drug product.

238. The use of organic chemical re-
actions as indications of product iden-
tity in bulk chemical processingwas
recommended by one respondent as an
acceptable identity test under
§211.84(d)(1).

The Commissioner advises that the
final regulation does not preclude or-
ganic chemical reactions as indicators
of component identity, if appropriate.

239. A number of comments relating
to validation of a supplier’ testresults
recommended that that portion of
§211.84(d)(2) be deleted. The argu-
ment was that the validation require-
ment would preclude the use of proce-
dures other than those used by the
supplier. One change in the wording
was suggested: that the word “moni-
tors” be used in place of “establishes.”

The Commissioner believes that al-
ternative procedures may be an ac-
ceptable means of validating methods
used in the testing of materials by a
supplier. The regulations do not pre-
clude the use of alternative methods.

About the word “monitors” in place
of “establishes.” the Commissioner be-
lieves that the meaning of this sen-
tence would be changed if the substi-
tution were made. If a manufacturer
wishes to rely on a supplier report of
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241.0One comment said suppliers” re-
ports of analysis are not always reli-
able and suggested that severaladd i-
tional guarantees be requiredin
§211.84(d)(2). They included, in addi-
tion to the report of analysis, a guar-
antee of the type described in section
303(c) of the act, a certification that
the testing reported was done within 7
days of the report, and a guarantee
that at the time of shipment/receipt
that the component will still conform
to protocol specifications.

Suppliers” reports of analysis must
be validated to establish theeliab ility
of the suppliers” analysis. Additional
specified requirements relating to sup-
pliers test results do not now appear
to be necessary for these regulations.

242. One comment expressed con-
cern that the validation requirement
in § 211.84 (d)(2)would lock a manufac-
turer into a single supplier, presum-
ably because of the investmentn vali-
dation procedures.

The Commissioner advises thatreli-
ance on a suppliers report of analysis
is not mandatory-it is optionalin lieu
of testing by the manufacturer. Al-
though an investmentin validation
might persuade a manufacturer to
remain with a single supplier, this
does not constitute sufficientrea son,
in the Commissioner's opinion, to pre-
clude the use of this approach by man-
ufacturers. Competition among suppli-
ers should not be adversely affected by
this option.

243. One respondent proposedde let-
ing the word “all” with reference to
the phrase in§211.84(d)(2) that test-

analysis, the manufacturer must firsting be done in accordance “with all ap-

establish that those reports are reli-

able. Thatreliability is established by

the manufacturer’ own testing which,

when compared to the suppliers data,
shows agreement within specified
limits over a period of time. Once that
reliability isestablished, then the level
of the manufacturers validation test-
ing may be reduced and reliance on
the supplier's report may increase.
Continuing checks should be made on
the suppliers reports because some
kind of periodic monitoring must
occur to assure the continued reliabil-
ity of the supplier's test results.

240. One comment suggested that
the word ““complete” should be deleted
from §211.84(d)(2) as a descriptive
term for the suppliers report of an
analysis.

The Commissioner s intent inthis
paragraph is to allow for alternative
routine testing where reiliable reports
of analysis are available for compo-
nents. He finds that the criteria for ac-
cepting reports of analysis adequately
provide for their proper application
and that the modifying term “com-
plete” is not necessary. Thefinal regu-
lation is revised accordingly.
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propriate specifications,” apparently
to allow for less stringent testing if
deemed appropriate by the manufac-
turer.

The Commissioner believes thesug-
gested change would alter the mean-
ing of §211.84(d)(2). The intent Is that
appropriate specifications beestab-
lished. Once appropriate specifications
have been set. itis not acceptable to
test for less stringent specifications.

244. A comment suggested deletion
from proposed §211.84(d)(3) (now
§211.84(d)(4)) of the reference tomi-
croscoplc examination, stating that it
does not seem to relate to any of the
other provisions in this section.

The Commissioner recognizes that
§ 211.84(d) could list various other
types of examinations, but he does not
believe it inappropriate to specify a
particular requlrement for microscopic
examination when appropriate, while
not listing others. For certain classes
of drugs, particulate contamination is
of increasing concern. ldentification
and classification of particulate matter
may properly require microscopic ex-
aminatlon. Therefore, the Commis-
sioner believes reference tomicroscop-

45047

ic examination is worthy of emphasis
in the regulations.

245. Eleven comments on proposed
§211.84(d)(4) and (5) (now § 211.84(d)
(5) and (6), respectively) -indicated
that requiring materials to be either
approved or rejected after testing does
not take into account other categories
of material status into which materials
could fall if they do not meet specifi-
cations. For example, comments said
that materials could be reprocessed or
approved for alternative uses and pro-
posed that a revision be made to recog-
nize these other possible classifica-
tions.

The Commissioner agrees that de-
struction may not be the only way of
disposing of materials which do not
meet acceptance criteria. If materials
are being tested for their acceptability
for manufacturing a particular drug
product and they do not meet those
criteria, however, they must be reject-
ed for that use.This requirement has
been set forth in§211.84(e) now,
rather than in(d)(5) and (d)(6). There
is no prohibition against the use of
such materials after appropriatere-
processing, or for other uses for which
the acceptance criteria can be met.

246. One comment suggested that
examination of material under pro-
posed §211.84(d)(5) be limited to visi-
ble contamination.

Other types of examination may be
necessary to identify contamination,
because contamination that is notisi-
ble may adulterate a material as sig-
nificantly as visible matter. Therefore,
the suggestion is rejected.

247. One comment suggested a new
requirement be added to§211.84(d)
that representative samples of materi-
als be examined for filth or microbio-
logical contamination.

The Commissioner notes that other
paragraphs in this section, particular-
ly $211.84(a) and (b), require testing
of representative samples. There ap-
pears to be no need to repeat itin
§ 211.84(d).

248. One comment said with regard
to proposed § 211.84(d)(5) that it is the
manufacturers responsibility to deter-
mine the need for testing for microbial
contamination.

The Commissioner agrees that it is
the manufacturers responsibility to
determine what materials are liable to
microbial contamination, but having
made that determination, the manu-
facturer must proceed to test those
materials for such contamination.

249. The requirement in proposed
§ 211.84(d)(5) for microbiological test-
ing of materials liable to bacterial con-
tamination was interpreted by one
comment as requiringsterility tests
for containers and closures used in
aseptic filling operations.

The Commissioner agrees that an
evaluation of a final production of
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aseptically produced sterile products
would include the testing of containers
and closures. Once a procedure is vali-
dated, periodic testing and control
monitoring are necessary to assure
that the processing controls continue
to work.

USE OF APPROVED COVPONENTS, DRUG
PRODUCT CONTAI NERS, AND CLOSURES

250. A substantial number of com-
ments objected to the requirement
that, without exception, approved
components, containers, and closures
must be used on a first-in first-out
basis. These comments pointed out,
for example, that on occasion a manu-
facturer might wish to evaluate a new
supplier, or equipment, or processes in
relation to a new container; or that on
occasion the oldest stock might be
physically inaccessible for a short
period of time. Several comments
deemed the regulation unnecessary be-
cause some containers are inert.

The Commissioner believes that the
concept of using the oldest approved
stock of components, containers, and
closures is fundamentally sound. Even
inert containers may be subject to in-
creased breakage, cracking, or other
defects after prolonged storage. There
may, however, be legitimate reasons
for varying from this requirement in
some instances. Therefore, this section
is revised to provide for exceptions
from the first-in, first-out requirement
by adding a provision that deviation
from this requirement is permitted if
such deviation is temporary and ap-
propriate.

RETESTI NG OF APPROVED COVPONENTS,
DRUG PRCDUCT CONTAI NERS, AND CLO-
SURES

251. Several comments on $211.87
did not agree that components. drug
product containers. and closures
should all be retested in accordance
with established requirements. They
maintained that components require
specific retestlng procedures to assure
continued identification, strength,
quality, and purity, whereas the’ likeli-
hood of deviation of containers and
closures from specifications because of
deterioration is considerably less and
should not require the same degree of
retesting as components. They con-
tended that stating requirements for
retesting components and containers
within the same section by the use of
qualifying statements like ““appropri-
ately”” or ““as necessary” would weaken
the former to accomodate the latter.
They therefore proposed that this sec-
tion be divided into two subsections,
one for retesting components and a
second for containers and closures.

The Commissioner believes that this
section allows for different treatment
of containers and closures versus com-
ponents by use of the phrase ““as nec-
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essary.” The Commissioner recognizes
that all the objectives of retesting
listed in this section-to reestablish
identity, strength, quality and purity--
are not necessarily applicable to all
containers and closures because. all
containers and closures are not neces-
sarily tested originally for all these at-
tributes. He also recognizes that the
period for appropriate retesting varies
not only according to conditions of
storage, but also according to the type
of component and the type of contain-
er and closure. The Commissioner re-
tains the wording of the proposal in
the final regulation.

252. One comment suggested that
the words ““or examined” be added
after the word “retested” in § 211.87.

The Commissioner agrees that ex-
amination is not precluded by this sec-
tion if examination is the appropriate
test for the attribute being considered.
Therefore, this section is modified in
accordance with the respondent® sug-
gestion.

REJECTED COMPONENTS. DRUG PRODUCT
CONTAI NERS AND CLOSURES

253. One comment recommended
that in § 211.89 the words “lots of”” be
inserted between the words “rejected”
and ‘“‘components.”

The Commissioner rejects this rec-
ommendation since the requirement
applies to all rejected components,
drug product containers, and closures
whether they be lots, batches, por-
tions of lots or batches, or otherwise
identified.

254. Several comments suggested
that this section be expanded to deal
with the subsequent. disposition of re-
jected materials.

The Commissioner notes that the
criteria for reprocessing rejected mate-
rials are adequately covered in other
sections of this part. It is not neces-
sary to deal with other methods of dis-
position because they are varied, are
within the manufacturer® discretion,
and may include destruction, return to
the supplier, or use in other products
where specifications are met. The
Commiussioner believes the major con-
cerns of FDA are that rejected materi-
als are not inadvertently used in a
product for which they are not accept-
able and that any such materials that
are reprocessed and found suitable for
reuse meet specifications, standards,
and characteristics for the intended
use.

DRUG PRODUCT CONTAI NERS AND
CLOSURES

255. A number of comments asked
about the meaning of the word ““con-
tainer” in §211.94(a) For example, re-
spondents inquired about the applica-
bility of the proposed requirements to
shipping cartons and containers for
holding of in-process materials.

As recognized by the majority of
comments received about this para-
graph, the section heading introduces
requirements regarding drug product
containers and closures. The Commis-
sioner finds that minor editorial
changes in the text will clarify that
this section is intended to apply to
drug product containers. Require-
ments elsewhere in the regulations
deal with appropriate handling of
components and in-process materials.

256. Several comments on § 211.94(a)
involved testing requirements for con-
tainer and closure systems. One com-
ment recommended that specific test-
ing requirements be included in this
section. Another comment said that
once the suitability of a container-clo-
sure system had been established, it
should not be necessary to test each
lot in minute detail.

The Commissioner finds that specif-
ic detailed requirements for testing of
the container-closure system are not
necessary for this section. Usually,
manufacturers already have the bene-
fit of experience with containers fabri-
cated from materials with well-known
properties. Further, the requirement
of § 211.166, particularly paragraphs
(a)(4) and (b), will provide substantial
information relative to the suitability
of a container-closure system. Where
the manufacturer does not have ade-
quate information regarding the con-
tainer-closure system, the responsibili-
ty is on such manufacturer to estab-
lish the suitability of the container-
closure system for its drug product.
The final CGMP regulations do not
specify detailed testing of each and
every lot of containers. Manufacturers
are responsible for the extent and
manner of sampling and testing of
drug product containers and closures.
Adequate sampling and testing of con-
tainers will depend on a number of
factors. The duty of the manufacturer
is to assure that the container-closure
system meets appropriate specifica-
tions that have been established for a
particular packaged drug product.

257. One comment suggested that
§211.94(a) also specify that the con-
tainer-closure system “be clean.”

Revisions in §211.94(c) clearly pro-
vide for the use of clean containers
and closures.

256. All of the numerous comments
on §211.94(b) requested that the re-
quirement that container-closure sys-
tems “provide adequate protection” be
modified to the limits of “normal”
storage and use of the product or to
limits of use and storage set forth on
the label.

The Commissioner agrees that t.hc
proposed regulation requires a level of
protection that may not be possible to
achieve in unforeseen” circumstances.
Therefore, the final regulations are re-
vised to include the concept of foresee-
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able conditions. The Commissioner be-

lieves, however, that the acceptability
of container-closure systems under a
relatively narrow range of conditions
that might be considered “normal” is
not sufficient. It is reasonable for
manufacturers to consider conditions
that can be expected to occur occa-
sionally; for example, extreme tem-
perature variations that may be en-
countered during winter and summer
months for drug products that are in
transit can be reasonably foreseen by
manufacturers and should be taken
into account when considering the

suitability of container-closure sys-
tems.

259. About 50 comments were re-
ceived concerning §211.94(c). Most
suggested modification of the require-
ment that containers and closure sys-
tems always be cleaned before usage.
Many indicated that although it was
the drug manufacturer’ responsibility
to see that these items are clean, man-
ufacturers may not always have to
perform a separate cleaning operation.
Examples of items which may not
always need cleaning were cited, such
as: caps, liners, blisters, neutralizers,
and films.

In proposing this requirement, the
Commissioner intended that contain-
ers and closures be clean before use. In
some instances this will require the

manufacturer to perform separate,
and sometimes extensive, cleaning
cycles. In other instances it may not
be necessary for the manufacturer to
undertake a specific cleaning oper-
ation. In any event, containers should
not be released by the quality control
unit, as specified in§211.84(a), until
procedures, standards, or specifica-
tions, established under § 211.94(d)
have been met. To clarify the intent of
this sectlon the word- “cleaned” is
changed to “clean.”

260. The majority of the comments
regarding §211.94(c) were directed at
the requirement, currently in effect.
that containers and closures be
cleansed with water that has been fil-
tered through a nonfiber-releasing
filter of specified pore size. Comments
strongly objected to this requirement
for a number of reasons. A few read
the paragraph as requiring that con-
tainers be recleansed with water,
whether or not a cleaning cycle is nec-
essary; several respondents noted that
solvents other than water are used for
cleansing; others objected to the pore
size requirements because of high
volume demands of cleaning cycles. In
addition, arguments were presented
that by requiring filtration of cleaning
water for injectable containers, new
problems of microbial and pyrogen
contamination are possible.

In particular, the United States
Pharmacopeia submitted comments by
the Subcommittee on Particulate and
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Chemical Contamination, National Co-

ordinating Committee on Large

Volume Parenterals (NCCLVP), whose

committee membership includes repre-

sentatives from major health care or-
ganizations, industry. and government.

The NCCLVP expressed concern that
the requirement for filtered cleaning

water presents disadvantages and po-
tential hazards that far outweigh the
benefits. The specific reasons for their

concern are as follows:

1. water lines for transferring cleaning
water for injectable containers are designed.
constructed, and maintained to deliver large
quantities of high quality water under high
pressures. In order to maintain the integrity
of these llnes and the quality of the water.
disruptions must beminimized. The need to
routinely install, test. and replace bacteria-
retentiv e filters of the type required will un-
doubtedly compromise theintegrity de-
signed into these lines. Furthermore, the

ressure drop resulting from the inclusion
of such filters will jeopardize the quality of
the wash.

2. Cleansing and rinsing procedures re-
quire copious volumes of water. Even with
water containing low levels of microorgan-
isms and particulates, significantaccumula-
tion of such contamination can occur on the
filter surface. Proliferation of bacteria on
the intact filter can lead to the generation
of pyrogens or the growth of certain bacte-
ria through the filter pores if a 0.45-micron
filter is used. Since high flowrates and pres-
sures are required. the chance for mechani-
cal failure and breakage of the filter is in-
creased. thereby increasing therisk for the
passage of a bolus ofbacteria

3. Because of the microbial Jeopardy de-
scribed above, these filters will require scru-
pulous maintenance. Such efforts will result
In significant penalties to the process in
both material and labor costs.

It is the opinion of the Subcommit-
tee on Particulate and Chemical Con-
taminants that if afiber-releasing
filter is not employed in the process
and a final rinse is performed with
hlgh-quality. microbiologically con-
trolled water, it would appear to be
unreasonable to introduce the disad-
vantages described above.

The final regulation regarding asbes-
tos particles in drugs for parenteral in-
jection was published in the FEDERAL
REGISTER of March 14. 1975 (40 FR
11865). At that time the Commissioner
had concluded that it was prudent to
require that containers and closures
for human injectable drugs be
cleansed with water that has been fil-
tered through a nonfiber-releasing
filter of a specified pore size. In view
of comments received, the Commis-
sioner isconcerned that the require-
ment for filtered cleaning water may
introduce new problems that outweigh
risks of potential asbestos particle con-
tamination from the container clean-
ing operations. The Commissioner
notes that he raised a similar issue in
the preamble to the CGMP regula-
tions for large volume parenterals,
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published in the FEDERAL REGISTER of
June 1.1978 (41 FR 22202).

Because of the comments received,
the Commissioner finds that there is
substantial good reason to suspend, at
least temporarily, the requirement
that injectable containers and closures
be cleansed with filtered water to
remove fibers. The Commissioner
wishes, however, to serve notice that
the issue of fiber removal from paren-
teral drugs, including where such
fibers may be introduced through the
cleaning cycle of containers. continues
to be an important problem under
review by FDA. Until FDA has addi-
tional information on the fiber con-
tent of cleaning water and the signifi-
cance of such fibers, however, the
final regulations are revised to delete
the requirement for filtered cleansing
water. But this action in no way af-
fects the agency’ position on fiber-re-
leasing filters in the manufacture of
injectable drug products for human
use (see§ 211.72).

261. Almost all the comments on
§211.94(e) said it was a restatement of
the other parts of this section and
therefore should be eliminated. One
comment said the phrase "the holding
of”” was redundant since, by definition,
containers are used “for the holding"
of a product.

The Cmmissioner finds that the re-
quirement of the proposed paragraph
is not necessary in thissection because
a similar requirement appears in
§211.165(g). Therefore, he is deleting
the proposed paragraph (e) from this
section.

DOCUMENTATI ON OF QOONTRCLS

262. A number of comments suggest-
ed that §211.96 be deleted on the
grounds that it duplicates provisions
of § 211.84.

The Commissioner agrees that both
sections deal with documentation of
the receipt, testing, or examination
and disposition of components, drug
product containers, and closures.
Therefore, § 211.96 is deleted.

XI'l. PRODUCTI ON AND PROCESS
CONTROLS

WRI TTEN PROCEDURES;  DEVI ATI ONS

263. One comment on §211.100 said
wrltten procedures for manufacturing
and quality control should be revlewed
and approved by ““the appropriate or-
ganizational units” instead of by the
quality control unit because the qual-
ity control unit does not necessarily
possess an expertise greater than that
In other units. Another comment said
the quality control unit does not have
a sufficiently wlde expertise to review
and approve all areas of drug product
manufacturing, including such areas
as production. engineering. research,
safety, and regulatory affairs. A third
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comment said the requirement for ap-

roval of written procedures for manu-
acturing and quality control by ap-
propriate organizational units other
than the quality control unit should
be deleted.

The Commissioner rejects these
comments, He has not pro‘posed that
quality control have complete exper-
tise in all of these areas. The require-
ment for review and approval of man-
ufacturing and control procedures is
clearly a requirement that the quality
control unit review these procedures
in light of what may affect the prod-
uct in terms of safety and quality. To
remove from the ?uallty control” unit
the responsibility for approving writ-
ten procedures would diminish the au-
thority and responsibility that should
be vested in the quality control func-
tion. Further, based on the agency3?
experience with the industry, the
Commissioner believes that the con-
cept of (1uallty control review and ap-
Brov_al or procedures that have a

earing on the quality and safety of a
drug product is current practice. This
section also properly requires review
and approval by other appropriate or-
ganizational units. Therefore, the
quality control unit3 function does
not replace the expertise that would
be vestd in other units.

264. Another comment on § 211.100
said requiring review and approval by
the quality control @ni is infringing
unreasonably on individual manufac-
tures in determining their own orga-
nizational structures.

The Commissioner does not believe
thd this requirement unduly dictates
organizational structure. For example,
it does not designate to whom the
quality control unit or athe organiza-
tional 'units must report.

265. One comment on §211.100(a)
said appropriate units should be re-
quired to review, as Wel as draft and
approve, manufacturing and control
procedures.

The Commissioner agrees and is in-
serting the word “reviewed.”

266. One comment_suggested that
the word “justified”in the last sen-
tence of §211.100(b) be replaced by
the word “explained.”” Another com-
ment proposed substitution of the
word “approved.”

The Commissioner believes that the
word ‘justified” properly reflects the
intent. 'All production and process con-
trol procedures must be approved,
whether initial or subsequent changes.
It is not necessarily enough to “ex-
plain” or “approve” a deviation. There

must be a valid reason for a deviation.

267. One comment or§211.100(b?
said only significan deviations should
be recorded and justified.

Sectim  211.100(b) requires that writ-
ten procedures shall include all re-
quirements as specified in subpart F of

RULES AND REGULATIONS

the CGMP requlations. This subpart
does not require written procedures
for every conceivable or minute detail
of production and control. When such
procedures are essentiag th Commis-
sioner maintains that any deviation
from them is significant and should be
recorded and justified. To modify the
regulation as proposed would imply,
however, that only some deviations
are significant.

268. A comment E\roposed deleting
from §211.100(b) the phras *“and
shall be documented at the time of
performance.”

Documentation of performance, in
the Commissioner¥ opinion, certifies
that the written procedures have been
followed. He concludes that it is a nec-
essary part of this section.

CHARGE-IN OF COMPONENTS

269. One comment on §211.101
stated that the heading ‘tharge-in of
components” is an unfamiliar phrase
and is not defined.

The Commissioner recognizes that
not al firms use the same terminology
to define similar phenomena. He be-
lieves the heading is clear when con-
sidered in light of the context of the
section and that no change or defini-
tion Is needed.

270. One comment said §211110 is
addressed to dosage form production
and cannot profitably be applied to
chemical manufacture.

These CGMP regulations apply to
finished dosage form drugs (under
§§210.3(b)(4) and 211.1) and are not
binding requirements for chemical
manufacturing. The Commissioner
maintains that these regulations can
serve as useful guidelines in the manu-
facture of chemicals. The agency plans
to develop specific CGMP regulations
on production of bulk drugs.

271. One comment said it would be
difficult to follow the requirements of
§ 211.101 when producing
radlopharmaceuticals ~ because  the
exact (1uant|ty of the radionuclide
available before the production cycle
begins is not known, and the compo-
nents measurement must be per-
formed aseptically.

The Commissioner is rewording
§ 211.101 to allow for its application to
radiopharmaceuticals Further, this
comment will be considered when spe-
cific CGMP regulations are proposed
for radiopharmaceutical drug prod-
ucts.

272. One comment said the oper-
ation supervisor ma){I or may not be
the same person as the one checking
the operation and suggested adding a
new paragraph (e) o § 211.101 to have
the appropriate entries made on the
batch record.

The Commissioner believes that
§ 21 1.188(b)(11) adequately covers this.

_ 273. One comment said §211.101(a)
is ambiguous because the word
“intent” needs defining. The respon-
dent pointed out that antibiotic prod-
ucts are certified under published
monographs permitting 85 or 90 per-
cent of labeled claim as a basis for cer-
tification.

The Commissioner notes that this
Paragraph does not prohibit the re-
ease of batches of drug products if
the percentage of active ingredients is
within acceptable limitseTh Commis-
sioner recognizes that acceptable
limits ale in most cases a few percent-
age points above and below 100 per-
cent of labeled potency. What is pro-
hibited is the purposeful formulation
of a product to yield less than the
label declaration.

274. Several comments expressed
concern that every active ingredient
amount would have to be recalculated
to provlde 100 percent and that a new
master production record would have
to be prepared for each new lot of
active ingredient because every lot of
active ingredient may not have the
same potency value. ]

The Commissioner believes that use
of the word “intent” should be empha-
sized. Drug products must be formu-
lated to provide 100 percent of labeled
potency based on the usual assay of
active ingredients. Active ingredients
that are slightly above or below the
usual value, but are within appropri-
ate established specifications, may be
used without reformulation provided
that the resultant drug product will
provide a percentage of active ingredi-
ent that is within acceptable limits.
The criteria for acceptance of compo-
nents should be such that proper use
will result In an acceptable drug prod-
uct,

275. One comment saitd i is extreme-
ly difficult to formulate a biological

roduct to fulfill the requirement of
§ 211.101(a) because the potency value
is assigned after the manufacturing
process has been completed.

The Commissioner again emphasized
the use of the word “intent.”” The ex-
ampé given In the comment does not
show that there is intent to formulate
such products at less than 100 percent
of labeled claims; rather, it virtually
precludes such an intent by the nature
of that process.

276. One comment wanted to substi-
tute the words ‘the amount of active
ingredient specified in the master pro-
duction and control record of the dru

rodut for the worsl "100 percent 0
he labeled amount of active ingredi-
ent” since over-the-counter drugs arc
not required by law to note the quanti-
ties of active ingredients ia th label-

ing.

‘?_’he Commissioner agrees with the
object of the comment, but believes
the suggested wordirgy i inadequate
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because it would not prohibit the
master record from containing a for-
mulation intended to provide less than
100 percent of labeled potency. In-
stead, the Commissioner is revising
the final regulation by adding the
phrase “or established” after the word
“labeled.” This would therefore in-
clude formulations established
through new drug applications and
over-the-counter drug monographs.

277. Many comments on §211.101(a)
said that: (1) It appears that all com-
ponents must be weighed or measured
precisely; (2) clarification of this sec-
tion is needed to -allow for the use of
bulk components without previous
subdivision, weighing, or measuring:
(3) clarification is needed to allow for
direct weighing of components into a
batch.

The Commissioner finds that
§ 211.101(a) as written is not flexible
enough to permit procedures such as
are given as examples in the com-
ments. Therefore, the first sentence of
this paragraph is revised to read as
follows in the final regulation: “Com-
ponents for drug product manufactur-
ing shall be weighed, measured. or
subdivided, as appropriate.”

278. Numerous comments requested
clarification of § 211.101(b) regarding
the necessary identification of compo-
nent containers. The comments point-
ed out that in some instances compo-
nents are dispersed, but that the man-
ufacturing department would make
that decision for specific batch usage.
Several comments said the identifica-
tion information was  available
through alternate control systems.

The Commissioner believes that, as
written, the final regulation takes into
consideration the physical dispersal of
components. Comments that the re-
quired identification information is
available through alternative control
systems gave no examples; therefore,
no change is made in the regulation.

279. Several comments objected to
the word “strength” in §211.101(b)(4)
and wanted it deleted.

The Commissioner rejects these
comments. If a component container
does not adequately identify the batch
in which the componenttdsbe used,
there is a potential for mixups. The
term “strength” is defined in
§ 210.3(b)( 16), so there can be no ambi-
guity in its meaning.

280. Two comments suggested that
use of component lot numbers and
product lot numbers on the same con-
tainer presents a possibility of mixup
since the wrong numbers may be writ-
ten on the batch record.

The Commissioner finds that it is
necessary to have this information for
a complete drug product history. As a
practical matter the requirement will
probably not pose a problem because
most firms already have number iden-
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tification systems that readily distin-

guish component lot numbers from

drug product batch or lot numbers.
281. Several comments objected to
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versely affect drug product quality.
Therefore he rejects these comments.

286. Several comments said, in sub-
stance, that calculating the percentage

the requirement in 8211.101(c) that of theoretical yield is not the only

each container of component dis-
pensed to manufacturing be examined
by a second person.

The Commissioner believes the re-
quirement is necessary and does not
believe it will be a burden to the indus-
try. The Commissioner also notes that
the substance of the requirement is no
different from that stated in
§211.40(a) of the CGMP regulations
currently in force, and it reflects cur-
rent industry practice.

282. Several comments said that in
some cases, such as with bulk compo-
nent systems, there are automated
methods for checking that could re-
place a second manual check.

The Commissioner wishes to point
out that the use of automated systems
is permitted under § 211.68. The re-
quirement of this section would be
met if the second individual verifies
that the automated system is working

properly.
MANUFACTURI NG | NSTRUCTI ONS

283. Some comments suggested de-
leting §211.102 because the subject
and intent are adequately covered by
§ 211.100.

The Commissioner agrees with these
comments, and this section is deleted
in the final regulation.

CALCULATION OF YIELD

284. Several comments on 5211.103
said the requirement for determina-
tion of yields at each distinct phase of
manufacturing, processing, packing, or
holding is ambiguous and subject to
varied interpretations in view of the
agencys use of the terminology “each
distinct phase.” Others said some type
of drug products do not lend them-
selves to a determination of yield at
each distinct phase of manufacturing,
such as certain biological products and
those operations using continuous
runs.

The Commissioner agrees because
what is “distinct” is subject to differ-
ent interpretation and not applicable
in other cases. Therefore, he is revis-
ing the section to require yield deter-
mination at each ‘“appropriate” phase
of production.

285. Several comments said the re-
quirement in § 211.103 for Independent
verification by a second person is un-
necessary.

The Commissioner finds that inde-
pendent verification is a current prac-
tice and has been, in substance, a
CGMP requirement since 1963. Inde-
pendent verification has been found to
be a valid means of uncovering errors
which might. if left undetected, ad-

method of comparison.

The Commissioner does not believe
that the wording as proposed would
preclude the use of, for example, a
standard range of acceptable yield. Ul-
timately, however, acceptance must be
based on a ratio of actual yield to
theoretical yield.

EQUI PMENT | DENTI FI CATI ON

287. Several comments on §211.105
pointed out that there are cases where
several pieces of equipment are
grouped together to perform a func-
tion and that in such situations, collec-
tive identification of the equipment
should be sufficient rather than iden-
tification on individual components of
the grouping.

The Commissioner feels that such a
procedure is acceptable only if the
equipment is permanently installed
and used only for one purpose and
only one batch of a drug product can
be processed on it at one time. This
procedure would eliminate the need to
identify equipment when there could
be no misunderstanding as to what
drug product is being processed. In
such cases of equipment dedication.
identification of the grouping can be
considered as meeting the require-
ments of this section. The language of
the final regulation more clearly pro-
vides for this situation.

288. One comment requested clarifi-
cation of the terms “production” and
“major equipment” as used in
§211.105. The comment questioned
whether equipment for label printing,
insert folding, or other similar oper-
ations not used in dosage form prepa-
ration should be identified in the
batch record.

Operations such as label printing
and insert folding are not generally
performed as a function of the produc-
tion of a particular batch of drug
product. Such operations are not suit-
able for consideration under § 211.105,
but are subject to the requirements of
§211.122. The phrase “major equip-
ment” is used in § 211.105 to distin-
guish it from minor equipment such as
spatulas, ladles, and scoops, for which
a requirement for identification may
be unreasonable. Because it would be
impractical to categorize every known
piece of drug manufacturing equip-
ment, a determination as to what
equipment should be identified must
be based by the manufacturer on ap-
propriate criteria.

289. A number of comments on
§ 211.105(a) questioned the meaning of
the term “processing lines” and re-
quested a definition.
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The term “processing lines™ is used
in a broad sense to include the variety
of equipment that may be used in a
drug manufacturing plant. For exam-
ple, it may include a liquid filling
“line” or a packaging ““line”” or any
other kind of “line” used to convey a
product through an operation, or to
and from an operation, such as a pipe
used to carry liquid from a bulk tank
to another part of the plant.

290. Several comments on
§ 211.105(b) suggested that where a
manufacturer has only one of a partic-
ular type of equipment, it is unneces-
sary to use a distinctive code or
number to identify it in the batch rec-
ords. It was recommended that the
equipment could simply be named.

Since the intent of the code or
number is to provide identification of
the specific equipment used to process
a drug product, the Commissioner_has
no objection to identifying the equip-
ment by name under conditions speci-
fied in the comment. Wording of this
paragraph in the final regulation pro-
vides for identification of equipment,
under certain circumstances, by name.

SAMPLI NG OF | N-PROCESS NMATERI ALS AND
DRUG PRCDUCTS

291. Many comments on § 211.110(a)
pointed out that all in-process tests
identified in the proposal were not ap-
propriate to all dosage forms.

It was not the Commissioner”s intent
to require that the particular tests
listed apply to all dosage forms. The
tests identified were meant to be ex-
amples of the types of tests that
should be run on various dosage
forms, but were not necessarily appro-
priate to all. Therefore, to make his
intent clear. this paragraph is revised
to show that these controls shall in-
clude those listed. where appropriate.

292. Two comments on §211.110(a)
indicated that the word ““manufactur-
ing”” should be modified by the word
“major” and that the word “variabil-
ity” should be modified by the word
“significant.”

The Commissioner is not changing
the wording because minor manufac-
turing problems may cause major
manufacturing defects.

293. One comment recommended
that the first part of the opening sen-
tence in §211.110(a) be deleted be-
cause procedures do not assure batch
uniformity and integrity of drug prod-
ucts.

The Commissioner agrees that the
written procedures do not in them-
selves assure drug product quality -
the procedures must be administered
to have an effect. The Commissioner
notes, however. that the requirement
includes that established procedures
be followed. Therefore, the comment
is rejected.
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294. Several comments suggested de-
leting or revising the references in
§ 211.110(b) to statistical methods for
determining in-process specifications.
Some comments said statistical proce-
dures for this ﬂurpose were not well
understood either by industry or b
FDA. Others said other means of de-
termining in-process specifications
should be allowed in addition to statis-
tical means. One comment said manu-
facturers with tight limits and little
batch variability would be penalized
by this requirement. Another com-
ment was that, because finished prod-
uct specifications are arbitrarily de-
rived,use of statistical technigues
during in-process phases would be in-
appropriate. Several comments indi-
cated that, in the case of new products
or new manufacturers, there is no
manufacturing history so other means
of developing In-process specifications
should be permitted.

The Commissioner is persuaded that
there are other valid means of devel-
oping in-process specifications as alter-
natives to statistical methods. There-
fore, the final regulation is revised to
provide for the application of statisti-
cal procedures, when appropriate. The
Commissioner emphasizes, however,
that in-process specifications must be
meaningful in terms of achieving the
desired finished product characteris-
tics. Further. after product histories
are developed, the Commissioner en-
courages manufacturers to perform
statistical analyses on their products
and Brocesses with a view to control-
ling batch-to-batch variability to the
maximum extent possible.

295. Three comments suggested that
$211.110(b) requires in-process testing,
whether needed or not, but that para-
graph ﬁa) only requires testing in an
optional sense.

The Commissioner recognizes that
there are instances where the effect of
variability during drug manufacturing
phases cannot be predicted in relation
to the drug product. Further, there
may be instances where there are no
suitable points, during in-process
phases, to sample and test. The final
rﬁgulatlons are reworded to clarify
this.

296. One comment suggested that
allowance be made in §211.110(b) for
the use of in-process tests for adjust-
ment purposes. ) ]
_ The Commissioner finds that specif-
ic references to in-process tests for ad-
ustment purposes are unneccessary

he regulations provide flexibility to
the manufacturer for establishing pro-
cedures for any appropriate in-process
test and determining the significance
of testing results.

297. As noted above in paragraph
199. the Commissioner concurred with
recommendations to transfer require-
ments for in-process materials in pro-

posed §§211.88 and 211.89 from Sub-
part E to Subpart F in new § 211.110(c)
and (d) comments on the proposed
sections will be addressed in this sec-
tion of the preamble, using the new
section numbers.

298. A number of comments suggest-
ed that §211.110(c) (proposed as )
§ 211.88) is overly restrictive because it
would require complete testing of in-
process materials at each significant
step in production. It was suggested,
too, that in-process testing done
during production to determine the
need for equipment adjustment or to
monitor equipment adjustment need
not be reviewed by the quality control
unit.

The Commissioner concludes that
the intent of this section, as modified
in the final regulation, is clear. There
is no requirement that the quality con-
trol unit approve or relject in-process
materials at the completion of each
and every individual test or examina-
tion. Approved written procedures
may provide for minor equipment ad-
justments. checking, and monitoring
of in-process material production.
However, at the completion of a sig-
nificant phase, for example, the qual-
ity control unit must approve or reject
the in-process material before proceed-
mg to the next phase. )
_~299. One comment suggested defin-
ing the terms “‘significant stages™ and
““long periods" in proposed §§211.88
(now 211.110(c)).

To maintain the flexibility necessary
for these regulations, the Commission-
er finds that it would not be practical
to define either of these terms because
they can cover many types of situa-
tions and products. They should be
read within the context of the han-
dling of specific products and the
characteristics of those products. A
long period for holding an unstable
product is obviously going to be quite
different from a long period for hold-
ing a very stable product. In the same
way, significant phases in the process-
ing of drug products can vary greatly
depending on the methods used and
nature of the individual products. The
determination of what is a “significant
phase” and a “long period” must
therefore be the responsibility of the
drug processor.

TIME LIMTATIONS ON PRODUCTI ON

300. Several comments on §211.111
said there may be situations, such as
mechanical failures or when material
in bulk form has to be remixed, where
the processing time would of necessity
be extended beyond previously estab-
lished limits. ] o .

The Commissioner is revising this
section to provide that deviation from
established time limits may be accept-
able if such deviation does not com-
promise the quality of the drug
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uct. Such deviation must also be justi-
fied and documented.

301. One comment suggested that
the words “when appropriate” be de-
leted from 8§211.111, placing the
burden of time limits on the manufac-
turer in all instances.

The Commissioner rejects this sug-
gestion in view of the general nature
of these regulations. There may b ein-
stances where establishin gtime limits
for production would serve no practi-
cal purpose in assuring drug product
quality.

CONTROL OF M CROBI OLOG CAL
CONTAM NATI ON

302. A respondent said that the re-
quirements of §211.113(a) are redun-
dant for ‘themical processing™ oper-
ations.

The Commissione r is not sure what
the comment meant by ‘themical pro-
cessing,” but believes the comment
may refer to in-process materials. If
that is the case. the Commissioner
does not agree. The possibility of mi-
crobiological contaminatio nsan im-
portant concern in drug products,
both nonsterile and sterile, and re-
quires emphasi sin the regulations to
assure that special precautions are
taken, over and above other precau-
tions to assure product acceptability,
and to assure that no microbiological
contamination occurs durin gprocess-
ing which could have an adverse effect
on the drug product.

303. One comment sai d§211.113
should not apply to medical gases be-
cause microbiological contamination is
not a problem with such drugs.

The Commissioner notes that there
is little information available in the
literature on microbiological and par-
ticulate contamination of compressed
medical gases. If microbiological con-
tamination is not a problem with such
drug products, then appropriate proce-
dures may be less extensive than those
needed for more susceptible drug
products.

304. Several comments requested
clarification of the term ‘'bbjection-
abl e microorganisms " as used in
§ 211.113(a) or suggested alternative
descriptions of objectionable microor-
ganisms suc has harmful or pathogen-
ic nnd fecal indicato microorganisms

The  Commissioner  deliberately
chose the word ‘bbjectionabl2” as the
appropriate modifier for the term “mi-
croorganism " in this paragraph to
cover a number of circumstances. Mi-
croorganisms could be objectionable
by virture of their total numbers or
their detrimental effect on the prod-
uct or by their potential for causing
illness in the persons ingesting them.
A definition of the term is not practi-
cal in the regulations, however, be-
cause the objectionable nature of a mi-
croorganism may develop only in rela-
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tion to the unique circumstances of a
particular formulation, a particular in-
gredient, a particular method of man-
ufacture, or the conditions found at a
particular firm. The Commissioner be-
lieves that the use of the word “bbjec-
tionable” in a very broad sense is a
more practical means of expressing
the kind of control he intends.

305. One comment recommended
that § 211.113(b) be separated into two
parts: Paragraph (b)would then apply
to products manufactured by a sterile
fill operation, and a new paragraph (c)
would apply to a terminal sterilization
process.

The Commissioner believe sthis
paragraph, as written, can apply to
both sterile fill process and terminal
sterilization process. In both instances
there must be validation of the proc-
ess used to show that it produces a
sterile product.

306. One comment suggested that
§211.113(b) would require the manu-
facture of nonsterile products under
the same conditions required for ster-
ile products. The comment further
said that in some cases smaller num-
bers of microorganisms could be toler-
ated if kept under certain levels that
could be established.

The Commissione r emphasize sthat
it is not his intent to require nonster-
ile products to beproducedunder ster-
ile conditions. He has previously ex-
plained under paragraph 304. his
intent in using the word "objection-
able.”” Section 211.113(b) clearly states
that it applies only to drug products
purporting to be sterile.

REPROCESSI NG

307. Two comments suggested that
the word “appropriate” be inserted
before the phrase ‘established stand-
ards” in § 211.115(a)

The Commissione r finds that the
suggested alternative wording offers
no improvement over the proposed
wordIng. Reprocessed batches must
meet all established standards, specifi-
cations, and characteristics.

308. One comment suggested that
the word “all” be deleted from
§ 211.115(a) after the phrase ‘tconform
with.”

The Commissioner believes that the
paragraph, as proposed, clearly states
the intent regarding conformance with
all established standards , specifica-
tions, and characteristics. Therefore,
this suggestion is rejected.

309. One comment suggested alter-
native wording in order to clarify that
§211.115(a) applies only to batches
that are reprocessed.

The Commissioner agrees with the
substance of this comment and is
adopting In part the alternativ e word-
Ing by revising the first three lines of
§211.115(a). The Commissioner notes
that the requirements for handling
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batches that are not reprocessed are
adequately stated in other sections
under Part 211.

310. A number of respondents ob-
jected to the direct authority glven to
the quality control unit under
§211.115(b) in approving the repro-
cessing o fnonconformin g batches.
They believe that such rejected
batches should be either reviewed and
approved subject to all normal tests by
quality control or3hould be allowed to
be reprocessed when the written pro-
cedures approved by quality control
authorize and set forth the criteria for
such reprocessing.

The Commissioner rejects these
comments because they would not be
consistent with accepted quality con-
trol practices. Reprocessing of drug
products suggests that a problem oc-
curred during production of a particu-
lar batch. The Commissioner does not
believe i tis reasonable to expect that
preexisting reprocessing procedures
can be written to cover every repro-
cessing situation. Therefore, 1t is ap-
propriate that individual reprocessing
procedures be reviewed and approved
by the quality control unit.

XI'I. PACKAGI NG AND LABELING OCONTROL

311. Many comments suggested
changing the title of this subpart to
Printed Packaeinn and Labeling Con-
trol.” Some comments suggested in-
serting the word ‘printed” before “1a-
beling and packaging materials.”

The Commissioner disagrees with
the suggestions to change the title
since thls subpart includes controls for
packaging materials that are not label-
ing. Insertion of the word ‘printed” to
precede the word “labeling™ would be
confusing because, under section
201(m) of the act, labeling is written,
printed or graphic material.

MATERI ALS EXAM NATI ON AND USAGE

CRI TERI A

312. Several comments stated that
the term ‘packaging materials” in
1211.122 is too broad in that it would
include such item sas corrugated di-
viders, pads, and blister-packing liners.

The Commissioner advises that the
term “packaging materials as used in
this subpart refers to packaging mate-
rials other than containers and clo-
sures covered under Subpart E. Typi-
cally, unlabeled packing materials do
not have to be examined as thorough-
ly as labeling materials. The Commis-
sloner intends that §211.122. as writ-
ten, allow for different treatment of
unlabeled packaging materials and la-
beling materials.

313. There were several comments
regarding §§ 211.122. 211.186(b)(8 )and
211.188(b)(8) stating that the word
“labeling” is too broad because it
could be construe ds including adver-
tising and promotional material and
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therefore is beyond the purview of the
proposed CGMP regulations.

As previously discussed in paragraph
96. the regulations in this part set
forth the facilities. methods, and con-
trols to be used for the manufacture
processing, packing, or holding of a
drug product. Therefore, these regula-
tions do not apply to labelin @r adver-
tising that is not associated with the
drug product during its preparation
under CGMP regulations.

314. One comment said $211.122
does not represent current practice.
and no need for the proposed language
has been demonstrated.

The Commissioner notes that this
section, as finalized, does not differ
substantially from existing require-
ments. He believes this section repre-
sents current good manufacturing
practice and is a significant aspect of
any firm3 quality control program. He
also believes that drug product recalls
initiated because of packaging and la-
beling errors indicate that the controls
described in this sectio rare needed.

315. One comment suggested that
the last sentence in §211.122(a), per-
taining to release of packaging and la-
beling materials after approval by the
quality control unit. be replaced. The
respondent believes that the use of un-
released lots of labeling and packaging
materials should be permitted as long
as approval is obtained before market-
ing.

As discussed earlier in this preamble,
in paragraph 217 regarding use of un-
released components, drug product
containers and closures. the Commis-
sioner cannot accept this suggestion.
It is not acceptable quality control
practice to use unreleased materials in
any phase of production. The Commis-
sioner believes that use of released
components, in-process materials. con-
tainers and closures, labeling, and
packaging materials is generally re-
garded by manufacturers as necessary
to quality control.

316. Several comments recommend-
ed deletion from § 211.122(a) of the
words “in detail.” and one comment
said that, as written. the paragraph
would require documentation of all
minute details.

The Commissioner recognizes that
different materials such as unlabeled
packaging materiads opposed to la-
beling, will require written procedures
of different degrees of complexity re-
garding their receipt. identification.
storage. handling, arekamination
and/or testing. Therefore. tbem-
missionrr is revising the phréise
detail” to “in sufficient detail.”

317. One comment understood
§211.122(a) to require the quality con-
trol unit to examine each container of
material before acceptarithe com-
ment recommended statistical sam-
pling of materials instead.

RULES AND REGULATIONS

The Commissioner advises that the
degree of sampling will depend on the
material to be examine dr tested. The
intent of this paragraph is to require
at least a representative sampling of
all labeling and packaging materials.
The final regulation is clarified in this
regard.

318. One comment recommended de-
letion of the first sentence from
§211.122(b) as it is redundant based
on the requirements cited in
§ 211.122(a).

The Commissioner believes that
§ 211.122(b) as proposed clearly spells
out the basis for approval or rejection
and clearly states that rejected materi-
als shall not be used in operations for
which they are unsuitable. Therefore,
he does not believe paragraph (b) to
be redundant.

319. Two comments said 5 211.122(b)
is overly restrictive in that it requires
labeling or packaging materials not
meeting specifications to be rejected
even though the rejection may not be
based on a serious defect., and thus the
material could be used.

The Commissioner asserts that it is
up to the firm to establish appropriate
specifications. These specifications
should be realistic so as to assure the
safety and quality of the drug product.
but they need not be so restrictive as
to prevent the use of materials that
could not affect the safety or quality
of the drug product.

320. One comment interpreted
§211.122(b) to tacitly allow use of a
provisional release concept. for materi-
als that are found to be out of specifi-
cations for their original use but
would be suitable for use in other op-
erations. Therefore. the comment said
this concept should be stated explicit-
ly in the regulations.

The Commissioner does not believe
that this paragraph implies the ac-
ceptability of any kind of provisional
release. Materials rejected for one use
must be completely tested and/or ex-
amined to determine their suitability
for any alternative use prior to such
alternative use.

321. A comment said labeling and
packaging materials approved for use
should be rotated so that the oldest
approved stock is used first.

The Commissioner agrees that use
of the oldest stock first is a desirable
practice for most materials. The attri-
butes of these types of materials that
are related to age, however. do not
normally have an effect on the drug
product. as would be the case with
components. containers. and closures.
Therefore. the Commissioner has de-
cided that a mandatory requirement
for using the oldest stock first is not
necessary here . He has required.
though. in §211.122(e) that obsolete
labeling be destroyed.

322. A number of comments on
§ 211.122(c) said this is not, current in-
dustry practice. that costs outweigh
benefits, and consequently the para-
graph should be deleted.

The Commissioner agrees that the
proposed requirement for disposition,
including dates and personnel in-
volved, is unnecessary for packaging
materials and believes that it was
those proposed requirements that
were for the most. part being objected
to. Further. $211.125 establishes the
more specific control requirement for
labeling. Therefore, §211.122(c) is
modified to require only that records
be maintained for labeling and packag-
ing material indicating receipt, exami-
nation, or testing, and whether accept-
ed or rejected. Many firms already
record this information. The burden
on firms not recording such informa-
tion should not be too great because a
record of this information is currently
required for components; therefore,
the firms need only incorporate pack-
aging and labeling materials into the
system already employed for compo-
nents.

323. Several comments on §211.122-
(d) wanted the exclusion of packaging
materials other than labeling and a
less restrictive wording than ‘separate
compartments * for labeling.

The Commissioner is convinced that
It is not necessary in most instances to
separate unlabeled packaging materi-
als in the same manner as labels and
other labeling. Therefore. §211.122(d)
is revised in the final regulation to
apply to labels and other labeling
only. The Commissioner is also replac-
ing the phrase ‘Separate compart-
ments” with the word ‘Separately ” be-
cause it may not be feasible to place
Into compartments bulky packaging
materials that are labeled and there-
fore considered labeling.

324. One comment requested dele-
tion of the phrase ‘or quantity of con-
tents” in § 211.122(d).

The Commissioner rejects this re-
guest since labeling with different
guantity-of-contents statements is in
fact different labeling.

325. Many comments suggested dele-
tion of §211.122(e) as redundant.
Other comments objected to the word
‘destroyed.

The Commissioner considered the
comments and is convinced that this
paragraph should be revised to avoid
repeating requirements of § 211.122 (a)
and (b). The final regulation refers
only to obsolete and outdated labels.
labeling, and packaging materials. Ob-
solete and outdated labels, labeling.
and packaging materials must be de-
stroyed to eliminate mixups between
currently used labels, for example, and
obsolete labels. Such mixups can lead
to serious mislabeling incidents.
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326. Five comments on §211.122(f)
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serted in §211.125(b) after the word

contended that gang printing is not a‘master” because the master record

good manufacturing practice and
should be forbidden.

Although the Commissioner wishes
to discourage gang printing, he does
recognize that, under stringent con-

trols, gang printing can be safely used.
327. Two comments dealt with moni-

toring of the printing procedure in
§211.122(g). One said it should be
worded "***shall be set up by one
person and be inspected by a second
person at the beginning of the run to
assure * * *” and the other suggested
"* * *shall be monitored by the QC
unit to assure ** *"

The word “monitor” is being used
here to describe an in-process produc-
tion check on a piece of equipment to
assure that it is working properly. In
such a case, the “monitoring” can ap-
propriately be done by someone on the
production line. The Commissioner
notes that §211.134 (a) and (b) con-
tains a requirement for further exami-
nation for proper labeling. The Com-
missioner sees no need to revise this
requirement.

LABELI NG | SSUANCE

328. One comment assumed that in
§211.125 the term *“labeling” must
apply only to items associated with
the unit package. It further said there
is nothing to be gained by accounting
for any advertising that is included
with OTC packages or shipping car-
tons simply because of the legal defini-
tion of labeling under the act.

The Commissioner advises that if
the printed material referred to by the
respondent is advertising under the
act, then the CGMP regulations do
not apply. However, as hasbeen dis-
cussed previously, where labeling asso-
ciated with a drug product during its
preparation under CGMP regulations
is involved, then the regulations In
this section apply.

329. One comment questioned the
meaning of “strict control” in
§211.125(a) and recommended that
this paragraph be expanded to include
certain specific features of strict con-
trol, such as requiring locked labeling
transport containers.

The Commissioner believes that it
would be impractical to list specific
features of strict control that would
relate to all firms. Numerous com-
ments were received that objected to
specifying a “how to” approach in-
stead of an “objective” approach. This
is an instance of the regulations stat-
ing an objective that is sought and
leaving the method of attaining that
objective to the reasonable discretion
and ingenuity of the firm. The Com-
missioner, therefore, rejects this rec-
ommendation.

330. One comment recommended
that the words @and/or batch” be in-

does not contain the information re-
garding the lot number or the expira-
tion date to be placed on the label.

The Commissioner notes that the
intent of this paragraph is to ensure
that the proper labeling is issued to
the batch. He agrees that, as this com-
ment points out, it is the batch record
that usually contains the lot or con-
trol number and the expiration date
and is therefore amending the para-
graph to provide for this situation by
including the words “or batch™ after
the word “master.”

331. Some comments on §211.125(c)
asserted that labeling reconciliation
does not detect vendor mixups or
errors.

The Commissioner agrees with this
statement and notes that labeling is
required to be examlned or tested for
these deficiencies by §211.122 before
being issued for use.

332. Several comments suggested
substituting the word ‘Significant™ for
“any” in §211.125(c) because the pro-
posed wording would require an evalu-
ation if there was a discrepancy of
only one label.

The Commissioner believes that
these objections are suitably resolved
by revising the wording to allow devi-
ations within narrow preset limits.

333. Some comments on §211.125(c)
said that in situations where there is
unique labeling, unique labeling equip-
ment, single-product packaging lines,
and other adequate quality control
procedures, labeling reconciliation is
unnecessarily expensive and time con-
suming and does not preclude mis-
branding.

The Commissioner believes that
label reconciliation is important be-
cause labeling mixups are one of the
major reasons for recalls. Regardless
of the sophistication of the labeling
system used, lack of labeling reconcili-
ation would be a weak link in the total
control of labels from their receipt to
their use.

334. One comment on §211.125(c)
argued that the institution of elabo-
rate control procedures for a half-
dozen individually typed labels is more
an annoyance than a hardship.

It is difficult for the Commissioner
to believe that the reconciliation re-
quirement, when applied to six labels,
is either an annoyance or a hardship.

335; One comment on §211.125(c)
said there is little reason to reconcile
shipping container labeling.

The Commissioner does not agree
with this statement. Misapplication of
labeled cartons can cause a recipient
to wonder which is correct-the carton
label or the contalner label. Further-
more, the Commissioner believes that
such reconciliation is not overly burd-
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densome or costly and is a current
practice in the industry.

336. Several comments on
§ 211.125(d) suggested that recoding of
excess labeling be permitted in lieu of
destruction.

The Commissioner rejects these sug-
gestions. The possibility of error
outweighs any benefit that would be
derived from salvaging labeling with
obsolete lot numbers. The agency? ex-
perience indicates that the majority of
drug firms destroy excess labeling that
bears lot or control numbers.

337. Some comments suggested
adding wording to §211.125(d) to
denote when destruction of labeling
should take place.

The Commissioner believes that
excess labeling bearing lot or control
numbers should be destroyed as soon
as possible after labeling of the batch
and before labeling of any subsequent
batches. In view of the requirements
in §211.130(d), however, the Commis-
sioner does not consider it necessary to
set forth exactly when destruction
must take place.

338. One comment on §211.125(e)
argued that cut labels and labeling
should not be returned to stock be-
cause of the inherent danger of
mixup. but rather should be counted
and destroyed.

The Commissioner finds that this
suggestion would be too restrictive for
those manufacturers who use cut
labels. He believes that with proper
control, cut labels can be used without
the occurrence of mixups.

339. Some comments suggested in-
corporating proposed § 211.125(f) into
§211.125(c) where much of the intent
is already covered.

The Commissioner agrees with these
comments and has revised the final
regulations accordingly.

340. Several comments suggested de-
letion of the words “in detail” from
proposed § 211.125(g) (now
§ 211.125(f)) because they are superflu-
ous and potentially misleading. One
comment said a standard of reason-
ableness should be employed for the
intended purpose.

The Commissioner notes that the
words “in detail” could be construed as
requiring inclusion of minute detail.
Therefore, the Commissioner is insert-
ing the word “sufficient” before the
word ‘detail.”

341. One comment suggested dele-
tion of proposed §211.125(g) (now
§ 211.125(f)) because it is unnecessarily
repititious of § 211.125(c).

The Commissioner does not agree
that this paragraph is redundant. Sec-
tion 211.125(c) requires the employ-
ment of certain procedures, whereas
paragraph (f) requires those proce-
dures to be in writing and to be fol-
lowed.
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PACKAG NG AND LABELI NG OPERATI ONS

342. Comments on §211.130(a) sug-
gested that mixups and contamination
can be prevented by spatial separation
as well as by physical separation as re-
quired in § 211.130(a).

In using the word “physical,” the
Commissioner intended that spatial
separation be considered as a type of
physical separation. To preclude mis-
interpretation, he is revising this para-
graph to clarify that spatial separa-
tion can be an acceptable method of
separation.

343. One comment suggested inser-
tion of the phrase “the probability of”
between “of” and “mixups” in
§211.130(a).

The Commissioner rejects this sug-
gestion because he believes it would
make the paragraph confusing.

344. One comment suggested that
the word *““container” be inserted be-
tween the words “product” and “with”
in§ 211.130(b).

The Commissioner finds that it is
not the purpose of CGMP regulations
to specify all appropriate labeling,
containers, or shipping cartons that
should be required to bear a lot or con-
trol number. It is sufficient for these
regulations to require that the manu-
facturing history of the drug product
can be determined from a lot or con-
trol number.

345. One comment on §211.130(c)
suggested that the word “batch” be re-
placed by the word “appropriate,” be-
cause in large operations, records may
be kept according to production runs,
which may include anumber of
batches.

The Commissioner rejects a substitu-
tion for the word “batch.” it is the
intent of the Commissioner that the
batch production and control records
be complete. Because the examination
of labeling and packaging materials
before use is a function of the produc-
tion of a batch, the batch record
would not be complete without this in-
formation.

346. One comment said certain pack-
aging materials, such as corrugated
paper, should not come under the re-
quirements of §211.130(c).

The nature and extent of the exami-
nation of packaging materials, includ-
ing corrugated paper, will vary; but,
nonetheless, an examination of some
kind must be performed to assure that
the material is suitable for its intend-
ed use. Packaging materials often pro-
vide product protection, and the char-
acteristics of packaging materials must
be taken into account.

347. Some comments in §211.130(d)
said it is not necessary to clear a line
of packaging materials such as bottles.
cotton, caps, circulars. or other gener-
al packaging materials if that packag-
ing material is to be used on subse-
quent batches of the identical drug

RULES AND REGULATIONS

product to be packaged in the identi-
cal package unit. Several comments re-
garding proposed § 211.130(e) argued
that packaging and labeling material
common to the succeeding production
run not be removed from the finishing
area after the completion of oper-
ations and prior to the next run.

The Commissioner does not intend
to require that packaging materials
common to consecutive batches of a
drug product be removed between
such batches. Revision of §211.130(d)
has clarified the requirements for re-
moval of previously used packaging

then it is the Commissioner’ inten-
tlon that individual shipping contain-
ers be examined to assure that the cor-
rect drug product is in the appropriate
containers. A lot or batch does not
necessarily have to be sampled after it
has been palletlzed because, generally
speaking. palletizing is not considered
as part of the finishing operation re-
ferred to in §211.1347(b).

351. One comment on §211.134(b)
recommended that, in addition to
visual examination, an identity test be
required on the drug product if the
firm packs physically dmilar drug

and labeling materials. Further, the products.

Commissioner finds that the require-
ments of paragraph (e) are adequately
covered in paragraph (d), and there-
fore proposed § 211.130(e) is deleted in
the final regulation.

DRUG PRODUCT | NSPECTI ON

348. Several comments on §211.134
argued that the requirement for assur-
ing that every container and package
has the correct label would require 100
percent examination of the drug prod-
uct during or after finishing oper-
ations.

It is not the intent of the Commis-
sioner to require loo-percent inspec-
tion of the drug product either during
or after finishing operations. To clari-
fy this section the Commissloner is de-
leting the word “every” in § 211.134(a).
He is also replacing the word “assure”
with the phrase “provide assurance.”
The Commissioner notes that this sec-
tion as written in the final regulation
requires a high level of confidence, but
does not necessarily require loo-per-
cent inspection. The Commissioner en-
courages 100-percent inspection by
either visual or automatic methods be-
cause drug product labeling mixups
have been a major cause of recalls, Al-
though loo-percent inspection might
not provide absolute assurance, it
would provide a higher lever of confi-
dence that every container and pack-
age in a lot has the correct label.

349. A comment said the parentheti-
cal phrase “tvisually. mechanically or
electronically)” should be inserted
after the word “examined” in line 2 of
§ 211.134(a).

The Commissioner notes that
§211.68(a) permits the use of precision
automatic, mechanical, or electronic
equipment in all phases of drug prod-
uct manufacture, processing, packing,
and holding. Therefore, there is no
reason to repeat this statement in
each section where such equipment
might be used.

350. A comment argued that the
wording of §211.134(b) implies that
the “representative sample” should be
taken from sealed and palletized ship-
ping cases.

If shipping containers are labeled to
contain a particular drug product,

The Commissioner does not agree
with the suggestion that this para-
graph contain provisions for identity
testing if the firm packs drug products
that are physically similar. Section
211.120 (d) and (e) provides for the
clearance of packaging and labeling
areas before use. Section 211.165 Pro-
vides for physically testing the drug
product after packaging. The purpose
of this paragraph Is to provide assur-
ance that the correct labeling has
been applied.

352. One comment said the results of
the examination need not be recorded
on the batch production or control
records if they are recorded elsewhere.

The Commissioner rejects thls com-
ment. It is important that the batch
production and control records be
complete regarding the history of the
batch, including the results of exami-
nation of the drug product after pack-
aging and labeling. It is not essential.
however, that all informatlon that be-
longs in the batch production or con-
trol record necessarily be on one piece
of paper.

EXPI RATI ON DATI NG

353. Many commented on proposed
§ 211.137. which would require expira-
tion dating for all drug products. A
number of comments agreed that expi-
ration dating was appropriate for cer-
tain drug products, for example, those
subject to fairly short-term deteriora-
tion, but objected strongly to requir-
ing expiration dating for all drug prod-
ucts and concluded that a requirement
for expiration dating of all drug prod-
ucts would not benefit the consumer.
A few comments objected specifically
to expiration dating for over-the-
counter drug products or drug prod-
ucts whose active ingredient is known
to be extremely stable and that have,
for all practical purposes, an unlimited
shelf life. Examples given of such
stable products include naturally oc-
curring chemical compounds that are
mined from the earth, refined, pack-
aged. and sold for medical purposes. A
number of comments from consumers
were very strongly in favor of expira-
tion dating for all drug products.
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The Commissioner notes a trend
toward voluntary dating of many per-
ishable consumer products, particular-
I)(] food and drug products. He believes
that this trend has been generated in
large part by consumers and consumer
organizations who have expressed
great interest in expiration dating of
such products and by manufacturers
res%ondmg to this_interest.

The pharmaceutical industry has
been aware for a number of years that
FDA believes it is in the public inter-
est for manufacturers to provide infor-
mation regarding the stability of its
drug products. In the preamble to
amendments to CGMP regulations
published in the FEDERAL REGISTER of
January 15, 1971 (36 FR 601). the
Commissioner announced his conclu-
sion that the interests of consumers
must be served by the establishment
of valid expiration dates for drug
products. At the time, the Commis-
sioner_expanded basic requirements in
the CGMP regulations for stability
testing to allow time for manufactur-
ers to accumulate data to support ex-
plration dating.

In the preamble to the February 13,
1976 proposal, the background regard-
ing expiration dating was discussed at
length. The Commissioner pointed out
that a number of drug manufacturers
were already voluntarily providing ex-
piration dates for thelr products;
many products such as antibiotics, bio-
logics and drugs liable to deteriora-
tion were already required to bear ex-
piration dates; and the latest editions
of the United States Pharmacopeta

U.S.P.) and National Formular%/

N.F.) require expiration dati_n% or all
products subject to compendial re-
quirements. .

The Commissioner does not believe
that expiration dating of drug prod-
ucts places an undue burden on drug
manufacturers. Those who have been
complying with the 1971 CGMP re-
quirement for stability testing for
most drug products, already have data
available on which to base a suitable
expiration date. When new products
are being manufactured or when sta-
bility data are not otherwise available,
the new CGMP regulations in
§211.166 clearly provide for a tenta-
tive expiration date based on several
factors, including accelerated studies.

Although no sound arguments were
presented to the Commissioner that
expiration dating of most drug prod-
ucts would not benefit the consumer,
the Commissioner has tentatively con-
cluded that it may not be advanta-
geous to consumers, in consideration
of cost vs. benefit, to require expira-
tion dating for human OTC drug prod-
ucts if their labeling does not bear
dosage limitations and they are stable
for at least 3 years, as supported by
appropriate stability data. Therefore,
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the Commissioner has elected to delay
implementation of the requirement
for expiration dating for these prod-

ucts and is proposing elsewhere in this to CGM

issue of the FEDERAL REGISTER to
exempt these F[1)roducts from expira-
tion dating. The Commissioner ex-
pects that types of products that
would be affected by this exemption
would include a number of medicated
shampoos, topical lotions, creams and
ointments, medicated toothpaste. and
rubbing alcohol. The Commissioner
advises that until comments submitted
in response to this proposal for exemp-
tion can be carefully evaluated and a
decision made as to the suitability of
such an exemption, the Food and
Drug Administration will not enforce
the expiration dating requirements of
this section for the type of products
that he is proposing to exempt. The
Commissioner believes it is significant
that the types of products he proposes
to exempt Trom expiration dating are
acceptable for frequent and often pro-
longed use without dosage limitation,
and typically the contents of the retail
package are used in a relatively short
period of time. The Commissioner also
notes that few of these products cur-
rently bear expiration dating, and he
is not yet persuaded in consideration
of thestsrimments that the ]
volved in requiring expiration dating
for these products can be justified on
the basis of the information available
to him at this time.

354. After reviewing the comments
from indlvidual consumers, the Com-
missioner believes that some private
citizens misunderstood the ap‘pllcabll-
ity of expiration dating for all drug
products and believed that the re-
quirement for expiration dating will
extend to drugs dispensed by a phar-
macist on the written order or pre-
scription of a physician. Section 503 of
the act specifies the kind of informa-
tion that must be supplied by the
pharmacist to the consumer regarding
the prescription drug. While the Com-
missioner has found that a number of
pharmacists voluntarily indicate an
expiration date on the prescription
drug container given to the patient,
such transfer of information is not re-
quired by law and, until the subject
regulations are in effect, such expira-
tion information will not be available
to pharmacists for all prescription
drug products. The Congress is now
considering bills to amend the act to
provide for expiration dating on all
prescription drugs dispensed to con-
sumers. The agency supports such leg-
islative proposals.

_ 355. Several comments opposed the
inclusion of expiration dating i n
CGMP regulations on the ground that
the misbranding section of the act,
section 502 and, in particular para-
graph (h) of that section, provides for

45057

expiration dating to tlne exclusion of
the adulteration section, section 501.
espeualg paragraph (a)(2)(B) relating

regulations. Further com-
ment was that regulations issued
under section 502(h) of the. act are
subject to the administrative provi-
sions of section 701(e) of the act,
which includes provisions for a public
hearing if requested.

The Commissioner rejects these ar-
guments. No paragraph of section 502
of the act expressly refers to expira-
tion dating. Paragraph (h) of section
502 describes products liable to dete-
rioration and the packaging and label-
ing that may be necessary to minimize
such deterioration. Although expira-
tion dating might be considered im-
plicit in this paragraph. the Commis-
sioner does not find any basis for con-
cluding that only labeling referred to
in paragraph (h) of section 502 of the
act can be required to carry dated la-
beling, or that the on!y statutory au-
thority for FDA to enforce expiration
dating is under this paragraph. He
notes. for example, that where expira-
tion dating is required by an official
compendium such as U.S.P. or N.F..
FDA has authority to enforce this re-
quirement under para ragh (g) of sec-
tion 502. Section 502(%125))(8) of the
act clearly provides to FDA broad au-
thority to assure the quality, purity,
identity, and strength of drug prod-
digs at least through the time of
pensing to patients or sale to consum-
ers. The determination of stability of a
drug product and the reporting of this
information through an appropriate
expiration date are an integral part of
the assurance of drug quality.

356. A number of comments opposed
expiration dating spet;lflcaljly for over-
the-counter drug products. The argu-
ments were primarily that: 1? Many
OTC drugs are extremely stable and
that expiration dating is of little value
for products whose stability can be
measured in terms of many years; and
§2) that any required expiration dating
or OTC drug products should coin-
cide with final regulations developed
under the current OTC drug review
process. In the latter case, comments
expressed concern that labeling
changes reciuwed by ex%lratlon dating
and probable labeling changes and for-
mulation changes required at a later
date under final OTC drug review reg-
ulations would be an unfair burden on
manufacturers.

The Commissioner notes that he has
already discussed in paragraph 353.
the interim enforcement policy regard-
ing human OTC drug products that
are stable and marketed without
dosage limitations. But he sees no
valid reason for separating require-
ments for drug expiration dating for
prescription drug products and most
OTC drug products. The Commission-
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er recognizes that firms should ordi-
narily be fredo select any expiration
date that falls within the documented
stability period, and the regulations
permit manufacturers to use any expi-
ration date that is supgorted by appro-

riate stability data. Even if a manu-
acturer knows that the active ingredi-
ent of its drug product is stable for 20
or 30 years, without expiration dating
itis unlikely that the user of the drug
product is going to know this informa-
tion. The Commissioner believes that
expiration dating will be more than
marginally beneficial to consumers
even for drugs that are unusually
stable. First, it will reinforce pharma-
cist and consumer confidence in the
product, and thus will avoid unneces-
sary disposal and replacement of old
but not outdated drug products.
Second, it will prevent confusion for
drug dispensers and probably consum-
ers that would naturally occur in a
system where some, but not all, prod-
ucts carried expiration dating.

The Commissioner sees no undue
burden on manufacturers in requiring
expiration dating of over-thecounter
drug products prior to final OTC drug
monographs. The Commissioner notes
that a wide variety of methods for ex-
piration dating of drug products are
available and that many of these
methods do not require changes or re-
printing of labels. If formulation
changes are required as a result of a
final OTC drug monograph, the regu-
lations in §211 .166 provide for devel-
opment of tentative expiration dates.
Since the expert OTC advisor reyiew
panels will not be considering the ex-
piration dating of OTC drugs as a rou-
tine matter in their deliberations, the
Commissioner sees no valid reason for
further delaying expiration dating for
most OTC drug products.

357. Comment was received from the
American Homeopathic Medical Asso-
ciation, representing the views of var-
ious aspectsof homeopathic medicine,
including manufacturers of homeo-
pathic drug products, specifically re-
questing an_exemption from the pro-
posed requirement of expiration
dating and related stability testing for
their products. The basis for the re-
quest is that homeopathic drugs char-
acteristically contain such extremely
small guantities of active ingredients
that the finished product cannot be
tested by usual analytical methods.
Further, because of the theory behind
homeopathic medicine, regard for de-
termining the specific level of active
ingredient and the normal measures of
stability are inappropriate.

The Commissioner notes that ho
meopathic medicine and drugs used
for homeotherapeutics are unique and
differ substantially from other forms
of pharmaceutical products. Previous-
ly, the Commissioner has exempted
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homeopathic drugs from the Over-the-
Counter Drug Review gsee the FEDERAL
REGISTER of May 11,197 2 (37FR
9464)). Further, homeopathic drugs
were excluded from review under the
NAS/NRC Drug Efficacy  Study
Reviev (DESI) and distributors of ho-
meopathic drugs have not been re-
c[])uwed to list such drugs under the

rug Listing provision of the act.
(Manufacturers. however, are required
to register as drug establishments.)

Because of the unique nature of ho-
meopathic drugs, the Commissioner
has reconsidered the value of stability
testing and expiration dating for this
small class of drug products and con-
cludes the need for expiration dating
and complete stability testing, as pro-

osed, are unnecessary in this group.

he imprecise nature of determining
extremely low levels of active ingredi-
ents for each of a large number of at-
tenuations (dilutions) that may be pre-
pared for each drug substance, and
the fact that factors such as potency,
absorption, bioavailability and other
measures of effectiveness do not
appear to be applicable to homeopath-
ic drugs, have convinced the Commis-
sioner that requiring an expiration
date for such products would be a bur-
densome requirement that would not
result in any added assurance of drug
quality to the user.

Certain provisions of the proposed
s_tabilitK testing requirements, espe-
cially those relating to determining an
expiration date, areals inappropri-
ate. On the other hand, some stability
information. such as the compatibility
of ingredients based on testing or ex-
amination and marketing experience,
is necessary for this class of drug prod-
ucts. The final regulations are amend-
ed n § 211.166 by modifying the stabil-
ity testing requirements for homeo-
pathic drugs.

358. Several comments expressed
concern whether small labels of some
drug products could accommodate an
expiration date. Several other com-
ments raised questions regarding the
applicability of the expiration datin
to their own specific small-sized prod-
ucts. In one instance, a manufacturer
indicated that it would be required to
purchase new equipment in order to
aPpIy the expiration date to the crimp
of the tube for a medicated cream. In
another instance a manufacturer indi-
cated that its products were individ-
ually packaged in a way that the units
stay with an outer packaging until all
the individual units are used; it in-
quired whether each individually
wrapped unit was required to bear an
eX{glratlon date. . .

he problem of certain labels being
too small to accommodate statements
required by FDA has been raised
many times in the past. A specific reg-
ulation has been issued to address this

problem (see 21 CFR 201.100¢(b
Current!}/, a substantial number of
drug products are packaged in a wide
variety of containers, with a substan-
tial range of label sizes, yet these
often are marked with an expiration
date. For example, a number of drug
products for use in hospitals are being
packaged in ‘Unit dosagécontainers
that bear all the required information
as well as an expiration date. The
Commissioner believes that technol-
ogy and the availability of different
methods of placing the expiration date
on the immediate container are now at
a state where it is reasonable to expect
that any drug product package can ac-
commodate an expiration date. There
will still be individual situations whrre
it will be necessary to determine
whether a particular packaging consti-
tute a protective or convenience wrap
and therefore is not required to bear
full labeling, or constitutes the imme-
diate container, and therefore should
bear all re%uwed labeling including
expiration date. If a packager of drugs
has any question regarding,
matter. FDA will render an opinion
upon request from the packager. The
request should be sent to Advisory
Opinions Branch (HFD-35), Bureau of
Dru%s. Food and Drug Administration,
5600 Fishers Lane. Rockville, Md.
20857. and should include full infor-
mation regarding the packaging
as wdlas examples of the packaging ma-
terials and labeling.

359. One comment expressed con-
cern that the presence of an expira-
tion date on small containers may
serve only to detract from the con-
spicuousness of other information in-
cluding warnings and dosage recom-
mendations.

The Commissioner rejects this argu-
ment. The practicality and advisability
of requiring specific items o iforma-
tion on the immediate container must
always be evaluated in light of wheth-
er it might compromise o obliterate
the value of entire labeling of the im-
mediate container. The Commissioner
finds that a uniformly short statement
of an expiration date will not interfere
with the conspicuousness of other re-
quired information. Further, “the Com-
missionerfinds that there is no_practi-
cal alternative to convey expiration
dating information other than to place
it on th immediate container.

360. Several comments were received
regardln? the need for expiration
dating of cylinders of compressed
medical gases. One comment noted
that expiration dating of these drug
?ro?ucts would not benefit the pa-
ient.

The value of imparting stability
formation to consumers or to those
who dispense drug products ha been
discussed previously. As stated earlier,
the Commissioner cannot agree that
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expiration dating of most drug prod-
ucts would not benefit the user,
whether or not the patient is personal-
ly aware of the expiration date. The
Commissioner sees no justification at
this time. for exempting compressed
medical gases from the requirement of
expiration dating.

361. One comment objected to expi-
ration dating of OTC drug products
such as absorbent cotton, gauze ban-
dages, eye pads, triangular bandages,
cotton bails, and surgical gauze. The
comment was that these products last
indefinitely and that some of these
products, dating back from World War
1, are being sold and are perfectly sat-
isfactory. Another comment expressed
an opinion that, with regard to expira-
tion dating, all attention seems to be
focused on the stability of the drug
formulation. The comment concluded
that other factors, such as packaging
and storage conditions, must contrib-
ute to the determination of an appro-
priate expiration date.

The Commissioner notes that these
comments, apparently from opposite
points of view, illustrate his concern
that all persons should understand
that there are other factors to be con-
sidered besides the stability of a spe-
cific active ingredient in determining a
suitable expiration date; these include
the stability of the inactive ingredi-
ents, the interaction of active and in-
active ingredients, the manufacturing
process, the dosage form, the contain-
er closure system, the conditions
under which the drug product is
shipped, stored, and handled by
wholesalers and retailers, and the
length of time between initial manu-
facture and final use. For example,
the period of time in which the steril-
ity of a drug product can be assured
may be substantially less than the in-
herent stability of the active ingredi-
ent. Thus, the expiration date for a
sterile drug product may have a differ-
ent basis than that for a nonsterile
drug product of the same active ingre-
dient. Container closure systems or
tablet coatings, for example, may in-
crease or decrease the shelf life of the
drug product. Therefore, as mentioned
earlier, a number of factors must be
taken into account in considering a
drug product’ stability. The Commis-
sioner also notes that articles such as
cotton, gauze. bandages, and eye pads
are now considered devices and will be
handled under the Medical Device
Amendments of 1976 and are no
longer subject to these CGMP regula-
tions. Expiration dating for certain
kinds of medical devices is now under
consideration by FDA.

362. Several comments recommend-
ed that FDA consider requiring that
expiration dates fall within the same 1
or 2 tnonths of every calendar year.
For example, It was suggested that all

FEDERAL
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drug products bear an expiration date
that would end in January (or Janu-
ary and July) of the calendar year for
which the manufacture has estab-
lished a date of expiration. The com-
ments indicated that such a procedure
would not interfere with establishing
dating periods in multiples of 6
months or 1 year and would allow per-
sons who need to make inventories of
drug product stocks to easily survey
such stocks for outdated drug prod-
ucts.

While the Commissioner sees merit
in a provision that would allow all out-
dated products to be readily identified
and removed only once or twice annu-
ally, he believes that such a require-
ment would not be justified at this
time. Manufacturers may use an expi-
ration dating scheme that will provide
an appropriate uniform expiration
cutoff date to facilitate inventory con-
trol over outdated drug products in
the channels of distribution. The
Commissioner will further consider
the utility and currency of such a
practice and whether future regula-
tions would be appropriate.

363. Several comments spoke to the
issue of a maximum expiration date,
such as 5 years, about which the Com-
missioner had requested information
and data that would establish whether
any fixed maximum arbitrary date is
in the best interest of the consumer.
Most comments expressed strong op-
position to a fixed maximum expira-
tion date. One such comment ex-
pressed the view that a maximum ex-
piration dating period would discour-
age development of improved stability
formulations and packaging. Another
comment, which supposed that a 5
year dating period is generally accept-
able to the pharmaceutical industry,
recommended that such maximum ex-
piration dating period be adopted with
provisions that the time period could
be extended on the basis of adequate
data. This same comment suggested
that an advantage of a maximum expi-
ration date would be to limit the
length of time the drug product is not
under the control of the manufactur-
er. The time limit would reduce the
possibility of damage by environmen-
tal agents, adverse changes in packag-
ing materials, and obsolete labeling.

The Commissioner advises that his
request, appearing in the preamble to
the February 13. 1976. proposal, for in-
formation and data showing that the
establishment of an arbitrary date (5
years or any other time period) is in
the interest of the consumer, resulted
in generally unfavorable comments
and no information or data to support
public interest in a maximum expira-
tion date, either by consumers or In-
dustry. Therefore, the Commissioner
concludes that he has insufficient in-
formation at this time to find that set-
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ting a specific maximum expiration
dating period is suitable or desirable
for drug products.

364. A number of comments objected
to the word “statistically” or the
phrase “Statistically validated” used in
§ 211.137(a) in reference to the use of a
‘Statistically validated expiration date
determined by appropriate stability
test.” The arguments were that for
some drua products the expiration
period is established based on charac-
teristics or attributes (e.g., color of
tablets) which are subjective and not
amenable to statistical analysis. For
new drug products, stability data may
be quite limited and there are insuffi-
cient data for meaningful statistical
analysis. In such cases, a manufactur-
er stated, expiration dates are conser-
vatively assigned. Another comment
indicated that statistical validation is
duplicative and open to dispute in in-
teroretation. Several comments indi-
cated that they were unsure as to
what was required for statistical vali-
dation. Another comment explained
that expiration dates are currently de-
rived from actual stabllity tests involv-
ing the use of accelerated stability
tests. The comments said that such ac-
celerated stability tests do not need to
be statistically validated as long as
there is adeauate justification for use
of the conversion factors that relate
the conditions of the study to labeled
conditions. Another comment said the
use of statistics to derive an expiration
date is only one of many ways that a
valid expiration date can be obtained.
Most comments on this paragraph sug-
gested deletion of the word ‘Statisti-
cally” or the phrase ‘Statistically vali-
dated.” Several comments suggested
revised wording to incorporate the
phrases “appropriate expiration date”
or “Statistically or mathematically
validated date.”

The  Commissioner  finds that
§ 211.166 on stability testing, which
has been modified in the final regula-
tion. contains the requirements that
are the basis for establishing an expi-
ration date. An appropriate expiration
date, determined in conformance with
the provision of §211.166. will meet
the requirements of §211.137; there-
fore, the statistical validation require-
ment is not necessary to § 211.137. The
final regulation has been revised to
clarify this issue.

365. Several comments suggested
that the 6-month delayed effective
date proposed bv the Commissioner
was insufficient to allow accumulation
of the necessary data to determine ap-
propriate expiration dates. Several
firms suggested a 3-year delayed effec-
tive date for this requirement; another
suggested a 2-year delayed effective
date. Another firm indicated that it
was common industry practice to allow
a 3- to 5-percent seasonal return and
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redistribution of OTC products. This
firm requested provisions in the regu-
lations to allow for such redistribution
from inventory of drug products that
do not bear expiration dates.

The Commissioner believes that the
industry has been on notice concern-
ing expiration dating for a number of
years and should have data developed
under the basic stability requirements
that have been in effect since 1963.
Because of such general widespread
knowledge and the ‘State of the art”
re?ardlng expiration dating, a 6-month
delayed effective date in adopting this
requirement should be an adequate
transitional period in which to estab-
lish expiration dating procedures. To
allow distribution (or redistribution)
of labeled stocks, however, the expira-
tlon dating required by these regula-
tions shall not appl)é to stocks of drug
products that have been labeled prior
to the effective date of these regula-
tions.

366. One comment said §211.137(a)
and 8211.166 are inconsistent in that
§211.166 permits the use of tentative
expiration dates based on accelerated
studies combined with basic stability
information.

In revising § 211.137 in response to
other comments, the Commissioner
has included a specific reference in
§211.137(a) to § 211.166. As codified.
§211.137 clearly refers to the use of
appropriate stability tests and stabil-
|t%/ studies described in §211.166.
Thus, the Commissioner now sees no
possible contradiction in these two sec-
tions.

367. Several comments objected to
the introductory phrase ‘to assure” in
§ 211.137(a). The comments were that
the phrase is an impossible restraint
and that an expiration date cannot
“assure” that a drug meets Identity.
stgength, quality, and purity stand-
ards.

The Commissioner cannot agree
with these comments. In_common
usage, the word “assure” implies a
confidence that can reasonably be ex-
pected. The purpose of exglratlon
dating is to inform users of the drug
product that they can reliably expect
that the product meets the professed
standards of identity, strength, qual-
ity, and purity at the time of actual
use.

368. One comment suggested that
§ 211.137(a() should_ provide that adher-
ence to dating periods in approved new
drug applications (NDA's) would con-
stitute compliance with this section.

The Commissioner believes that it is
unnecessary for the regulations to
specify that adherence to dating peri-
ods in approved NDA3S would consti-
tute compliance with §211.137(a).
Dating periods for products covered by
approved NDA3 are based on stability
data submitted as part of the NDAS.
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These stability data have generally
come from testing programs that ful-
fill the reauirements of §211.166. If o,
then such-data also fulfill the require-
ments of § 211.137(a). If not, the NDA
probably was approved many years
ago and new testing, using more so-
Ehisticated techniques, is appropriate.
or such products, the new CGMP re-
quirements should not be and are not
met by the approved NDA, and testing
complying with § 211.166 is required.

369." Several comments recommend-
ed that §211.137(a) be revised to in-
clude a statement to the effect that a
drug product would not be required to
bear an expiration date if it is deter-
mined on the basis of appropriate sta-
bility tests and on distribution and
consumer usage patterns that the
product will be consumed before sig-
nificant deterioration occurs.

The Commissioner notes that he has
considered stability and consumer
usage patterns in establishing the in-
terim enforcement policy discussed in
Earagraph 353 of this preamble. But

e does not agree that-the suggested
revision would be suitable for all drug
products, namelg, Jorescrlptlon dru
products and OTC drug products wit
dosage limitations. Such Provision
woul |gnore a basic principle of expi-
ration dating-that the manufacturer
furnish information to reduce the
chances of outdated drug products
being consumed. The Commissioner
does not think it is realistic to assume
that every unit of a drug product will
be consumed within a specific period
of time, notwithstanding the consider-
able experience many manufacturers
have regarding distribution and con-
sumer use patterns. Information re-
garding distribution and consumer use
patterns, however. will serve to assist
manufacturers to estimate the guanti-
ty and duration of stability informa-
tion that would be worth developing;
that is, if a supplier is confident that
more than 90 percent of a product is
out of the distribution chain in 3

ears, the supplier may not wish to

ncur the expense of establishing a 5-

ear stability for the product and la-

eling it with a 5-year expiration date.

370. Some comments said proposed
§ 2111.137(h) was somewhat redundant
when viewed in light of paragra$hs
(@), (c) and (e) of this section. The
comments also recommended that if
paragraph (b) were retained, the refer-
ences to apBroprlate statistical analy-
sis should be deleted. One comment
recommended that paragraph (b) be
revised to include mathematical use as
well as statistical analysis. Another
comment stated that the phrase
‘readily available data” should be fur-
ther defined.

The Commissioner finds that with
minor editorial differences the essen-
tial provisions of this paragraph also

appear elsewhere in 9211.137. There-
fore, he has decided that the proposed
§211.137(b) will be deleted. )

371. A number of comments objected
to the provisions of proposed
§ 211.137(c) (recodified as § 211.137ib)
in the final regulation). specifically
suggesting that drug products suitable
for storage at room temperature not
be required to bear appropriate stor-
aglg conditions on the labeling. .

he intent of proposed § 211.137(c) is
to relate expiration dates to any stor-
age conditions determined by the man-
ufacturer of a drug product to be im-
portant and thus stated in the label-
ing. A manufacturer may conclude
that the exPected normal handling
conditions of the drug product do not
require specific labeling instructions,
or the manufacturer may elect to in-
clude any special handlin'gl or storage
instructions to preserve the product’
stability. An editorial change in the
final regulation clarifies that storage
instructions are not required in every
instance.

372. One comment suggested that
when proposed §211.137 (d) and (e
are read in conjunction with $201.17,
it is obvious that expiration dates are
required only for labeling described in
§201.17 and therefore package inserts
are excluded. The comments suggested
that the language in the section be re-
vised to specifically exclude package
inserts from a requirement to bear ex-
piration dates.

The Commissioner sees no reason
that the regulations exclude, by name,
Backage inserts from a requirement to

ear an expiration date. The regula-
tions in 9201.17 and, by reference, in
§ 211.137. clearly specify which label-
ing is required to bear expiration in-
formation. To designate, by name, the
labeling not required to bear such in-
formation is impractical because it in-
cludes more than the package insert
and it is unnecessary and potentially
confusing.

373. One comment recommended
adding a new paragraph in §211.137.
which would provide that in the case
of licensed biological drug products. an
expiration date, if applicable, either
shall be determined by regulations
sFlecific for the product involved, or
shall constitute part of the product li-
cense.

The Commissioner cannot adopt this
suggestion. A biological drug product
should bear an expiration date even if
one has not been specifically estab-
lished for that product either in regu-
lations for the drug product involved
or as part of the product license.

XI'I'l. HXINS AND DI STRI BUTI ON
WAREHOUSI NG PROCEDURES

374. A comment said § 211.142 should
not require rigid physical separation
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of quarantined drug products before
release by the quality control unit.

The Commissioner did not intend,
nor does this section state, that rigid
physical separation of quarantined
drug products is necessarily required
before release by the quality control
unit. The degree of separation neces-
sary would be dependent on other
steps taken to assure that quarantined
drug products are not used premature-
ly. For example, proper paper control
or computer systems could offset the
need for physical separation.

375. One comment recommended
that the words “of temperature, hu-
midity, and light”” be deleted from pro-
posed § 211.142(b) because humidity
and light are not controllable in a nor-
mally operated warehouse.

The Commissioner disagrees that
humidity and light cannot be con-
trolled in a warehouse. However, he
notes the regulation does not require
these factors to be controlled unless
the identity, strength, quality, and
purity of the drug products would be
affected. The Commissioner believes
that the regulation as written clearly
requires that all drug products be
stored under conditions that are con-
sistent with maintaining the stability
of the product. The conditions of stor-
age will vary according to the particu-
lar product; hence the use of the word
“appropriate” in this paragraph. At
the very least, storage conditions
should always be such that there are
no extremes. If the conditions of tem-
perature, humidity, and light are ex-
treme enough, almost any drug prod-
uct would be affected.

, DI STRI BUTI ON  PROCEDURES

376. A comment on § 211.150(b) said
a requirement of lot number traceabi-
lity is inappropriate and unnecessary
when applied to the great majority of
drug products for which the incidence
of recall is extremely low.

The Commissioner notes that this
requirement is already in the existing
CGMP regulations and is ‘turrent
practice.” He does not have informa-
tion to support a contention that cer-
tain drugs are less likely than others
to be recalled. Therefore, the Commis-
stoner cannot accept this comment.

377. One comment said §211.150(b)
should be deleted and §211.150(a) re-
codified into the introductory text of
$211.150 because the act does not pro-
vide for recalls and because the objec-
tive of § 211.150(b) is substantially cov-
ered under § 211.196.

The Commissioner does not believe
that these two sections are redundant.
Section 211.196 requires that distribu-
tion records be kept containing certain
information_ Section 211.150(b) re-
quires that distribution recordkeeping
systems include the capability of iden-
tifying the distribution of any specific
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lot so that a recall may be facilitated.
The Commissioner also does not be-

lieve that 8§211.150 mandates recalls.

Section 211.150 recognizes that it is a
current good manufacturing practice

within the pharmaceutical industry to

have appropriate systems to carry out
the occasional recalls or withdrawals

from distribution of drug products.

These actions are generally voluntar-

ily undertaken by manufacturers. Be-

cause such mechanisms are a current

and good practice, the Commissioner

has legal authority under section

501(a)(2)(B) of the act to require them

for all drug suppliers. The question of

FDA-requested recalls is subject to

separate regulations published in the

FEDERAL REGISTER of June 18, 1978 (43

FR 26202).

378. One comment said the distribu-
tion records maintained by compressed
medical gas suppliers are adequate to
accomplish §211.150(b), but the re-
auirement of §211.198 calling for the
lot number on distribution records is
unnecessary. Further comment said
compressed medical gas lots are dis-
tributed in a very small geographical
area and to a very llmited number of
accounts, and recall is a much simpler
problem for medical gases than for the
widely distributed multiple-unit lot
drugs.

The Commissioner fails to under-
stand how the intent of §211.150(b)
can be accomplished without meeting
the requirements of §211.196, and no
such information was provided in the
comment. The intent of § 211.150(b) is
that a firm be able to determine how
much of a given lot. if any. was
shipped to each consignee and on
what date. The Commissioner does not
believe that compressed medical gases
should be exempt from this require-
ment, because they are potent drugs.
and distribution accountability is of as
much importance in case of recall of
them as for any other drug.

379. One comment said the phrase
“and appropriate” should be inserted
after the word ““possible” at the end of
the proposed § 211.150(a).

The Commissioner agrees with this
comment. In addition, the wording in
the final regulation for this section
has been revised to make it consistent

with § 211.86 as it pertains to the first-

in. first-out concept. The final regula-
tion provides that deviation from the
first-in, first-out requirement is per-
mitted if such deviation is temporary
and appropriate.

XIV. LABORATORY CONTROLS
GENERAL REQUI REMENTS

380. One comment recommended
that the word “justified” in the last
sentence of proposed §211.160(a) be
changed to ““explained.”

It is not enough, in the Commission-
ers view, that a deviation from stand-
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ards beexplained. The deviation must
be supported by sufficient reason to
show that it is needed and has no ad-
verse impact on the drug product.
Therefore, the recommendation is not
adopted.

381. A comment requested a defini-
tion for “Specification” in §211.160(a)
so that it would describe a general cat-
egory rather than a single document,
and specifications could be prepared as
separate documents for separate areas.

The Commissioner does not believe
that. as written, the regulation re-
quires that all specifications for all
areas, such as sampling and testing, be
a part of the same document. The
word is used here in a general sense
rather than as a reference to a single
document.

382. One comment said §211.160(a) is
ambiguous because it does not define
requirements. The comment asked
whether documentation is needed
showing completion of requirements.

The Commissioner advises that
§211.160(a) is intended to refer to re-
quirements that appear throughout
Subpart I-Laboratory Controls. A
wording change in the final regulation
clarifies this intent. With regard to
the respondent? question concerning
documentation, the Commissoner also
advises that § 211.194(a) contains a re-
quirement for documentation.

383. Two comments proposed delet-
ing the references in 8211.160(b) to
sampling plans and testing procedures
and merely requiring documentation
of what was done. The reasons for pro-
posing this deletion were not made
clear.

The Commissioner believes that ade-
guate controls include not only stand-
ards and specifications but also the
sampling plans and testing procedures
to determine acceptability. These
plans and procedures must be deter-
mined in advance of implementation-
otherwise no systematic or compre-
hensive evaluation of the acceptability
of materials and finished products can
be assured.

384. A comment suggested inserting
the phrase ‘or a reference to” after
the word “description” in the sentence
referring to descriptions of sampling
plans and testing procedures in specifi-
cations.

The Commissioner interprets the
comment3 concern to relate to the
extent of the description required for
the sampling and testing procedures
used when these are set forth in detail
in other documenti. The description
depends on a number of factors, but
certainly could include references to
authoritative procedures such as the
official compendia. The Commissioner
does not believe the language need be
modified, however, because he believes
the word ‘description” provides
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cient latltude for the use of references,
where appropriate.

385. A comment said the re(iulre-
ment in §211.160(b)(4), providing for
remedial actlon in the event equip-
ment calibration checks showed prob-
lems, is impractical because a course of
action for each possible event could
not be wrltten. Instead, it suggested
the paragraph read "™ * * provisions
for investigations to determine the
necessary actlon.”

The Commissioner believes that
broad instructions can be developed
for remedlal action. The regulations in
thls section do not specify the detail in
which such provisions must be devel-
oped. In some cases, these instructions
could provlde principally for an inves-
tigatlon to detennine the cause of a
problem. In other instances, for exam-
ple, where a Problem can be expected
to occur regularly, detailed instruc-
tions may be practical.

388. Several comments felt that in-
clusion in §211.160(b) of components,
drug products, and in-process materi-
als with containers, closures, and la-
beling was Irrational. )

Controls throughout this section are
only required as appropriate t is not
the Commissioner”s intent to require
inappropriate standards and testing.
The substance, extent, and complexity
of controls will vary with components.
containers, closures, and labellng, but
suitable specifications, standards, sam-
pling plans, and test procedures are
necessary for each.

TESTI NG AND RELEASE FOR DI STRI BUTI ON

387. Comments on § 211.165(a) point-
ed out that potency assays are often
tests for identlty, and therefore the
reference to identity tests should be
removed.

The Commissioner does not believe
that every potency assay would also
serve as an identity test. In those cases
where one test can suffice for both
purposes, the wording of this para-
graph would accept a single test.

388. One comment asked for an ex-
emption from the prerelease ster|I|t¥
and pyrogen testing requirements o
§ 211.165(a) of shortlived radioactive
materials.

The Commissioner recognizes that
for shourt-lived radiopharmaceutlicals it
is not possible to obtain results of
these tests before the active material
degrades below a useful level. There-
fore, the f inal regulatlons in
§ 211.165(a) permit release of those
specific batches that are undergoing
sterility and/or Pyrogen testing. prior
to completion of those tests, provided
such_testing is completed as soon as
possible.

389. Several comments requested
clarification of §211.165(a) to deter-
mine whether it means that potency
assays have to be done at both the
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bulk and packaged drug product
phases, or only at the bulk phase.

The Commissioner purposeP/ worded
this csjaragraph so that manufacturers
could choose to do potency assays at
either phase, but certainly before re-
lease for marketing. There is no
intent, once the product is  inits fin-
ished dosage form, to require potency
testin? of more than one phase by the
manufacturer. The Commissioner be-
lieves the paragraph is clear in this
regard.

390. Two comments maintained that
identification and potency testing of
each active ingredient in'a combina-
tion product or in small batches of
OTC products constitutes a highly in-
flationary procedure.

The Commissioner believes that test-
ing to assure that a product is what it
purports to be is basic to a quality con-
trol Erogram for any drug product.
Further, he notes that the substance
of this requirement, has been in the
CGMP regulations since 1963 and is
generally a current industry practice.
Therefore. he finds that such a basic
procedure- should not have a signifi-
cant inflationary impact or that thls
cost is unjustified in view of the assur-
ances the procedure gives the consum-
er. The comments are rejected.

391. A comment suggested limiting
§211.165(c) to sampling b?f, deleting
references to testing, on the grounds
that §211.160 adequately covers the
re_(lziuirements_ for written testing plans.

he Commissioner notes that
§ 211.160 has general objectives regard-
ing sampling and testing of drug prod-
ucts. Requirements for release of drug
products are more specifically de-
scribed In §211.166. Therefore, the
Commissioner declines to accept this
comment.

392. Several comments objected to or
redefined the concepts of acceptable
quality level (AQL) and unacceptable
quality level (UQL) used in establish-
ing acceptance criteria and statistical
quality control criteria as proposed in
§211.165(d). The comments pointed
out that the concepts of AQL and
UQL are not uniformly Interpreted.
and their use in establishing accept-
ance criteria and statistical quality
control criteria is not uniformly ap-
plied. Comments expressed concern
that the concepts of AQL and UQL as
acceptance criteria are premature and
not currently a part of good manufac-
turlng practice. One comment suggest-
ed that these proposed CGMP regula-
tions would require extensive changes
In testing procedures, facilities, an
use of margoower_. Several objections
were raised relative to the “usually 95
percent” level of high probability of
acceptance. Respondents polnted out
that thls figure might be applicable
for some pharmaceutical dosage

forms, but would be too high for
others.

As anticipated by the Commissioner,
the concepts of AQL and UQL in es-
tablishing acceptance and statistic
quality proved quite controversial
From an analysis of the comments,
the Commissloner believes that It Is
impractical at this time to establish a
uniform system of AQL and UQL as
proposed in the regulations. ection
211.166 is therefore modified to allow
greater latitude in establishing accept-
ance criteria, while retaining the basic
requirements that acceptance criteria
for sampling and testing, and for ac-
ceptance levels, be based on appropri-
ate statistlcal quality control criteria.
The Commissioner is convinced that
sound statistical methodology should
be apPIied to the procedures for  test-
ing of attributes or variables that
impact on the quality of drug products
and the evaluation of the results of
such testing to determine acceptance
or rejection of the lot. The uses of
A?L and USL are examples of statisti-
cally derived levels for acceptance or
rejection. The Commlssloner believes
that more study must be glven to thls
aspect of manufacturing practice and
advises that In the future FDA will
invite additional industry comment re-
garding revision of this section.

393. Several comments asked, with
regard to §211.165(%?, whether official
compendia test methods or methods
from recognized sources have to be
validated. The comments also recom-
mended that guidelines be provided
for documentation.

It is not the Commlssloner”s intent
to require the validation of authorita-
tive test methodology. Section
211.194(a)(2) of these regulations indi-
cates that reference to official sources
will suffice as documentation of a vali-
dated method. The intent of this sec-
tion is that assurance of accuracy and
reliability be provided for all test
methods used. In the case of methods
from official sources, such as compen-
dia, reference to the source is docu-
mentation enough. For methods modi-
fied or developed by the firm or some
other unofficial source, validation of
the method must be provlded. To clar-
|f¥ this issue, the final regulation in
§211.165(e) refers to§ 211.194(a)(2).

394. A number of comments on
§ 211.165(f) proposed that laboratory
reference standards received from offi-
cial sources and/or with a protocol
need not be tested. In addition, re-
spondents recommended that second-
ary in-house standards should be
tested against reference standards. In-
sertion of “standard solutions™ was
also suggested in this section. One re-
spondent suggested inclusion of a re-
quirement for an expiration date on
standards.
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In considering the comments in light
of requirements elsewhere in the re%u-
lations, particularly § 211.160(b), the
Commissioner concludes that the pro-
posed requirements in §211.165(f)
should not be ndopted as proposed.
The Commissioner recognizes that lab-
oratory reference standards can be in-
terpreted to mean either standard ref-
erence materials prepared by a firm
own laboratories, or standards re-
ceived from outside sources, e.g., offi-
cial U.S.P. reference standards or FDA
reference standards. Further, the
Commissioner recognizes that com-
plete testing by the user of many ref-
erence standards is not practicable al-
though, generally, a specific identity
test should be performed to verify
such standard. The Commissioner
finds that the requirements in
§ 211.160 provide the manufacturer
the necessarY flexibility to establish
appropriate laboratory controls over
the receipt or preparation of reference
standards and to verify that such ref-
erence materials are suitable for their
intended use. Therefore, proposed
§ 211.165(f) is deleted in the final regu-
lation.

395. Several comments objected to
the use of the word "statistical” in

roposed § 211.165(g) (redesignated

211.165(f) in the final regulations),
stating that statistical criteria are not
always relevant.

The Commissioner is deleting the
word "statistical" in the final regula-

tion because the phrase “and any

other relevant quality control criteria
is sufficient to include statistical crite-
ria where appropriate.

/396. One comment requested dele-
tion of the entire proposed paragraph
(g? of § 211.165, because it is repetltive
of § 211.84(e).

The Commissioner agrees that there
is repetition between § 211.84(e) and

roposed § 211.165(g) (now

211.165(f)); however. he notes that
the former does not Cover drug prod-
ucts that are covered under the latter.
The final regulation is revised to elimi-
nate repetitious requirements.

397. Several comments objected to
the wording of the second sentence of
proposed § 211.165(g). They contended
it is not possible to determine before-
hand whether reprocessed material
will meet appropriate standards and
specifications.

The Commissioner accepts these
suggestions and is rewording the provi-
sion, now § 211.165(f), so that it more
clearly permits reprocessing of reject-
ed materials.

398. Several comments argued that
proposed §211.165(g) should be
worded to allow use of materials that
deviate from standards and specifica-
tions that have no bearing on the
quality of the drug product.
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The Commissioner believes that it is
clear in the context of this section
that the standards and specifications
referred to are those for acceptance or
rejection. As stated elsewhere in this
preamble, the standards for accept-
ance or rejection must be realistic
while at the same time appropriate to
assure the quality of the drug product.
Any deviation from such standards is
not acceptable. On the other hand,
there is no requirement that a firm es-
tablish specifications or standards
that do not relate to the quality of the
drug product.

STABI LI TY TESTI NG

399. One comment on §211.166(a)
questioned the need to prepare a writ-
ten testing program to assess stability
characteristics of products such as
borax and boric acid because methods
of assay and analytical procedures for
these materials are well documented.

The Commissioner notes that the
written testing program includes more
than just a description of the method
by which a drug product is tested. It
includes all the requirements listed in
this section. If the test method used is
an official compendial method or
other authoritative method, then it
would be sufficient to refer to the
source of the method to satisfy that
part of the requirement for written
procedures for the testing program.

400. Several comments requested
that the word ‘Statistically” be re-
moved as a modifer of ‘valid estimates
of stability”in § 211.166(a)(%}_. ]

The Commissioner is modifying the
final regulation to clarify that the sta-
tistical criteria apply solely to sample
size and test intervals to provide assur-
ance that every batch of drug product
B_rc_)duced has essentially the same sta-

ility characteristics.

401. Several comments requested in-
sertion of the words “where feasible”
after the words “reliable, meaningful

and specific ~ test methods”™ in
8211 .166(a)(3).

The Commissioner believes t h e
phrase “where feasible”” would suggest
serious gaps in analytical methodology
in drug manufacturing operations that
in fact do not exist. The manufacturer
has a responsibility to use test meth-
ods most suitable to assess the stabil-
ity characteristics of his drug prod-
ucts.

402. Several comments requested the
use of container closure systems for a
stability testing program that are
“Similar” to the marketed container/
closure system rather than the
“same.”

The Commissioner concludes that
the container-closure system should be
the same as the one used for market-
ing the drug product with regard to at-
Eﬂ_tutes that could possibly affect sta-

ility.
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403. A comment on §211.166 request-
ed that the importance of stability
testing of bulk active ingredients be
emphasized because many manufac-
turers feel that stability testing ap-
plies only to finished dosage forms.

The requirement in these regula-
tions for performing stability tests ap-
plies only to "drug 3products,” which
are defined in § 210.3(b)(4) as finished
dosage forms. Therefore, it would not
be appropriate to include a require-
ment for bulk drugs in these regula-
tions. The Commissioner believes that
appropriate_stability testing for active
ingredients is a requirement under sec-
tion 501(5?(@(8) of the act because all
drugs, including bulk drug ingredients,
must be produced in conformance with
current good manufacturing practice.
Stability testing of bulk drug ingredi-
ents is a current good manufacturin
practice, and the Commissioner wi
propose to include It in the projected
CGMP regulations for bulk drugs.

404. One comment requested the ex-
emption of extremely stable com-

ounds, such as calcium carbonate,

rom the stability testing require-
ments.

The Commissioner denies the re-
quest for the exemption. The stability
of an active ingredient 1s not the only
characteristic that should be exam-
ined in a stability testing program. A
product may leach compounds from
its IElackaging materials or be affected
by heat or moisture in ways which
could be detrimental to product qual-
ity without affectlng its strength.

405. A comment asked whether the
reference samples in §211.166 can be
taken from regular production batches
for stability testing programs.

The Commissioner notes that
§ 211.166(b) clearl)é states that refer-
ence samples must be taken from regu-
lar production batches for stability
testing programs.

SPECI AL TESTI NG REQU REMENTS

406. Several comments on
§211.167(a) recommended that steril-
ity and/or pyrogen testing for veteri-
nary drugs be excluded as unneces-

sary.

'the Commissioner finds that this
paragraph does not establish whether
any class of drugs is to be sterile and/
or pyrogen free. The requirements of
§211.167(a) relate to drug products
that purport to be sterile and/or pyro-
gen free.

407, One comment sald an ag)parent
conflict existed between § 211.167(a)
and proposed § 211.165(d)(2), which
would require destructive testing of
the batch for the characteristics of
sterility and/or pyrogenicity.

The Commissioner notes that pro-

osed § 211.165(d)(2) specifically ac-

nowledged that it would not be ap-
propriate to destructively test the
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entire batch. Section §211.165(d) is
reworded in thefinal regulation, with
paragraph (d)(2) deleted, and the
Commissioner sees no conflict between
it and § 211.167(a).

408. One comment on proposed
§211.167(b) said collaborative labora-
tory studies have not established pro-
cedures for accurate and reliable test-
ing for the presence of all types of for-
eign particles and harsh and abrasive
substances. Alternative wording was
suggested that would provide for such
specifications and testing on an indi-
vidual firm basis. Other comments rec-
ommended that the requirement be re-
stricted to testing for metal particles,
as ig_currently required by the com-
pendia.

The Commissloner recognizes that
tests for particles other than metal are

enerally not as precise as those tests
or metal particles. The United States

Pharmacopeia and FDA regulations
for antibiotic ophthalmic ointments
(21 CFR- 436.206) contain reauire-
menta for testlnﬂ for metal particles
and limits for such particles. The ma-
jority of firms manufacturing ophthal-
mic ointments perform tests for other

article matter in addition to the

.S.P. or FDA required tests for metal
particles. The Commissioner considers
it a current industry practice for man-
ufacturers to reduce or control the
harshness and/or abrasiveness of oph-
thalmic ointment drug products that
may be caused by any particles, in-
cluding the components themselves.
Components may, for example, con-
tribute to harshness and/or abrasive-
ness of the ophthalmic ointment be-
cause of crystalline size and shape.
The Commissioner is retaining provi-
sions for appropriate testing other
than those for metal particles. Some
firms employ a subjective test for
abrasiveness, such as rubbing a sample
of the drug product between the fin-
gers; the Commlssloner does not con-
sider this type of test adequate, how-
ever, unless the individual is qualified
to conduct this organoleptic test.

409. One comment called attention
to situations in which the coating of
tablets in different coating pans
during the manufacturing process may
affect the release pattern and suggest-
ed that each pan he sampled, tested,
and accepted or rejected on an individ-
ual basis.

“The Commissioner recognizes the
significance of proper coating in rela-
tion to its effect on the release pattern
of active ingredients. Section 211.110
requires in-process controls to validate
the performance of processes that
may cause variability in the in-process
material and the drug product. Sec-
tions 211.165 and 211.167 also require
satisfactory conformance to finished
drug product specifications. While he
believes this to be adequate at this
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time, the Commissioner will consider
the need for more specific reauire-
ments, either in the general CGMP
regulations or in specific CGMP regu-
lations for sustained release drug
products or drug product tablets, be-
cause of unique problems that may be
resented by tablet coatings, especial-
y if active ingredients are in such
coatings.

RESERVE SAMPLES

410.  Numerous comments on
§211.170(a) said reserve samples of
components need not be kept for 2
years beyond the expiration date of
the products containing them. There
were numerous alternatives suggested,
ranging from 2 years after use of the
component to 1 year after the expira-
tion date of the last drug product con-
taining the component.

The Commissioner has concluded
that the requirement for retention of
samples for 2 years beyond the expira-
tion date is not necessary. The 2-year
requirement had been proposed to
make the period consistent with the
present alternative requirement of 2
years after distribution of the last
drug product incorporating the compo-
nent, If longer than a period of 1 year
after the expiration date. The Com-
missioner is revising the final regula-
tion in §211.170 to require retention
for 1 year after the expiration date of
the last lot of drug ﬁrOdUCt containing
the component. Where no expiration
date la required, such as for human
OTC drug products meeting the crite-
ria for exemption under § 211.137. the
retention ][JeI’IOd is 3 years after distri-
bution of the last drug product lot
containing the active ingredient. The
J-year retention Ioerlod also applies to
the reserve sample of the drug product
under §211.170(b) and to retentlon of
records and reports in §211.180. Ap-
?_roprlate revisions are made in the

inal regulations.

411. Several comments recommend-
cd that hazardous and unstable mate-
rials be exempt from the reserve
sample requlrement in § 2111.170(a).
Other comments su%gested that inac-
tive Ingredients also be exempted.

The Commissioner has concluded
that storage of some types of materi-
als may constitute an unnecessary
burden or a safety problem. The sec-
tion, as revised, will eliminate reten-
tion of inactive ingredients. He be-
lieves that deletion of retention re-
quirements for inactive ingredients
will eliminate most of the objections
regarding hazardous and unstable ma-
terials; most of those materials cited
by respondents are used as inactive in-
gredients. For those active ingredients
that may be hazardous, though, the
Commissloner concludes that the need
for retaining samples of such active in-

gredients outweighs potential prob-
lems of storage.

412. A comment suggested that the
word “appropriate” be inserted before
the word ‘tests™ in §211.170(a) be-
cause some tests require extremely
large quantities of component. )

e Commissioner understands this
comment to object to malntalnlntg re-
serve samples when the amount of ma-
terial needed to conduct the required
tests is large. The Commissioner has
concluded that the advantages of
keeping such amounts of active ingre-
dients outweigh any expected burden.
He advises that this Is an existing
CGMP requirement.

413. One comment said it is not nec-
essary to retain reserve samples of
multiple shipments of the same lot
number of components._ )

The Commissioner rejects this com-
ment. Conditions of transit and stor-
age can vary from shipment to ship-
ment; such variable conditions can
produce variations in the lots of differ-
ent shipments.

414, Several comments on
§211.170(b) said the requirement for
inspecting reserve samples of drug
products annually is unnecessary in
consideration of the requirement for
stability studies and, further, that de-
terioration normally cannot be detect-
ed by inspection. Other comments said
FDA should clarify its intent whether
or not inspection was meant to require
complete testing and whether such
testing would be required if such
would affect the integrity of the
sample. o

The Commissioner has concluded
that the requirement for annual in-
spection is sound. Stability studies
would not, in the usual sense, provide
an opportunity for evalu_atln[gI stability
on a batch-by-batch basis. The intent
of the regulation is not to require com-
plete testing on each batch of reserve
sample on an annual basis, but rather
to require examination, such as would
be done visually, and § 211.170(b) is re-
vised to so state. The Commissioner
recognizes that such examination
would not provide the type of assur-
ance that could be obtained by com-
plete analysis, but the burden that
complete testing would place on the
industry would be unreasonable and
unnecessary considering the require-
ments for establishing stability. The
Commissioner is -also  revising
§211.170(b) to require annual Inspec-
tion only if it can be done without af-
fecting the integrity of the sample.

415. One comment said the amount
of paperwork could be reduced if only
samples that were found defective
during annual inspection were record-
ed on the individual product record.

The Commissioner does not intend
that there be a requirement for re-
cording the results of examination re-
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quired by this paragraph in the indi-
vidual batch record for the product, if
that is what the comment suggested. A
record of samples must be kept so that
test results can be correlated with
each batch and the test results kept
with other stability data.

416. Several comments said the re-
quirement for retention of reserve
samples in the same container-closure
systems in which they are marketed is
impractical in the case of very large or
bulk containers.

The Commissioner has concluded
that there are instances, for example
those involving very large or bulk con-
tainers, where it would be impractical
to store reserve samples in the same
size container as is used for the mar-
keted product. Although the Commis-
sioner finds that the same immediate
container-closure system is preferred
for storage of the reserve sample, he is
revising the final regulation to allow
the use of an immediate container-clo-
sure system having essentlally the
same characteristics as the marketed
container. This means, for example,
that one size container may represent
several sizes from the same batch, pro-
vided all tontainers were essentially
the same except for size. The storage
requirements for reserve samples
differ slightly from the storage re-
quirements for stability study samples
in § 211.166 because to obtain accurate
stability data it is essential to dupli-
cate the conditions that could affect
stability.

LABORATORY ANI MALS

417. A comment said this section
(8211.173 should be deleted because
the Laboratory Animal Welfare Act.
enforced by the Department of Agri-
culture, already regulates the care and
use of laboratory animals.

The Commissioner notes that the
CGMP requirements for the mainte-
nance and control of laboratory ani-
mals are intended to assure that
animal test results are valid in that
the results have not been affected by
the use of animals that may have been
exposed to adverse environmental con-
ditions. The identification and mainte-
nance of adequate records on animals
are likewise intended to assure the va-
lidity of the test results. The intent of
the Animal Welfare Act (7 U.S.C.
2131-2155) is, among other things, “to
insure that certain animals intended
for use in research facilities « « « are
provided human care and treatment.”
Regulations implementing that act are
quite detailed, but do not expressly
deal with the two items of most imme-
diate concern for drug quality pur-
poses. The user of such animals for
drug testing would, therefore, be re-
quired to comply with both the CGMP
requirements of the act and the re-
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quirements of the Animal Welfare
Act.

418. A comment said because not all
manufacturers have animal facilities,
the regulation should make it clear
that §211.173 applies only when ani-
mals are maintained for test purposes.

The Commissioner believes that it is
clear that if animals are not used, the
section does not apply. The intent of
the section is not to require the use of
animals, but rather to set standards
applicable when animals are used.
Therefore, the Commissioner sees no
need to accept this comment.

419. One comment argued that the
requirement for physical separation of
animal maintenance facilities would be
an undue hardship because it does not
allow for flexible use of space by the
manufacturer.

The Commissioner notes that
§211.173 does not speak of physical
separation. The degree of separation
in maintenance and control of animal
facilities should be sufficient to assure
that animal test results are valid in
that the animal facilities do not con-
tribute contamination to the drug
product or the manufacturing facili-
ties.

420. A comment said identification
and recordkeeping for use of individu-
al animals is unnecessary if the animal
is used only once.

The Commissioner rejects this com-
ment. ldentification of each animal
and adequate recordkeeping are a
basic part of any biological test in
order to assure accurate results. Even
rodent species used only once should
be accounted for on an individual basis
to prevent inadvertent reuse, which
may result in inaccurate test results.
The Commissioner has dealt at some
length with problems uncovered in re-
viewing drug testing in animals (see
proposed regulations for good labora-
tory practice published in the Federal
RecIsTER of November 19. 1976 (41 FR
51206)).

PENI Cl LLI N CONTAM NATI ON

421. A comment on §211.176 said
that because zero penicillin levels are
required, raw material suppliers
should certify that their products are
penicillin  free.

The Commissioner believes that, al-
though drug manufacturers can at
their own initiative request such certi-
fication from suppliers, FDA should
not require suppliers of raw materials
to test every lot of raw materials for
penicillin, even when no reasonable
possibility exists that they have been
contaminated with penicillin. This
would place an unnecessary burden on
suppliers.

422. A comment said FDA is not
qualified to test for penicillin contami-
nation because FDA receives multiple
samples in the same cartons, and they
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are kept together in the same room in
the testing laboratory.

The Commissioner has concluded
that there is no basis for this com-
ment. Samples for cross-contamina-
tion testing are received by the FDA
laboratory in sealed containers that
are individually placed in sealed plas-
tic or paper bags. Analyses for penicil-
lin cross-contamination are conducted
in a laboratory facility separate from
that used for penicillin certification
analyses. Positive and negative con-
trols are run, and the analyses are con-
ducted in laminar flow hoods under
positive pressure. Thus, FDA is quite
capable of determining the presence
or absence of penicillin contamination.

XV. RECORDS AND REPCRTS
GENERAL REQUI REMENTS

423. Some comments on §211.180(a)
objected to maintaining production,
control, and distribution records for 2
years after the expiration date of the
batch. They mentioned the increased
cost of record storage and noted that
adverse reactions, complaints, recalls,
and other phenomena justifying
record storage generally occur shortly
after beginning distribution. Various
time periods were recommended as al-
ternatives. Several comments suggest-
ed a retention period of 2 years after
the batch was approved for marketing.

The Commissioner finds that these
records must be available for review
for a reasonable time period beyond
the expiration date of the products
covered in the records to provide an
opportunity for appropriate followup
of any complaints or other adverse re-
ports received during the entire mar-
keting period. In reconsidering the
extent of such retention period in
light of the comments, however, the
Commissioner has determined that a
I-year period following the expiration
date will generally be adequate to
assure that the records will be availa-
ble for review if necessary. In the case
of certain OTC drug products not
being required to bear an expiration
date because they meet the criteria for
exemption under §211.137. the record
retention period is 3 years after distri-
bution of the batch. This 3-year period
is considered appropriate because the
exemption is based on an assumption
that such products will be used within
3 years after manufacture. Therefore,
record retention for 3 years after dis-
tribution should be adequate to cover
the time period during which records
are most likely to be needed. The
Commissioner recognizes that these
final regulations will require retention
of records beyond that currently re-
quired in the CGMP regulations. The
CGMP regulations require the reten-
tion of certain records, e.g., batch pro-
duction and control records, for time
periods that are based on the distribu-

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



45066

tion of the lot or, where applicable,
the expiration date of the batch. The
current regulations do not clearly
specify the record retention period for
other records. For some firms, the re-
tention period for records will not
change as a result of this regulation,
as their practice is being incorporated
inthese regulations. In other cases,
however, these regulations will require
retention of records for a period of
time longer than the minimum reten-
tion period specified in previous
CGMP regulations. With specific
regard to physical space for the stor-
age of records, the Commissioner ad-
vises that the regulations do not gen-
erally require retention of original rec-
ords, and that retention of suitable
true copies n other forms such as mi-
crofilm is permitted. The Commission-
er believes that, in keeping with
modem business practices, there are
many record retention systems that
would fulfill the intent of the record
retention provisions. Section
211.180(d) of the final regulations spe-
cifically provides for this flexibility.

424. One comment said §211.180
should be deleted because section 703
of the act prescribes the maintenance
of certain
ment of articles in interstate com-
merce and does not mention the reten-
tion of records as described in
§211.180.

The Commissioner disagrees with
this comment. Section 703 of the act
permits FDA access to records of in-
terstate shipment in the possession of
carriers (i.e..transportation compa-
nies) or other persons receiving or
holding food, drugs, devices, or cos-
metics in interstate commerce. The
provisions of section 703 do not apply
to the manufacturers of drug products
insofar as records of production are
concerned.

425. One comment suggested that re-
tention of records for components that
have an indefinite stability or compo-
nents that are used only occasionally
to produce batches of drug products
be excluded from §211.180(b).

The Commissioner rejects this sug-
gestion. The retention period is relat-
ed to the expiration dates of the
batches of drug products containing
that batch of the component in order
to assure that the records would be
available for review during the mar-
keting of the drug products and for a
reasonable period thereafter.The
Commissioner  seriously
whether any drug product can be con-
sidered indefinitely stable or would in
fact carry an expiration date that
would require record retention for an
extraordinarily long time. Finally, the
Commissioner notes that because the
manufacturer has discretion to estab-
lish an expiration date that is less
than the actual stability of the drug

questions
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product, the manufacturer also has
reasonable control over the periods
during which he must retain records.

426. One comment said §211.180(b)
is overly inclusive and should be
reworded to include only those compo-
nents that come in actual contact with
the drug product.

The Commissioner is unclear on the
use of the word ““component™ in this
comment. The definition of “compo-
nent” appearing in the CGMP regula-
tions would only include ingredients
intended for use nthe manufacture of
a drug product, including those that
may not appear nthe final product.
Section 211.180(b) limits records to
components actually incorporated in
the drug product. Thus, it seems obvi-
ous that the regulations only apply to
components ‘“that come into actual
contact with the drag peeduct
quested in this comment. Therefore,
the Commissioner cannot agree that
the requirement as proposed is too ex-
tensive, and he sees no justification
for revisions mthe language in this
paragraph.

427. Some comments suggested that
reference to drug product containers
and closures be deleted because these

records that show the movtems are not subject to deterioration.

One comment suggested that the re-
quirement be retained for parenterals
only.

The Commissioner does not agree
that reference to container/closure
record retention should be deleted be-
cause they are not subject to deterio-
ration. The Commissioner is aware
that some container/closure  systems
are subject to deterioration and there
are other possible problems with con-
tainers and closures that may adverse-
ly affect the drug product. The pur-
pose and intent of recordkeeping re-
quirements § to be able to trace the
complete history of a batch and there-
by enable a firm and FDA to investi-
gate fully any problems that may arise
with either the product, the contain-
er/closure system, or both. Complete
records would also make possble a de-
termination of whether or not other
batches or other drug products are or
could be involved with the same prob-
lem. The failure to have these records
available for any investigation could
prevent the resolution of an undesira-
ble condition. Therefore, the Commis-
sioner is retaining this requirement to
include all drug product containers
and closures.

428. A comment on §211.180(b) was
submitted regarding the retention of
records for compressed medical gases.
The comment, which assumed that ex-
piration dating would not be required
for compressed medical gases, request-
ed a retention period to be some logi-
cal and meaningful period.

The Commissioner finds that there
is no justification for excluding reten-

tion of records required for com-
pressed medical gases under this para-
graph. The Commissioner has also de-
cided to require expiration dating for
medical gases.

428a. Several comments objected to
reference to recordkeeping and record
inspection requirements in proposed
§211.180 (c) and (d) insofar as they
apply to over-the-counter (OTC) drugs
and to ““not new” drugs. These com-
ments pointed out that section 704(a)
of the act authorizes inspection of rec-
ords regarding prescription drugs only
and inspection of records regarding re-
search data only on “new drugs” sub-
ject to section 505 of the act. One com-
ment cited extensively from the legis-
lative history of section 704 of the act
indicating a congressional intent to
limit the scope of inspection granted

" as re-to FDA.

The Commissioner has reviewed the
legislative history of the 1953 amend-
ments (Pub. L. 83-217). which original-
ly enacted section 704(a) of the act, as
well as the amendments contained in
the Drug Amend19621f 1962 )Pub.
(19637),/81 which extended
FDA's authority to review records for
prescription drugs under the manda-
tory inspection authority of section
704 of the act. He finds that Congress
did not include in the scope of the in-
spection authority under section 704
of the act @d its concomitant en-
forcement section under section 301(f)
of the act) authority to inspect records
regarding the manufacture of OTC
drug products or research data on pre-
scription drugs that are not ““new
drugs" as defined in section 201(p) of
the act. The Commissioner also finds,
however, that section 704 of the act
does not exhaust the varieties of in-
spections that FDA may be authorized
to make regarding such drug products.

Manufacture of any drug product
without compliance with current good
manufacturing practices renders the
product adulterated, a prohibited act
under section 301(b) of the act and a
Federal aive under section 303 of the
act. Thus, if F®had reliable infor-
dicating that an OTC or old mation in
drug product was being manufactured
in violation of current good manufac-
turing practice, the agency could
obtain a search warrant that would
authorize FDA to inspect manufactur-
ing records regarding the drug product
to seek evidence regarding the alleged
criminal offense.

A second type of FDA inspection
into OTC drug production records
would be in conjunction with inspec-
tions under Government-wide Drug
Quality Assurance Programs. Manu-
facturers contracting to provide OTC
drug products to the Department of
Defense, the Veterans Administration,
or the Public Health Service must, as
a condition under those contracts.
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permit FDA to inspect the plant, fa-
cilities, and records” regarding the
product to determine compliance with
the Federal Food, Drug, and Cosmetic
Act. If the manufacturer withdraws
his consent for FDA to inspect, FDA
will decline to accept the product on
behalf of the purchasing Government
agency, and if that agency so decides,
the contract may be terminated.

A third example of an inspection au-
thorized under the act is found in sec-
tion 505(j)(2) of the act where a manu-
facturer must permit inspection of rec-
ords regarding new drugs which are re-
quired under section 505(j)(1) of the
act; failure to do this is a prohibited
act under section 301(e) of the act. It
is conceivable that an NDA for an
OTC drug would be subject to record-
keeping requirements regarding manu-
facturing activities, and if so. FDA
could inspect these records, notwith-
standing section 704 of the act.

This does not necessarily identify all
circumstances in which FDA may be
authorized to make an inspection of
records regarding the manufacture of
an OTC drug product or research data
on “not new” drugs. See, generally,
Horton, “Warrantless Inspection
Under the Food, Drug, and Cosmetic
Act,” 42 G.W. Law Rev. 1089 (1974).

The purpose of §211.180(c) is to
assure that all appropriate records
were properly collected, indexed, and
held at the site where an inspection
would occur so that, in the event of an
authorized inspection by FDA, these
records would be readily reviewable by
the FDA inspector. Otherwise, an un-
necessary delay may occur if the man-
ufacturer had to locate and collect the
appropriate records for an inspection.
It is not the intent of these para-
graphs of the regulations to compel a
manufacturer to submit to an inspec-
tion that was not legally authorized.
To clarify this, the Commissioner is
inserting the word “authorized”
before the word “inspection” in
§211.180(c)

429. Several comments objected to
the requirement that records be readi-
ly available at the establishment
where such recorded activities take
place on the grounds that most firms
with multiple facilities maintain cen-
tral record storage facilities and that
compliance with §211.180(c) would re-
quire needless and unnecessary dupli-
cation of the records and storage fa-
cilities. These comments suggested
that provision be made for central
record storage sites, provided that the
requested records be made available in
a reasonable period of time.

The Commissioner does not agree
with the contention that keeping
these records or copies of them at the
establishment where the activities
took place would be unnecessary and
would require needless and unneces-
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sary duplication of the records and fa-
cilities. He is of the opinion that most
firms today keep the records or copies
of them at the site where they were
generated. These critical records must
be available to both plant personnel
and FDA for review. To require that
plant personnel and FDA investigators
place orders for specific records to an-
other facility and then wait for deliv-
ery would not be prudent. There is the
distinct probability that operating
under these circumstances would
greatly extend the time needed to con-
duct an investigation of a problem or
to conduct the required inspections.
The Commissioner does believe,
however, that records that can be im-
mediately retrieved from another loca-
tion by computer or other electronic
means meet the requirement of being
readily available at the establishment.
The final regulation includes this pro-
vision. As the Commissioner stated in
reply to other comments regarding
record storage, these regulations do
not preclude the use of other record
storage systems, such as microfilm or
microfiche. Where other systems are
employed there must be associated ca-
pability for viewing and copying. The
final regulations include a new

§ 211.180(d) to clarify these provisions.

430. One comment suggested that
the regulation provide guarantees that
the FDA investigator will not copy
these records or if they are copied,
that they will not be released under
the Freedom of Information Act.

The Commissioner cannot agree
with the first suggestion. There are
many instances where the investigator
who makes the inspection does not
have the time to review records at the
establishment for all of the facets in-
volved. In addition, this suggested pro-
vision would result in an inordinate
expenditure of FDA resources to pro-
vide adequate time for a complete
review of the records at the plant site.
The Commissioner believes that true
reproduction of records, compared
with handwritten copies, assures their
authenticity and decreases inspec-
tional time. While the copying of ap-
propriate records has always been im-
plicit in CGMP regulations, there have
been instances where investigators
were restricted by manufacturers to
handwritten copying of the records.
Therefore, § 211.180(c) is being amend-
ed in the final regulation to clarify
that records are subject to copying
during the course of an inspection.

The Commissioner also rejects the
respondent suggestion that docu-
ments not be released under the Free
dom of Information Act. The Commis-
sioner is required by law to release
documents in his possession unless
they contain information or are of
such a nature that a request for re-
lease could be denied. In this regard,
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the Commissioner specifically refers to
the FDA regulations describing public
disclosure of “trade secret” informa-
tion in FDA files (21 CFR Part 20. par-
ticulary § 20.61).

431. Numerous comments objected to

§211180(e) (proposed as

to §211. on the grounds that the
requirement for the generation of a
written summary is not current prac-
tice and would have an unnecessary
inflationary impact without any no-
ticeable effect on improving the qual-
ity of drug products in general. Some
of these comments argued that the
proposal did not specify what data
were to be summarized. Other respon-
dents questioned the authority of the
FDA to require these summaries. Nu-
merous additional comments were sub-
mitted suggesting that these summar-
ies be prepared ‘““‘when necessary” or
“when needed.” Several other com-
ments objected to the required reten-
tion period.

The Commissioner has carefully
considered the extensive comments re-
garding the proposed requirements for
written summaries and concludes that
revisions in this paragraph are justi-
fied. The purpose is to provide reliable
procedures for a manufacturer to
review the quality standards for each
drug product. The Commissioner
agrees that mechanisms other than
written summaries may be appropriate
for such evaluation. Therefore, the
final regulation is amended to require
that manufacturers establish their
own written procedures for annual
evaluation of the quality standards for
each drug product. While not specify-
ing what review mechanism must be
used, the Commissioner encourages
the use of written summaries as one
practical means of drug product
review. The Commissioner believes
that some manufacturers are current-
ly using such written summaries to
good advantage in establishing drug
product profiles.

432. Several comments objected to
§ 211.180(f) (proposed as §211.180(€))
on the basis that it is an unwarranted
intrusion into corporate duties and re-
sponsibilities, and adherence to this
requirement would not affect the in-
tegrity of the drug product. Some of
these comments suggested an exclu-
sion for small businesses because the
corporate officials would be writing
themselves reports. Still others sug-
gested limiting these reports to signifi-
cant findings.

The Commissioner believes there are
sound reasons for this proposed re-
quirement. From time to time it has
been the agency® experience that cor-
porate officials have not been advised
of potential or real adverse conditions
brought to light either by the firm's
own quality control system or by FDA
As a result, corrective actions have not
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been instituted where they might have
been, had company officials been
aware of such conditions. Correspon-
dence from FDA to firms regarding in-
spectional findings and recalls is di-
rected to top officials as a matter of
policy, but not all conditions specified
in §211.180(f) are the subject of in-
spections or recalls, and even in the
case of inspection and recalls there
may be a period of time before FDA
correspondence which deals with the
subject is issued. The Commissioner
does not believe that the requirements
of §211.180(f) are burdensome and is
confident that the concept of keeping
officials informed of such situations as
specified in § 211.180(f) is, for the most
part, current industry practice.

The Commissioner rejects the argu-
ment that the requirements of this
paragraph are an unwarranted intru-
sion into corporate duties. They will
provide added assurance that efforts
are being directed toward the preven-
tion and/or correction of conditions
that could affect the quality of the
drug product. Moreover, responsible
officials already have very rigid legal
duties to be aware of, and to take
action upon, conditions contributing
to drug adulteration (United States v.
Park, 421 U.S. 658,1975; United States
v. Dotterweich 320 U.S. 277, 19431.

In view of the comments, however,
the Commissioner is deleting the pro-
posed requirement regarding routine
guarterly written reports in order to
allow manufacturers flexibility in es-
tablishing procedures to keep appro-
priate management fully informed as
to important matters involving possi-
ble quality control problems. In addi-
tion, the final regulation provides an
exception for officials, whether in
large or small firms, who are personal-
ly involved or immediately aware of in-
vestigations, recalls, reports of inspec-
tional operations, and regulatory ac-
tions relating to CGMP regulations.

EQUI PMENT CLEANING AND USE LOG

433. Several comments on 8§ 211.182
and 211.166 recommended that the re-
guirement for signatures be deleted or
modified to provide for initials. or
other specific employee identification,
e.g. an employee number.

The Commissioner is persuaded that
the requirement for a full signature
may not be warranted in view of the
space that would be required in the
records and the burden of continually
writing a full signature on records
that arc repetitive. For less repetitive
type of records. such as master records
referred to in §211.186, the Commis-
sioner has decided to retain the re-
guirement for a full signature. The
Commissioner rejects the suggestion
that a distinctive employee number be
allowed because it would detract from
the concept of personal involvement.
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Numbers, in the Commissioner’ opin-
ion, may be easily recorded by persons
other than those who actually per-
form the function.

434. Some comments suggested that
the word ““strength” be deleted from
8§211.182 as superfluous because this
information is readily derived through
the lot or batch number.

The Commissioner agrees that the
word “‘strength” can be deleted. The
remaining required information is suf-
ficient to identify the batch.

435. Several comments objected to
the requirement in § 211.182 that an
individual written record of all equip-
ment cleaning and maintenance would
have to be double-checked and signed.
This requirement could include logs
for stirrers, scoops, and ladles.

The Commissioner agrees that this
requirement, as proposed, could be
construed to include such items as
ladles, stirrers, scoops, spoons, and
spatulas, Therefore, the word "major”
is being inserted before “equipment.”
This change does not affect the re-
sponsibility of assuring that all uten-
sils and other equipment are properly
and adequately cleaned before re-use,
but only documentation of such activi-
ties.

436. One comment on 8§211.182
doubted the need for routinely double-
checking cleaning and maintenance. it
argued that this would require the
checkup person to be present during
the operation. A second comment said
the requirement for checking routine
maintenance would be overly burden-
some.

The Commissioner notes that the
purpose of this requirement is that a
second person determine that appro-
priate cleaning and maintenance was
performed. He does not believe that
this necessitates that the person doing
the checking be present during the
entlre operation. Changes in the final
regulation clarify this intent and also
exclude from the required checking
routine maintenance activities such as
lubrication and adjustments.

437. Several comments on §211.182
objected to keeping logs inasmuch as
the information is readily available in
other records, such as the batch
record.

The Commissioner rejects this view
because in most instances batches are
not processed consecutively on any
one piece of equipment. If the practice
were not followed and one attempted
to determine the chronological use of
a particular piece of major equipment
to ascertain, e.g.. whether several
batches were affected by a malfunc-
tion. a burdensome review of numer-
ous batch records would be necessary.

438. Some comments said logs re-
quired in § 211.182 are not necessary
when equipment is dedicated to a
single product.

The Commissioner agrees that if
equipment is dedicated to the manu-
facture of one product, the require-
ment for individual equipment logs
would not be necessary, provided that
lots or batches of such products follow
in numerical order and are manufac-
tured in numerical sequence. In such
cases where the use of dedicated
equipment is employed, the records of
cleaning, maintenance, and use shall
be part of the batch record. The Com-
missioner is revising this section ac-
cordingly.

439. One comment said §211.182 is
an unnecessary burden on the manu-
facturer who places reliance on the
drug product’ final testing.

The Commissioner is aware that
dirty or poorly maintained equipment
can introduce characteristics to a drug
product that may not be detected by
final examinations. Moreover, it is in
the manufacturers interest as well as
the publicks to prevent quality assur-
ance problems, rather than simply
detect them. Therefore, the Commis-
sioner rejects this comment.

440. Comments objected to the re-
guirement for one log for each piece of
equipment containing the information
regarding cleaning and maintenance
when a portion of the cleaning or
maintenance may be performed either
at another location or by a different
department.

The Commissioner notes that it is
not the intent of this section to limit
the number of logs for each piece of
equipment to one. The intent is that
there be one or more logs for each
major piece of equipment which, in
their entirety, contain the information
required by this section. The Commis-
sioner does not believe the section im-
plies otherwise.

COVPONENT, DRUG PRODUCT CONTAI NER.
CLOSURE, AND LABELI NG RECORDS

441. Several comments requested an
exemption of veterinary drug products
from the requirements in § 211.184 (a)
and (c). For drug product containers
and closures, it was also suggested
that the section be modified to indi-
cate that the requirements regarding
product containers and closures
should apply only to the drug prod-
ucts intended for human use.

The Commissioner rejects these
comments. He sees no sound argu-
ments that drugs intended for veteri-
nary use should be subjected to lesser
controls than human drug products.

442. Several comments objected to
the proposed requirementsin
§211.184(a) for the lot history of durg
product containers and closures. Com-
ments were that existing controls
product containers and closures are
sufficient and in some instances the
suppliers lot number and the location
of the manufacturer are not known.
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Another comment expressed concern
that reporting of the name and loca-
tion of the prime manufacturer “if
known”was not sufficient and such re-
porting should be mandatory.

The Commissioner cannot agree
that the information relating to the
lot history of drug product containers
and closures is not important in pro-
viding prompt and accurate identifica-
tion of such lots, when necessary. Gen-
erally, the required information is al-
ready available and recorded by most
manufacturers, but may not have been
previously organized in such a manner
as to facilitate identification of drug
product containers and closures. The
Commissioner acknowledges that, oc-
casionally, information such as the
suppliers lot number or location of
the manufacturer is not known. The
proposed regulation already provided
for the instances where the name and
location of the prime manufacturer,
when different from those of the sup-
plier, is not known, and the final regu-
lation also takes into account that a
supplier lot number may not always
be available. This modification, howev-
er, does not diminish the control over
such drug product containers and clo-
sures by the drug manufacturer. The
reeeiving code, specified in § 211.80,
will serve to identify the received lot
to the drug manufacturer. The Com-
missioner encourages all suppliers to
adopt batch or lot identification to aid
in locating components, drug product
containers, and closures in the event it
becomes necessary to do so to protect
the public health.

About the comment for mandatory
recording of the prime manufacturer
in all cases, the Commissioner con-
cludes that such a requirement is not
necessary. Because such information is
usually readily available, however, and
may be useful to the manufacturer in
considering the suitability of suppliers
or allow for tracing the complete his-
tory of the component, container, or
closure, it should be recorded when
available.

443. One comment on §211.184(b)
recommended substituting the phrase
‘subsequent disposition assigned to
the material” for the phrase ‘tonclu-
sions derived therefrom™ in the last
line of this paragraph because under
the sections cited in the proposed
paragraph, the only possible decisions
are release, restrict, reprocess, or
reject.

The Commissioner cannot agree
with this comment and believes the
comment may have misinterpreted the
proposed requirement. Results of tests
or examinations required under the
sections cited in this paragraph are
clearly to be included, but all tests and
examinations must be considered.
There are a wide range of conclusions
that may be drawn from results of
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tests or examinations. For example, a
test failure resulting from improper
testing procedure would be recorded,
but the lot would not necessarily be
rejected based on that one improperly
performed test. The Commissioner
finds that this paragraph should be fi-
nalized as proposed.

444, Many comments addressed
§211.184(c). Most agreed that an in-
ventory record and reconciliation for
drug product components was appro-
priate, but objected to inventory rec-
ords and reconciliation for drug prod-
uct containers and closures. Others
contended that inventory records, but
not reconciliation, were also appropri-
ate for drug product containers and
closures. Arguments were primarily
that recordkeeping to this extent was
unnecessary, burdensome, and not cur-
rent practice. Some comments were
concerned that extensive records and
reconciliation would be required for
packaging materials such as cotton
filler material used in packaging tab-
lets and capsules. Several comments
recommended changes in the proposed
language that would clearly require
that the inventory record be sufficient
to establish the batch or lot of drug
product in which component, drug
product container, and closure are
used.

The Commissioner has reconsidered
the need for individual inventory rec-
ords and reconciliation of the use for
components, drug product containers,
and closures. He finds that individual
inventory records are necessary to pro-
vide an adequate history regarding the
use of components, drug product con-
tainers, and closures. To clarify the
intent that such inventory records are
intended to allow for determination as
to the batch or lot of drug product as-
sociated with the recorded inventory,
the Commissioner is modifying the
proposed wording in this section
(§211.184(c) and in § 211.188(g)).

The Commissioner agrees with the
comments that reconciliation of the
use of each lot of drug product con-
tainer and closure should not be re-
quired. Although there are instances
where such reconciliation could be val-
uable to the drug manufacturer, it
should not be mandatory for all drug
products and all drug manufacturers.
The CGMP regulations elsewhere pro-
vide considerable control over the ap-
proval and use of drug product con-
tainers and closures. Because of the
more critical nature of the ingredients,
on the other hand, each drug product
component must be inventoried and its
use reconciled in order to provide
added assurance of product integrity.

The Commissioner emphasizes that
this section does not pertain to all
packaging materials, but only drug
product containers and closures. Thus,
individual inventory records for pack-
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aging materials such as cotton filler
and package liners are not required
under this section, although records
regarding the receipt, examination or
testing, and disposition for packaging
materials generally are required in
(§)211.122, particularly in paragraph

c).

445. One comment objected to
§211.184(d) on the grounds that it
could be interpreted to require each
person on the manufacturing line who
makes an inspection to record that in-
spection as it is made. The comment
recommended deleting the word “all”
from the paragraph.

The Commissioner finds that this
paragraph is intended to provide for
the documentation of the examination
of labeling as required elsewhere in
the CGMP regulations. To eliminate
the possibility of misinterpretation,
§ 211.184(d) is revised by substituting
the words ‘the examination™ for the
words “all inspection” to conform
more closely to the language used else-
where.

In considering the final regulation,
the Commissioner finds that a new
§ 211.184(e) is desirable to clarify that
records regarding the disposition of re-
jected drug product containers, clo-
sures, and labeling must be main-
tained.

MASTER PRODUCTI ON AND CONTROL

RECORDS

446. One comment noted that the
phrase “master production and control
records™ as used in §211.186(a) was
not limited to “appropriate master
production or control records” as in
§211.188(a) and requested clarifica-
tion in regard to use of the word “ap-
propriate.” .

The word “appropriate” In
§211.188(a) is intended to denote the
master production or control record
that is appropriate for the particular
batch for the drug product. The Com-
missioner believes both paragraphs as
written are clear in this regard.

447. Several comments argued that
the “full signature, hand written” is
not necessary and that the paragraph
should be changed to allow for other
means of identifying the persons who
prepare and check the master produc-
tion or control cards. such as initials,
registered initials and/or signature
stamps.

The Commissioner believes the re-
quirement for a full signature is ap-
propriate when applied to master rec-
ords. In the past, FDA has on occasion
found instances where firms could not
identify the person or persons whom
the initials were intended to represent.
Further. the Commissioner does not
believe this requirement to be burden-
some because master production and
control records in most cases would be
infrequently established or changed.
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440. One comment proposed accept-
ance of other validating techniques in
the first sentence of §211.186(a) on
the grounds that verification can be
accomplished by machine.

The Commissioner is not aware of
how master production and control
records can be totally prepared and
verified by machine. Although calcula-
tors or computers might assist in prep-
aration and verification by aiding the
persons involved, the initial informa-
tion would have to be fed into the cal-
culator or computer by a responsible
person, and a second responsible
person would have to verify that the
hard data fed into the machine were
valid. Where appropriate. the use of
automated equipment and computers
is allowed under § 211.68 provided
hard data are kept of certain records
such as master production and control
records.

449. One comment said the words
“where appropriate” should be insert-
ed after “strength” in the first line of
§211.186(b)(1).

The Commissioner rejects this com-
ment because it is appropriate to in-
clude the strength of the drug product
on the master production and control
records.

450. One comment said
§211.186(b)(4) should be revised to re-
quire use of the metric system of mea-
surement only.

The Commissioner rejects this com-
ment. While the metric system is used
to a great extent in the drug manufac-
turing industry, a requirement for con-
version to the metric system as the
sole method of measure could be an
unnecessary burden upon industry at
this time. Such a requirement may be
imposed in the future by the Commis-
sioner, in keeping with national laws
on conversion to the metric system
and good manufacturing practice.

451. One comment said the require-
ment, in 8211.186(b)(4) for using the
same weight or measure system should
be deleted or revised to allow firms to
change the master formulas gradually
over a period of years or as the drug
product is reformulated.

The Commissioner believes that the
large majority of drug firms already
comply with this requirement,. The
Commissioner notes that the effective
date of this final regulation allows suf-
ficient time for the remaining firms to
comply with this section and therefore
rejects the suggestion that firms be al-
lowed to change their systems over a
period of years.

452. One respondent recommended
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from this requirement. The fact that
large volumes or masses are involved is
not a convincing argument that the re-
quirements for use of a consistent
measurement system should not apply
to the manufacture of veterinary
pharmaceuticals. Drug products for
human use are also often manufac-
tured in large volumes or masses.

453. One comment on § 211.186(b)(7)
said repetitious calculation of percent-
age of theoretical yield adds nothing
to the integrity of the product.

The Commissioner rejects this com-
ment. The regulation does not require
“repetitious™ calculation of theoretical
yield; instead, one calculation must be
made part of the master production
and control records, together with ap-
propriate tolerances from this calcula-
tion beyond which an investigation for
manufacturing errors would be re-
quired.

454, One comment said the theoreti-
cal yield percentage, which if exceeded
would require an investigation under
§211.192, should not be included in
the record as required in
§ 211.186(b)(7) because the investiga-
tion is the responsibility of the quality
control unit.

The Commissioner does not under-
stand the reasoning behind this com-
ment. The fact that this information
appears in master or batch records
does not displace responsibility of the
quality control unit.

455. One comment said the require-
ment. in § 211.186(b)(7) for a statement
of theoretical yield does not take into
account that there is sometimes a
shortage In the actual yield because a
manufacturer may discard a portion of
a batch due to a problem with the
“pharmaceutical elegance” of the
product.

The Commissioner sees no reason to
accept this comment. The purpose of
the theoretical yield requirement is to
serve as an indicator of a possible
error when compared to the actual
yield. If the manufacturer can account
for the shortage in the actual yield of
the product by documenting that a
definite portion of the lot was discard-
ed because of its inelegance, the regu-
lations have been followed.

456. One comment argued that the
label should be required to be main-
tained on file and not physically at-
tached to the master production or
control record.

The requirement does not state that
the label has to be glued or stapled to
the master record, for example, if this
is what the respondent means by

that the requirement for “using the“physically attached.” Since 1963. the

same weight system™ in § 211.186(b)(4)
should not be applied to veterinary
drugs because these are often pro-
duced in large volumes or masses.

The Commissioner finds no justifica-
tion for exempting veterinary drugs

CGMP regulations have required that
a specimen or copy of each label be in-
cluded in the master production and
control record. This requirement is
needed in order to make the master
production and control record com-

plete with respect to all aspects of pro-
cessing. and should not be changed.

457. Several comments regarding
§§211.186(b)(8) and 211.188(b)(8) said
lithographed bottles. cans. and am-
pules cannot be kept on file.

The Commissioner notes that the
final regulations Erovide that a "speci-
men or cop%” e included in the
master and batch production or con-
trol.. record. A photograph, photocopy,
or other accurate reproduction will
fulfill the intent of these sections.

BATCH PRCDUCTION AND GCONTRCL
RECCRDS

458. One comment on §211.188 said
batch production and control records
should be permitted to be extensively
simplified because lots are repetitive
and are usually processed on identical
equipment in an identical manner for
months or years.

The Commissioner notes that this
comment fails to specify what simplifi-
cations are proposed. The purpose of
these regulations is to provide for a
written system which, when followed,
results in a reproducible high-quality
drug product. The Commissioner be-
lieves that “simplifying” the batch
and record controls by reducing the
types of information required would
have an adverse effect upon the qual-
ity of the drug product and would not
reflect current industry practice. On
the other hand, use of forms to ease
the recording of information (without
omitting any) would fulfill the provi-
sions of this section.

459. A comment said there is no need
to check a batch production and con-
trol record. as required in 1211.188. if
it is a photocopy-reproduction of the
master production and control record.
Further comment recommended that
the words “where necessary’” be insert-
ed after the word “accuracy” in the
third line of §211.188(a).

The purpose of this requirement is
first of all to make sure that the cor-
rect master production or control
record has been copied. Also while
photocopying may be the most accu-
rate and preferred means of producing
a batch production and control record,
no system is infallible. For example. a
spot or mark on the plate glass surface
of the copier could result in the oblit-
eration of a letter or the addition of a
period onto the photocopy reproduc-
tion. and this might change the for-
mula. The Commissioner believes that
the checking, dating, and signing of a
batch production and control record is
always necessary to assure that such
records are correct.

460. A comment said § 211.188 should
explicitly allow the use of batch pro-
duction or control records produced by
a computer.

The Commissioner notes that.
§ 211.68 clearly permits the use of com-

FEDERAL REGISTER, VOL. 43, NO. 190 - FRIDAY, SEPTEMBER 29, 1978



puters in the manufacture, processing,
packing or storage of drug products.
Section 211.188 does not limit the
means by which a batch production or
control record may be produced. The
Commissioner does not believe that
repetitiously providing for the use of
computers or any other means of re-
producing batch production and con-
trol records in each section where it is
applicable is necessary.

461. Several comments said § 211.188
is unclear as to what records- are en-
compassed in the requirements. Spe-
cifically, one asked whether the term
“appropriate” in 8211.188(a) allows a
manufacturer to use a “manufacturing
ticket” that does not contain all the
information in the master production
or control record.

Although the Commissioner is not
sure of the intended meaning of “man-
ufacturing ticket,” he notes that the
word “appropriate” in § 211.188(a)
refers to the master production and
control record for the size of batch,
strength, and dosage form that is to be
manufactured. The term “appropri-
ate” is not intended to allow a manu-
facturer to delete any pertinent infor-
mation from the batch production and
control record. As stated in this para-
graph, the batch production and con-
trol record shall be “An accurate re-
production of the appropriate master
production or control record, checked
for accuracy, dated, and signed.” If a
portion of the batch production record
were sent to a particular department
that is involved only in the operation
covered by that portion of the batch
record, the Commissioner would con-
sider that practice to be consistent
with the requirements of this section.

462. A comment said provisions
should be made in §211.188 for batch
production and control records only to
the extent that each operation is per-
formed by each establishment, be-
cause some operations such as packag-
ing are often performed by another
firm.

The Commissioner advises that a
new §210.2(b) is added to these final
regulations to clarify the applicability
of CGMP regulations to persons en-
gaged in only some of the operations
subject to these regulations.

463. Several comments said the
words “and after” should be deleted
from §211.188(b)(6) as requiring un-
necessary and burdensome duplicative
inspections.

The Commissioner rejects this com-
ment. To prevent mixups and to recon-
cile the label count after packaging, it
is necessary to inspect the premises
after each packaging operation. It is
also necessary to inspect before the
next packaging operation because for-
eign materials other than those from a
previous packaging operation could be
introduced into packaging operations.
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For those packaging operations that
are ‘back-to-back” with essentially no
time interval, a single inspection will
meet the requirement of
0 211.188(b)(6).

464. Comment o § 211.188(b)(7) said
the statement of percentage of theo-
retical yield should be ascertained
only at the completion of compound-
ing and packaging because some drug
manufacturing processes are not com-
plicated operations.

The Commissioner concludes that
this section will have to be applied in
consideration of the complexity of the
processing needed for each drug prod-
uct. The calculation of the percentage
of theoretical yield only after comple-
tion of compounding and packaging
may be appropriate in some cases
where, for example, drug product
manufacturing is not complicated. The
revised final regulation should clarify
that this flexibility is intended.

465. A comment said radio- pharma-
ceuticals should be exempt from the
requirement in §211.188(b)(7) for de-
veloping theoretical yield data because
its determination would involve re-
assay of the unused bulk radioactive
material.

The Commissioner believes that this
section as revised in the final regula-
tion responds to this comment in that
the requlrement applies at “appropri-
ate stages” of processing. The Com-
missioner also notes that this section
does not specify the tolerance levels
for acceptance of actual yields. Such
levels will vary depending on the drug
product being produced.

466. Several comments said the
words ‘or if impractical, a label revi-
slon number,” should be inserted after
‘Specimen”in § 211.188(b)(8).

The Commissioner rejects this com-
ment. This requirement provides a
ready means for production personnel
to verify visually the processing record
against what is actually being pro-
cessed and provides a more complete
record than a label revision number
might furnish.

PRODUCTI ON RECORD REVI EW

467. One comment on §211.192 indi-
cated that accountability is of more
concern than actual versus theoretical
yields.

The concept of accountability is im-
plicit in the use of theoretical yields
and particularly in the comparison
made between actual and theoretical
yields. The material produced, consid-
ering accountable losses, is the actual
yield. Comparison of the actual yield
with the theoretical yield, i.e., what
should have been produced, requires a
determination of acceptability. The
actual yield is acceptable if losses have
been satisfactorily accounted for.

4507 1

467a. One comment proposed replac-
ing the word “all”” at the beginning of
§ 211.192 with *batch.”

The Commissioner agrees that the
intent of this section is to require
review of those records that directly
relate to batch production and control.
Therefore, the comment is adopted in
the final regulation.

468. A comment described the qual-
ity control unit review of production
and control records in §211.192 as an
excessive requirement because it
would include reviews of internal man-
power or labor use records.

The Commissioner does not intend
that documents outside those which
impact on drug product identity,
strength, quality, and purity should be
reviewed by the quality control unit
for release purposes. The regulation is
revised to clarify this.

469. One comment proposed that a
single individual should certify that
the review for quality control consid-
erations required in § 211.192 has been
made.

The Commissioner finds that be-
cause of the wide variety of activities
and operations which the quality con-
trol unit is responsible for approving
or rejecting, a number of different
methods of expressing or indicating
approval or rejection may be appropri-
ate. For example, in some firms the
‘Director of Quality Control* may
personally sign all approvals or rejec-
tions. In other firms, however, the
"Director of Quality Control” may del-
egate this responsibility to subordi-
nates. However, the Commissioner
does not believe it is appropriate for
him to dictate that specific persons be
solely authorized to perform these
functions.

LABORATORY RECORDS

470. One comment suggested revis-
ing 8211.194(a) by inserting the word
‘required” before ‘test,” because not
all laboratory tests are germane in de-
termining the product3 acceptability.
It was stated that some tests are pri-
marily for informational purposes and
should not be part of the records.

The intent of this section is that lab
oratory records Include data derived
from tests that are necessary to assure
compliance with established specifica-
tions and standards. The final regula-
tlon is revised accordingly.

471. Several comments suggested
that the word ‘Quantity” be deleted
from § 211.194(a)(1) because this infor-
mation is contained in other records,
and the requirement is excessive and
of no value.

The Commissioner rejects these sug-
gestions because it would be pertinent,
upon review. to determine whether
the size of sample drawn is representa-
tive. A record of the size of the sample
drawn also allows for a reconciliation
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of the amounts used for each test with
the amount of total sample. This
could provide important information
for any investigation that may be in-
stituted following marketing of the
batch or lot. The Commissioner does
not believe that recording the size of
the sample is burdensome.

472. A comment questioned the need
for recording in the laboratory records
the date of receipt of a sample by the
laboratory, as required by §211.194-
(@(1). The comment suggested use of
the date of sampling instead.

The Commissioner does not agree
that recording the date of receipt of a
sample by the laboratory is unneces-
sary. Laboratories commonly log sam-
ples showing the date that they are re-
ceived b%the laboratory. Some analy-
ses, such as moisture content of ‘a
granulation, may be influenced by the
elapsed time between sampling and
assay. It therefore becomes necessary
to know both when the sample was
drawn and when it was received by the
laboratory. The final regulations are
revised to clarify that both the date of
sampling and the date of receipt for
analysis and testing are required.

473. One comment on § 211.194(a)(1)

uestioned the necessity of describing
the sample if the other specified infor-
mation is available. ) )

The intent of this reﬂuwement is to
provide enough of adescription to
identify the sample properly, suah
the name of the drug product and the
form of the sample, e.g.. granulation,
raw material, or powder. The Commis-
sioner concludes that this is reason-
able information to require and, that
th erequirement reflects current prac-
tice.

474. One comment said the meanin
of the words “Ssource” and ‘guantity™
In § 211.194(a)(1) is not clear. The com-
ment further stated that "quantity"
could mean the number of sample con-
tainers, which is areasonable require-
ment. or it could mean the weight or
measure in each sample container,
which is not reasonable.

The Commissioner rejects the argqu-
ment that the word * uantlt?/” in the
context of §211.194(a? 1) could be in-
terpreted to mean only the number of
sample containers with no reference to
the amount of sample in each contain-
er. The size of sample containers could
range, for example, from a liter con-
tainer to a container that holds only a
few grams. Further, the Commissioner
does not believe this requirement to be
either unreasonable or burdensome.

The Commissioner also concludes
that the meaning of the word “Source”
in §211.194(a)(1()] needs clarification.
“Source” of the sample is intended to
mean the location, e.g., a specific drum
number and storage area or in-process
phase. The final regulationis revised
In this regard.

RULES AND REGULATIONS

475. Several comments su%%ested
that the last sentence of §211.194-
(@)(2) be deleted because the require-
ment was stated in the second sen-
tence in this paragraph.

The Commissioner does not agree
with these comments. The last sen-
tence of §211.194(a)(2) requires that
testing methods, whether such meth-
ods have been developed by the manu-
facturer or are from official compen-
dia, be verified under actual conditions
of use. The Commissioner does not be-
lieve that the requirement in this_last
sentence is explicitly stated previous-

ly.

y470. One comment argued that the
requirement in § 211.194(a)(2) that lab-
oratory records contain a statement of
each analytical method used in the
analysis of a sample should be limited
to assays and should not extend to
other tests such as physical tests.

The Commissioner does not agree
that the requirement should be limit-
ed to assays of components of drug
products Tests or examinations other
than assays are an integral part of the
history of a drug product. especially in
situations where a physical test might
be as critical as an assay-for example.
in determining particle size, dissolu-
tion rate, or tablet hardness. Recogniz-
ing, however, that this section as
worded In the proposal is somewhat
ambiguous in this regard, the Commis-
sioner is rewording the final regula-
tion to reflect that the requirement
applies to all tests, including examina-
tions and assays.

477. Several comments suggested
that the words “Wwhere appropriate,”
‘where meaningful,” or “where re-
quired "at be added point, the end of
§211.194(a)(3). One comment reasoned
that the size of the sample is not perti-
nent for many laboratory tests, e.g..
melting_point, infrared Identification.
qualitative colorimetric spot tests, and
PH

The Commissioner accepts the
p H . of these suggestions and is re-
vising § 211.194(a (Sevaccordmgly by
adding the phrase ‘Wwhere appropri-
ate” In order to provide for test proce-
dures where a nonspecific weight or
measure is used.

478. Several comments requested de-
letlon of the requirement In § 211.194-
(@)(4) to include all graphs, charts,
and spectra from laboratory instru-
mentation” in laboratory records be-
cause they are not needed and would
create additlonal files.

The Commissioner believes that all
graphs. charts, and spectra used to
show a product3 acceptability must be
retained for future reference. These
records would be needed to carry out
any investigation required under these
regulations.

479. Several comments requested de-
letion of the requirement in

§211.194(a)(4) that laboratory records
include data on testing of drug prod-
uct containers and closures.

The Commissioner believes that the
records generated showing the accept-
ability or nonacceptability of the con-
tainers and closures are as necessary
as those for components. in-process
materials, or drug products and there-
fore rejects the request for deletion.

480. Several comments requested
§211.194(a) (4) and (5) be revised to
take into account calculations and
data derived from automatic testing
equipment, such as computers.

The Commissioner ~notes that
§ 211.68 already provides for calcula-
tions and data derived from automat-
ed equipment and that such provisions
need not be restated in every section
where they would apply.

481. In considering comments relat-
ing to proposed §211.194(a)(6), the
Commissioner concludes that those re-
guirements are more appropriately
codified as §211.194(b). Specific com-
ments are responded to beginning with
paragraph 488 below.

482. Some comments on proposed
§ 211.194(a)(7)(now § 211.194(a)(6))
recommended that the phrase ““dru
product contalner. closure” be altere
to apply only to human drug product
containers and closures.

The Commissioner finds that record-
keeping should apply to pertineint
formatlon regardless of the intended
use of the drug product.

483 Several comments on proposed
§211.194(a)(Mbjected to requiring
the laboratory to make a comparison
of the test result against an estab-
lished standard, especially whexe
standard is not known to the labora-
tory personnel. Some of these com-
ments suggested alternative wording
to clarifythis. One comment objected
to requiring this statement if the re-
ported result was close to the specifi-
cation.

The Commissioner believes there
must be established standards that all
test results are compared against,
whether they be precise standards, an
acceptable range of values within
maximum and minimum values, or the
absence or presence of certain attri-
butes. The Commissioner does not un-
derstand how respondents would
evaluate theignificance of test re-
sults if no standards for comparison
exist. Therefore this requirement as

roposed is retained in the final regu-
ation.

484. Several comments on pro[;osed
§ 211.194(a)(8)(now § 211.194(&?( ))
suggested the use of alternatlve sys-
tems ofidentification instead of a full
signature of the person who performs
eachassay or test. Suggested alterna-
t!v?s were employee numbers or ini-
tials.
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The Commissioner agrees that a full
signature is not needed in this in-
stance and therefore is amending
§211.194(a)(7) to allow the use of ini-
tials.

485. Several comments suggested
that § 21 1.194(a)(8) (proposed as
§211.194(a)(9)) be deleted on a variety
of grounds-it would be a waste of
technical manpower; it would be infla-
tionary; and it is not current practice
for the veterinary industry. Other
comments suggested provision for a
random review or the insertion of the
phrase “when such records are audit-
ed.”

The Commissioner has evaluated all
these comments in light of the objec-
tive of having independent verification
of the laboratory work to insure that
the proper procedures were used and
followed, that the calculations are cor-
rect, and that, the record is complete.
A review of laboratory records is nec-
essary to insure that the correct test
was performed, that the calculations
are correct, and that the record is
complete. This is not wasteful of re-
sources or unjustifiably costly.

The Commissioner finds it difficult
to accept the stated premise that the
veterinary drug industry does not
review laboratory records to determine
whether the proper tests, assays, or
examinations have been performed
and that the results are valid. It is the
Commissioner belief that drugs for
veterinary use, like drugs for human
use, must be produced under appropri-
ate control.

The Commissioner rejects the sug-
gested revisions that limit the review
to a random basis or to periodic audits.
The analytical record for each batch
must be reviewed in order to detect
whether or not the correct procedure
was used, the calculations are correct,
and the laboratory record is complete.

486. Some comments suggested that
the records reviewed need not always
be “original.”

The Commissioner notes that ““origi-
nal” is used to convey the intent that
the records reviewed be those which
contain the data used in conducting
tests. The original records give the
necessary assurance that complete in-
formation is being reviewed. Further.
the Commissioner believes it is feasi-
ble, and does-not believe it is burden
some, to require that the original rec-
ords be revlewed.

487. One comment suggested that
the word “signature” be substituted
for the word “endorsement” in
§ 211.194(a)(8).

To clarify § 211.194(a)(8). It is revised
to state that the records shall consist
of initials or signature.

486. One comment on proposed
§211.194(a)(6) (now § 211.194(b)) sug-
gested inclusion of the phrase “or suit-
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able reference to” after the phrase “a
full description of.”

The Commissioner agrees that it is
not necessary to describe fully a modi-
fication of an established method each
time the method is used. The Commis-
sioner has appropriately reworded this
requirement in the final regulation to
clarify this issue.

489. One comment on proposed
§211.194(a)(6) suggested that the word
“sample” be substituted for the word
“material” because “material” is unde-
fined.

The Commissioner believes that the
meaning of “material” is clear when
considered in the context of this sec-
tion, now codified as § 211.194(b). The
term is used broadly to denote any ma-
terials, for example components, in-
process materials, drug products, con-
tainers. or closures, which are tested
in consideration of the quality of the
drug product.

490. One comment on proposed
§ 211.194(a)(6)" (now §211.194(b)) sug-
gested that the word “significant” be
inserted before ‘“modification” to pre-
clude the necessity of validating a
minor change, such as glassware.

The Commissioner rejects this sug-
gestion. If a method, when developed,
published, and adopted, describes a
procedure to be followed and types of
materials to be used in its application,
then any deviation from the pre-
scribed procedures or materials may
invalidate the results.

491. Comments on §§ 211.194¢) and
(d) (proposed as§§211.194(b) and
211.194(c), respectively) recommended
substituting the word “adequate” for
“complete” or deleting the word ““com-
plete” because these sections do not
detail the criteria for the content of
the records.

The Commissioner rejects these rec-
ommendations because the word ““‘com-
plete” is intended to require that the
records contain all the generated data
of all of the tests performed to assure
that the laboratory reference stand-
ards, reagents, and standard solutions
are suitable for use and ”that periodic
calibration of pertinent equipment
was accomplished. The Commissioner
believes that it is not feasible to list in
detail all the tests or procedures to be
performed.

492. Several comments suggested de-
letion of the phrase “apparatus,
gauges, and recording devices,” and
others recommended deletion of the
word ““apparatus,” in both
§§ 211.160(b) and211.194(d). One com-
ment said this requirement, as stated,
could be Interpreted by FDA investiga-
tors as including beakers, hot plates,
and plpette washers.

The  Commissioner notes that
§211.194(d) cites §211.160(b)(4), which
requires the calibration of iInstru-
ments, apparatus, gauges, and record-
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ing devices at suitable intervals. In the
case of pipettes, for example, it would
not be suitable to calibrate at intervals
since under normal conditions of use
their capacity does not fluctuate. The
Commissioner also recognizes that
some equipment and apparatus cannot
be calibrated, in which case the re-
quirement obviously does not apply.

493. Comments on §211.194(e) (pro-
posed as §211.194(d))pointed out that
§ 211.166 only requires stability testing
of drug products, not components or
in-process materials; therefore, the
record retention provisions of
§211.194(e) should apply only to sta-
bility testing of drug products.

The Commissioner agrees that the
recordkeeping requirement of
§211.194(e) is intended to apply to sta-
bility testing performed in accordance
with § 211.166, and the final regulation
is revised accordingly. The Commis-
sioner advises, however, that where
stability testing of components or in-
process materials is conducted, for ex-
ample, as a part of the testing pro-
gram to assess the stability character-
Istics of the drug product under
§ 211.166. the records of such stability
testing are appropriately included
under § 211.194(e).

DI STRI BUTI ON RECORDS

494. Several comments suggested
that § 211.196 be revised to provide
that information required by this sec-
tion be readily retrievable.

The Commissioner notes that this is
provided for in §211.150(b). There is
no need to repeat such a provision in
this section.

495. One comment on § 211.196 said
the lot or control number is not neces-
sary” because recalls can be accom-
plished by contacting every customer.

The Commissioner does not believe
that reliance on this system of con-
tacting every customer in case of recall
is sound. Under such a system recalls
could be delayed if customers who re-
ceived recalled products were not con-
tacted because they were not custom-
ers at the time of initiation of the
recall. Conversely, customers who
never received the product could be
contacted, thus taxing the resources of
the firm and FDA. A blanket recall
mlght also cause unneeded patient
anxiety and even drug shortages. Ad-
ditionally, the Commissioner does not
believe that the same accountability
for each lot is inherent in a system
that relies on contacting every custom-
er. The amount of a recalled product
that each customer received may be
necessary information if the danger to
health Is severe enough to require
that each unit of a recalled drug prod-
uct be accounted for.

496. One comment on § 211.196 ques-
tioned the necessity for a lot number
on distribution records being main-
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tained by suppliers of compressed
medical gas.

The Commissioner strongly believes
that the requirements of this section
should apply to compressed medical
gas fillers. Compressed medical gases
are potent drug products and, for ex-
ample, a mixup in labeling of cylinders
could constitute a most serious health
problem. It could be imperative that
every cylinder of a particular lot be ac-
counted for. The Commissioner real-
izes that usually, compressed medical

ases are distributed within a relative-
y small geographical area and to a
limited number of customers, but this
is not a sufficient reason to exempt
suppliers from the requirements of
this section. The requirements of
§ 211.196 should not constitute a major
burden on this industry in view of the
limited number of customers that are
typically serviced by one establish-
ment.

497. One comment on § 211.190 ques-
tioned the appropriateness of a cus-
tomer code number on the distribution
record in place of the customer3 name
and address if there is a breakdown of
the code.

The Commissioner would deem the
use of this type of system to be in
compliance with the requirements of
this section as long as adequate con-
trols are employed to insure the accu-
racy of the code and legibility on the
distribution record.

COMPLAI NT FILES

498. Many comments addressed
§211.198(a). The comments mostly ob-
jected to designation of the quality
control unit for reviewing all com-
plaints.

The Commissioner has considered
the extensive objections and concludes
that revisions are necessary to clarify
the intended requirements regarding
complaint files. As indicated in the
preamble to the February 13. 1976.
Proposal, the object is to specify more
clearly how complaints regarding drug

roducts are to be handled. It is not

DAS intention to restrict or limit
review of such complaints to any one
unit in the firm's organization, but to
assure that the quality control unit is
properly involved. ere there is a
complaint involving the possible fail-
ure of a drug product to meet any of”
its specifications, the quality control
unit is probably the most appropriate
unit to determine whether an Investi-
gation under the procedures described
in§ 211.192 is required.

To provide manufacturers with as
much latitude as possible for efficient
review of drug product complaints, the
final regulations provide that written
procedures for handling complaints in-
clude review by the quality control
unit where there is a possible failure
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of a drug product to meet its specifica-
tions.

The final regulations also provide
that in such instances the quality con-
trol unit shall make a determination
as to the need for an investigation in
accordance with 8211.192. This provi-
sion allows judgment in determining
the extent of the investigation. To
safeguard against perfunctory review
of complaints, §211.198(b) requires a
statement of the rationale for deter-
mining that no investigation is neces-
sary and the identity of the person
making that determination.

499. The comments regarding the re-
cordkeeping provisions of § 211.198(b)
objected primarily to the proposed re-
qguirement that companies that have
more than one establishment maintain
a cog?{ of each complaint record at the
establishment where the drug product
involved was manufactured, processed,
or packed (but not necessarily at ever
establishment where held only).
number of firms indicated that reports
of complaints are currently centralized
at one location, which often is the
headquarters office. The comments
were that duplicate records required
at several locations would be confus-
ing, and it would be difficult to be cer-
tain that every such record is com-
plete. The comments also cited in-
creased use of electronic and/or me-
chanical systems at central locations
to store and retrieve data and records.

The Commissioner finds that some
revisions in the proposed requirements
are Justified. He recognizes that many
firms with multifacility operations
depend on centralized systems to ana-
lyze. review, and even investigate com-

laints involving drug products.

herefore, the final regulations pro-
vide that the file designated for writ
ten records of drug product com-
plaints may be at a central location
provided that the written records are
available for inspection. Where an in-
vestigation under §211.192 is actually
conducted, § 211.180(c) requires that
records or copies of records of the in-
vestlgiatlon be readily available at the
establishment where” the activities de-
scribed in the records occurred. This
means that a record of an investiga-
tlon conducted under §211.192 must
be maintained at the establishment
where conducted, but that other rec-
ords (e.g., of a medical investigatlonl
regarding the drug product complaint
may be maintained at a central loca-
tion. The Commissioner believes that
the provisions of § 211.198 will provide
sufficient information regarding com-

laints about drug ﬁrodu_cts that can

e identified as to the point of manu-
facture.

Where no investigation under
§ 211.192 is conducted for a drug prod-
uct complaint, the final regulations re-
quire, as was proposed, that the writ-

ten complaint record include the
reason that no investigation is neces-
sary and the name of the responsible
person making such a determination.
Because no investigation under
§211.192 will have been conducted,
and, in some cases, the point of manu-
facture cannot be ascertained, the
Commissioner finds that the written
record or a copy of it may be main-
tained at the place of manufacture, if
known, or alternatively at a facility
where it would be readily available for
inspection.

500. Many comments objected to the
I-year retention requirement for rec-
ords under § 211.198.

The record retention period is re-
vised in line with other sections.

XVI . RETUR\NED AND SALVAGED DRUG

PRODUCTS RETURNED DRUG PRIDUCTS

501. A number of comments said
§ 211.204 implies that a returned drug
product must either be destroyed or
reprocessed; an argument was made
that reshipment of goods "as is"
should not be excluded as a possibility.

The Commissioner does not believe
that the section as worded excludes
the possibility of reshipment “as is.”
As it applies to destruction or repro-
cessing, § 211.204 concerns returned
drug products that have been held,
stored, or shipped. before or during
their return, under conditions that
cast doubt on their Integrity. This sec-
tion does not prohibit reshipment
without reprocessing of a drug product
if its integrity was never in doubt, or if
initially in doubt, subsequent Investi-

ations prove the drug product satis-
actory. To preclude the possibility of
misinterpretation, however, the Com-
missioner is revising this section in the
final regulation.

502. One comment recommended
that reshipment of returned drug
products to charitable organizations
should be exempt from the require-
ment in § 211.204 for recording quanti-
ties or lot numbers.

The Commissioner does not believe
that shipments of drug products to
charitable organizations should be any
less controlled than drug products
shipped to other categories of consum-
ers.

503. Several comments said bioavai-
lability is merely one facet of drug
quality, and there is no need to men-
tion it separately in § 211.204. Another
comment said mentioning bioavailabl-
lity is inappropriate for CGMP regula-
tions.

The Commissioner finds that bioa-
vailabillty is only one facet of drug
quality and finds that it is unneces-
sary to mention only one of many
facets that could be listed.

504. One comment on §211.204 said
the only true measure of bioavailabl-
Ity is in vivo testing and that in vlvo
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testing of returned goods is neither
current practice nor realistic.

The Commissioner notes that bioa-
vailability testing is not necessarily a
requirement for releasing returned
goods. If conditions were such that
doubt was cast on a drug product®
bioavailability then suitable bioavaila-
bility testing would be required before
the returned product could be released
for distribution. Tests for bioavailabi-
lity other than in vivo testing are rec-
ognized by FDA as valid in appropri-
ate cases.

505. Several comments argued that
the recordkeeping provisions of
§ 211.204 are unnecessary, redundant,
and unduly costly for many oper-
ations.

The Commissioner does not agree
with this position. He does not believe
such recordkeeping to be unduly bur-
densome. This section does not require
separate records for returned goods
containing all the information re-
quired by this section, but rather re-
quires firms to be able to identify
which, if any, drug products have been
returned and for what reason, and to
be able to determine their disposition.
The section would not prevent, for ex-
ample, the disposition portion of the
records on returned goods from being
a part of normal distribution records if
the lot involved were reshipped.

The Commissioner does not agree
that the requirements for returned
goods are unnecessary. For example, a
portion of a lot of drug product may
be returned because of unusual ship-
ping conditions and the rest of the lot
remain in normal trade channels. If
the returned portion of the lot were
destroyed and no record were made,
there would be an incomplete record
of distribution for the lot. In the case
of recall, for example, a part of the lot
could not be accounted for.

506. One comment on § 211.204 said
a record of the lot number and other
required information need not be re-
tained in the case of returned goods
that are destroyed.

The Commissioner rejects this com-
ment. Accountability could not be ac-
complished in determining the distri-
bution of a lot of drug product if de-
stroyed products were exempt from
this requirement.

5077. One comment on § 211.204 rec-
ommended that time limits be estab-
lished for destruction or reworking a
returned drug product-a maximum
30-day time limit if destruction is the
course of action, and 60 days if it is re-
processed.

The Commissioner finds no justifica-
tion for establishing such arbitrary
time limits. That processing must not
go beyond appropriate limits is ade-
quately covered elsewhere in these
regulations.
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508. One comment on § 211.204 noted
that the reason for the return was
omitted from the items to be included
in the records.

The Commissioner believes that the
reason for return is of primary impor-
tance and should be specifically in-
cluded in this section. Therefore, the
section is revised accordingly in the
final regulations.

DRUG PRODUCT SALVAG NG

The drug product salvaging provi-
sions of these regulations were pro-
posed on two separate occasions-in
the FEDERAL REGISTER of January 16,
1975 and February 13. 1976. The com-
ments discussed here include those re-
ceived after both proposals were pub-
lished.

509. One comment said $211.208
could be interpreted as applying also
to in-process materials unless further
specified. It suggested that the title of
the heading be changed to "Packaged
Drug Product Salvaging.”

The Commissioner finds there is no
suggestion that this section applies to
in-process materials. The section clear-
ly refers to drug products, and that
term is defined in § 210.3. The control
of in-process materials, also defined in
§210.3(b), is covered elsewhere in Part
211.

510. One comment argued that
§211.208 is contradictory in that it
prohibits salvaging and return of drug
products to the marketplace, and then
permits such procedures.

The Commissioner disagrees with
this comment. The section prohibits
the salvaging of drug products and/or
return to the marketplace when the
drug products have been exposed to
improper storage conditions. The pur-
pose of this section is to provide for an
appropriate procedure for determining
the suitability of salvaging drug prod-
ucts that may have been exposed to
such conditions. The Commissioner
believes that this section is adequately,
worded to convey its meaning.

511. Another comment recommend-
ed that the wording of §211.208 be
changed to allow manufacturers to de-
termine what testing accurately re-
flects the condition of the product.

The Commissioner rejects this com-
ment. The requirements of this section
are the minimum procedures neces-
sary to assure the safety and quality
of drug products that may have been
exposed to improper storage condi-
tions.

512. A comment said it is unclear

when § 211.206 applies and when
§ 211.204. “Returned Drug Products™
is applicable.

The applicability of these sections
depends on the history of the drug
product. Section 211.204 is revised to
require that the reason for return be
included in the records pertaining to

45075

the returned drug. If the drug product
is being returned because of possible

exposure to improper conditions, the

drug product salvaging requirements
of § 211.208 must also be applied. The
Commissioner believes that both sec-

tions clearly state their intent.

513. One comment said the phrase
“evidence that the product meets all
applicable standards of identity,
strength, quality, and purity”” should
be deleted throughout §211.208 be-
cause it is unnecessarily detailed and
restrictive.

The Commissioner does not under-
stand how the requirement that a
drug product meets all applicable
standards of identity, strength, qual-
ity, and purity could reasonably be
considered either too detailed or tod
restrictive. Anything less would not
assure the quality and safety of the
drug product or that the product wss
not adulterated under the act. There-
fore, the comment is rejected.

514. A number of comments on
§ 211.208 expressed concern that man-
ufacturers and/or distributors do not
have absolute control over a drug once
it leaves their premises, and without
evidence of proper control, drugs could
not be returned under the proposed
regulations. even in the normal course
of a firm% business. They cited exam-
ples such as returning overstocked
items, drugs which were ordered or
distributed in error, seasonal items, re-
certified antibiotics. or drugs requiring
relabeling.

The Commissioner finds that the
CGMP regulations do not prohibit
drug products; being returned. The
regulations clearly allow redistribution
of returned drug products that meet
applicable standards of safety, identi-
ty, strength, quality, and purity. If
there is no question whether the drug
products have been properly stored
after leaving the manufacturer’ con-
trol, the testing requirements of
§211.208 do not apply.

515. Three comments concerned the
interpretation of ““prolonged storage”
in § 211.208. One comment recom-
mended that this term be deleted; an-
other recommended that it be revised
to specify a period of time. One com-
ment assumed that a 5-year maximum
is preferred by FDA and could be a
basis for defining ““prolonged storage.”

The Commissioner finds that, in
view of the requirements regarding ex-
piration dating of drug products, the
proposed reference to prolonged stor-
age in § 211.208 is unnecessary. The
Commissioner concludes that this sec-
tion should be further revised for sim-
plicity, by referring to “improper stor-
age conditions” rather than “improper
storage or abnormal environmental
conditions.”

516. One comment on $211.208 rec-
ommended that organoleptic examina-
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tions be considered acceptable as evi-
dence, provided such adetermination
is made by a pharmacist or chemist
having 1 year$ experience in the field.

Organoleptlc  examinations alone
would never be enough to insure that
a drug has maintained its strength,
purity, and quality after it has been in
a situation where it may have been ex-

osed to improper storage conditions.

herefore, this comment cannot be ac-
cepted.

17. One comment recommended
that § 211.208 provide for reclaimin
of active ingredients from drug prod-
ucts that have been salvaged.

The Commbhsloner finds that drug
products that have been subjected to
improper storage conditions should
not be salvaged because of th result-
Ing questionable integrity of the drug
product. Therefore, such drug prod-
ucts are clearly not suitable for repro-
cessing, including reclaiming of active
ingredients. However, where salvagin
is permissible under the provisions o
$211.208, any appropriate reprocessing
is allowed. The Commissioner believes
the regulations are clear in thlis
regard.

Xvil. CGW FOR CERTAIN OTHER

DRUG PRODUCTS

518. No comments or objections ad-
dressed  proposed  revocation of
§ 229.25. Section 229.25 is the only sec-
tion contained in Part 229 (21 CFR
Part 229). and the Commissioner sees
no immediate need for retaining that
part as currently used. Therefore, the
entire Part 229 is revoked in these
final regulations and reserved for
future use.

The Commissioner has carefully
considered the environmental effects
of the proposed regulation and. be-
cause the proposed action will not sig-
nificantly affect the quality of the
human environment. has concluded
that an environmental impact state-
ment is not required. A copy of tte en-
vlronmental impact assessment is on
file with the Hearing Clerk, Food and
Drug Administration.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 501, 502.
505. 506, 507, 510. 512, 701. 52 Stat.
1049-1053 as amended, 1055-1056 as
amended, 59 Stat. 463 as amended, 76
Stat. 794 as amended. 82 Stat. 343-351
821 U.S.C. 351. 352. 355. 356. 357. 360,

60b, 371)3 and the Drug Llsting Act
of 1972 (Pub. L. 92-387; 86 Stat. 559-
562) and under authority delegated to
the Commlsstoner (21 CFR 5.1?. Chap-
ter | & Title 21 of the Code of Federal
Regulatiors is amended as follows:

PART 201 - LABELING

1. By revising § 201.17 to read as fol-
lows:
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§ 2%1.17 Drugs; location of expiration
ate.

When an expiration date of a drug Is
required, e.g., expiration dating of
drug products required by 8211.137 of
this chapter, it shall appear on the im-
mediate container and also the outer
package, if any, unles it is easily leg-
ible through such outer package. How-
ever, when single-dose containers are
packed in individual cartons, the expi-
ration date may properly appear on
the individual carton instead of the
immediate product container.

PART 207-REGISTRATION OF PRO-
DUCERS OF DRUGS AND LISTING
OF DRUGS IN COMMERCIAL DIS-
TRIBUTION

2. By revising paragraph (b) and
adding new paragraph (k) in § 207.3 to
read as follows:

§ 207.3 Definitions.

(b) "Establishment" means a place
of business under one management at
one general physical location. The
term includes. among others, inde-
pendent laboratories that engage In
control activities for registered drug
establishments (e.g., "consulting" lab-
oratories), manufacturers of medicat-
ed feeds and of vitamlIn products that
are “drugs” within the meaning of sec-
tion 201(g) of the act, human blood
donor centers, animal facilities used
for the production or control testlng
of licensed human biologlcals, and es-
tablishments engaged In drug product
salvaging.

(k) “Drug product salvagirg ” is the
act of segregating drug products that
may have been subjected to improper
storage conditions such as extremes in
temperature humidity, smoke, fumes,
pressure, age, or radiation for the pur-
pose of returning some or all of the
products to the marketplace.

§ 207.20 [Amended]

3. By amending §207.20 Who must
register and submit a drug lisin Sub-
part B of Part 207y adding a comma
and the phrase “nor is drug listing re-
quired for establlshments engaged in
drug product salvaging’ before the
perlod at the end of paragraph (a).

PART 210- CURRENT GOOD MANU-
FACTURING PRACTICES IN MANU-
FACTURING, PROCESSING, PACK-
ING, OR HOLDING OF DRUGS:
GENERAL

4. By revising Part 210 to read as fol-
lows:

Sec.

210,1 Status of current goodmanufactur-
ing practie regulations.

2102 Applicability  of current good manu-
facturing practice regulations.

2103 Definitions.

AUTHORITY: Secs. 501. 701, 52 Stat. 1049-
1050 as amended. 1055-1056 as amended (21
U.S.C. 351,371).

§ 210.1 Status of current good manufac-
turing practice regulations.

(a) The regulations set forth In this
part and In Parts 211 through 229 of
this chapter contain the minimum cur-
rent good manufacturing practice for
methods to be used in, and th facili-
ties or controls to be used for, the
manufacture, processing, packing, or
holding of a drug to assure that such
drug meets the requirements of the
act as to safety, and has the identity
and strength and meets the quality
and purity characteristics that it pur-
ports or is representd to possess.

(b) The faflure to comply with any
regulation set forth In this part and in
Parts 211 through 229 of this chapter
In the manufacture, rocessmlg, pack-
ing. or holdIng of a drug shall render
such drug to be adulterated under sec-
tion 501?a)(2)(B) of the act and such
drug, as well as the person wlp is re-
sgonsmle for the failure to comply,
shall be subject to regulatory action.

§210.2 Applicability of current good man-
ufacturing practice regulations.

(a) The regulations In this part and
in Parts 211 through 229 of this chap-
ter as they may pertain to a drug and
in Parts 600 through 680 of this chap-
ter as they may pertain to a biological
product for human use, shall be con-
sidered to supplement, not supersede,
each other, unless the regulations ex-
plicitly provide otherwise. In the event
that t is impossible to comply with all
applicable regulations In these parts,
the regulations specifically applicable
to the drug in question shall supersede
the more general. .

(b) If a person engages in only some
operations subject to the regulations
in thlrsxjoart ad inParts 211 throug_h
229 and Parts 600 through 680 & this
chapter, and not in others, that person
need only comply with those regula-
tions applicable to the operations in
which he or she is engaged.

§ 210.3 Definitions.

(@) The definitions and interpreta-
tlons contained in section 201 of the
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act shall be applicable to such terms
when used in this part and in Parts
211 through 229 of this chapter.

(b) The following definitions of
terms apply to this part and to Parts
211 through 229 of this chapter.

(1) “Act’ means the Federal Food,
Drug, and Cosmetic Act, as amended
(21 U.S.C. 301 et seq.). . .

(2) “Batch means a specific quanti-
ty of a drug or other material that is
intended to have uniform character
and quality, within specified limits,
and is produced according to a single
manufacturing order during the same
cycle of manufacture.

(3) “Component” means any ingredi-
ent intended for use in the manufac-
ture of a drug product, including those
that may not appear in such drug
product.

(4) “Drug product” means a finished
dosage form, for example, tablet, cap-
sule, solution, etc., that contains an
active drug ingredient generally, but
not_necessarily, in association with in-
active ingredients. The term also in-
cludes a finished dosage form that
does not contain an active ingredient
but is intended to be used as a placebo.

(5) “Fiber” means any particulate
contaminant with a length at least
three times greater than its width.

(6)  “Non-fiber-releasin filter”
means any filter, which after any ap-
propriate pretreatment such as wash-
ing or flushing, will not release fibers
into the component or druP product
that is being filtered. All filters com-
posed of asbestos are deemed to be
fiber-releasing _ filters.

(7) “Active ingredient” means an
component that 1s intended to furnis
pharmacological activity or other
direct effect in the diagnosis, cure,
mitigation. treatment, or prevention of
disease, or to affect the structure of
any function of the body of man or
other animals. The term includes
those components that may undergo
chemical change in the manufacture
of the drug product and be present in
the drug product in a modified form
intended to furnish the specified activ-
ity or effect, .

(8) “Inactive ingredient” means any
component other than an “active in-

gredient.” ]
(9) “In-process material” means an
material ~ fabricated, = compounded,

blended, or derived by chemical reac-

tion that is produced for, and used in,

theé)reparaion of the drug product.
(10) ““1 ot" means a batch, or a spe-

cifi ¢ identified portion of a batch,

having uniform character and quality

w ithin specified limits; or, in the case

of a drug product produced con-

t In ous process, it is a speci identi-

f iedamount produced in a unit of time

or quantity in a manner that assures

its having "uniform character and qual-

i ty within specified limits.
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(11) “Lot number, control number,
or batch number” means any sidtinc-
tive combination of letters, numbers,
or symbols, or any combination of
them, from which the complete histo-
ry of the manufacture, p_rocessin?,
Backing, holding. and distribution of a

atch or lot of drug product or other
material can be determined.

(12) “Manufacture. cFrocessirélg, pack-
ing, or holding of a drug product™in-
cludes packaging and labeling oper-
ations, testing. and quality control of
drug products.

(13) “Medicated feed” means any
‘complete feed,” “feed supplement,”
or ‘feed concentrate’ as defined in
§558.3 of this chapter and is a feed
that contains one or more drugs as de-
fined in section 201(g) of the act.
Medicated feeds are subject to Part
225 of this chapter.

14) “Medicated premix’ means a
substance that meets the definition in
p558.3 of this chapter for a “feed
premix,” except that it contains one or
more drugs as defined in section 201(g)
of the act and is intended for manu-
facturing use in the production of a
medicated feed. Medicated premixes
are subject to Part 226 of this chapter.

(15) “Quality control unit” means
any person or organizational element
designated by the firm to be responsi-
ble for the duties relating to quality
control.

16) “Strength’ means:

i) The concentration of the dru
substance (for example, weigh
weight, weight/volume, or unit dose/
volume basis), and/or

(ii) The potency, that is, the thera-
peutic activity of the drug product as
indicated by appropriate laboratory
tests or by adequately developed and
controlled clinical data (expressed. for
example, in terms of units by refer-
ence to a standard).

(17) “Theoretical yield”” means the
quantity that would be produced at
any appropriate phase of manufac-
ture, processing, or packing of a par-
ticular drug product, based upon the
quantity of components to be used, in
the absence of any loss or error in
actual production.

(18) “Actual yield”” means the quan-
tity that is actually produced at any
appropriate phase of manufacture,
processing, or packing of a particular
dru% product. ]

[¢! “Percentage of theoretical
yield”” means the ratio of the actual
yield (at any appropriate phase of
manufacture, processing, or packing of
a particular drug product) to the theo-
retical yield (at the same phase),
stated as a percentage.

(20) ““Acceptance criteria” means the
product specifications and acceptance/
rejection criteria, such as acceptable
quality level and unacceptable quality
level, with an associated sampling
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plan, that are necessary for making a
decision to accept or reject a lot or
batch (or any other convenient sub-
groups of manufactured units).

(21) “Representative sample” means
a sample that consists of a number of
units that are drawn based on rational
criteria such as random sampling and
intended to-assure that the sample ac-
curately portrays the material being
sampled.

PART 221- CURRENT GOOD MANU-
FACTURING PRACTICE FOR FIN-
ISHED PHARMACEUTICALS

5. By revising Part 211 to read as fol-
lows:

Subpart A -Gereral Provisbrs

Sec.
211.1 Scope.
211.3 Definitions

Subpart B- Organzation ond personnel

211.22 Responsibilities
unit.

211.25 Personnel qualifications.

211.28 Personnel responsibilities.

211.34 Consultants.

of quality control

Subpart C-Buldings and Facilities

211.42 Design and construction features.

211.44 Lighting.

211.46 Ventilation,
ing and cooling.

211.48Plumbing.

213é0age and refuse.

2115 Washing and toiket facilities.

211S6anitation.

211 MBintenance.

air filtration ar heat-

Subpart D-Equipment

scc.

211.63 Equipment design, size
nion.

211.65 Equipment construction.

211.67 Equipment cleaning and mainte-
nance.

211.68 Automatic,
tronlc equipment.

211.72 &

and loca-

mechanical, and

Subpart E-Control of Components ond Drug
Product Containers and Closures

211.60 General

211.62 Reoeipt
components,
and closures.

211.64 Testing and approval or  rejection
components. drug product containers.
and closures.

211.66 Use of approved components. drug
produc t containers, and closures.

211.6 “Retesting
drug product containers, and closures.
211.80 Rejected components. drug product

containers. and closures.
211.94 Drug product containers and clo-
sures.

requirements.
and storage of untested
drug product containers.

Subpart F-Production and Process Controls

211.100 Written procedures; deviations
211.101 Charge-in of components.
211.103 Calculation  of yleld.
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211.105 Equipment identification.

211.110 Sampling and te stimg of in-process
materials and drug products.

211.111 Time limitations on production.

211.113 Control of microbiological con-
tamination.

211.115 Re proce ssing

Subpart G-Packaging and Labeling Control

211.122 Materials examination and usage

criteria.
211.125 Labeling issuance.
211.130 Packaging and labeling operations.
211.134 Drug product inspection.
211.137 Expiration dating.

Subpart H-Holding and Distribution

211.142 Warehousing procedures.
211.150 Distribution procedures

Subpart | - Laboratory Controls

211.160 General requirements.
211.165 Te st igand release for distribu-
tion.
211.166
211.167
211.170
211.173
211.176

Stability testing.

Special testing requirements.
Reserve samples.
Laboratory animals.
Penicillin  contamination.

Subpart J - Records and Reports

211.180 General requiremen ts.
211.182 Equipment cleaning and use log.

211.184 Component, drug product co ntain

er, closure. and labeling records.
211.186 Master production and control rec-

ords.
211.188

ords.
211.192
211.194
211.196
211.198

Subpart K—Returned and Salvaged Drug
Products

211.204 Returned drug products.
211.208 Drug product slavaging.

AuTHORIT : Secs. 501. 701. 52 Stat. 1049-
1050 as_amended, 1055-1056 as amended (21
U.S.C. 351. 371).

Subpart A - General Provisions

Batch production and control rec-

Production record review.
Laboratory records.
Distribution records.
Complaint files.

§ 211.1 Scope.

(a) The regulations in this part con-
tain the minimum current good manu-
facturing practice for preparation of
drug products for administration to
humans or animals.

(b) The current good manufacturing
practice regulations in this chapter, as
they pertain to drug products. and in
Parts 600 through 680 of this chapter.
as they pertain to biological products
for human use, shall be considered to
supplement. not supersede. the regula-
tions in this part unless the regula-
tions explicitly provide otherwise. In
the event it is impossible to comply
with applicable regulations both in
this part and in other parts of this
chapter or in Parts 600 through 680 of
this chapter, the regulation specifical-
ly applicable to the drug product in
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question shall supersede the regula-
tion in this part.

(c) Pending consideration of a Pro-
posed exemption, published in the
FeperaL RecisTer Of November 29.

1978. the requirements in this Part

shall not be enforced for OTC drug
products if the products and all their
ingredients are ordinarily marketed
and consumed as human foods, and
which products may also fall within
the legal definition of drugs by virtue
of their intended use. Therefore, until
further notice, regulations under Part
110 of this chapter, and where applica-

ble, Parts 113 to 129 of this chapter,

shall be applied in determining wheth-
er these OTC drug products that are
also foods are manufactured, pro-
cessed, packed, or held under current
good manufacturing practice.

§ 211.3 Definitions.

The definitions set forth in § 210.3 of
this chapter apply in this part.

Subpart B-Organization and
Personnel

§211.22 Responsibilities of quality control
unit.

_ (a) There shall be a quality control
unit that shall have the responsibility
and authority to approve or reject all
components, drug product containers.
closures, in-process materials, packag-
ing material, labeling. and drug prod-
ucts, and the authority to review pro-
duction records to assure that no
errors have occurred or, if errors have
occurred. that they have been fully in-
vestigated. The quality control unit
shall be responsible for approving or
rejecting drug products manufactured,
processed, packed, or held under con-
tract by another company.

(b) Adequate laboratory facilities for
the testing and approval (or rejection)
of components. drug product contain-
ers, closures, packaging materials, in-
process materials, and drug products
shall be available to the quality con-
trol unit.

(c) The quality control unit shall
have the responsibility for approving
or rejecting all procedures or specifica-
tions impacting on the identity,
strength, quality. and purity of the
drug product.

(d) The responsibilities and proce-
dures applicable to the quality control
unit shall be in writing; such written
procedures shall be followed.

§211.25 Personnel qualifications

(a) Each person engaged in the man-
ufacture, processing, packing, or hold-
ing of a drug product shall have edu-
cation, training, and experience, or
any combination thereof, to enable
that person to perform the assigned
functions. Training shall be in the par-
ticular operations that the employee

performs and in current good manu-
facturing practice (including the cur-
rent good manufacturing practice reg
ulations in this chapter and written
procedures required by these regula-
tions) as they relate to the employed

functions. Training in current good
manufacturing practice shall be con-
ducted by qualified individuals on a
continuing basis and with sufficient
frequency to assure that employees
remain familiar with CGMP require-
ments applicable to them.

(b) Each person responsible for su-
pervising the manufacture, processing,
packing, or holding of a drug product
shall have the education, training, and
experience, or any combination there-
of, to perform assigned functions in
such a manner as to provide assurance
that the drug product has the safety,
identity, strength, quality. and purity
that it purports or is represented to
possess.

(c) There shall be an adequate
number of qualified personnel to per-
form and supervise the manufacture,
processing, packing, or holding of each
drug product.

§ 211.28 Personnel responsibilities.

(a) Personnel engaged in the manu-
facture, processing, packing, or hold-
ing of a drug product shall wear clean
clothing appropriate for the dutles
they perform. Protective apparel, such
as head, face, hand, and arm cover-
ings, shall be worn as necessary to pro-
tect drug products from contamina-
tion.

(b) Personnel shall practice good
sanitation and health habits.

(c) Only personnel authorized by su-
pervisory personnel shall enter those
areas of the buildings and facilities
designated as limited-access areas.

(d) Any person shown at any time
(either by medical examination or su-
pervisory observation) to have an ap-
parent illness or open lesions that may
adversely affect the safety or quality
of drug products shall be excluded
from direct contact with components.
drug product containers, closures, in-
process materials. and drug products
until the condition is corrected or de-
termined by competent medical per-
sonnel not to jeopardize the safety or
quality of drug products. All personnel
shall be instructed to report to super-
visory personnel any health conditions
that may have an adverse effect on
drug products.

§ 211.34 Consultants.

Consultants advising on the manu-
facture, processing, packing, or hold-
ing of drug products shall have suffi-
cient education, training, and experi-
ence, or any combination thereof, to
advise on the subject for which they
are retained. Records shall be main-
tained stating the name, address, and
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ualifications of any consultants and
the type of service they provide.

Subpart C-Buildings and Facilities

§ 211.42 Design and construction features.

(a) Any building or buildings used in
the manufacture, processing, packing,
or holding of a drug product shall be
of suitable size, construction and loca-
tion to facilitate cleaning, mainte-
nance, and proper operations.

éb) Any such building shall have
adequate space for the orderly place-
ment of equipment and materials to
prevent mixups between different
components, drug product containers,
closures, labeling, in-process materials.
or drug products, and to prevent con-
tamination. The flow of components.
drug product containers, closures, la-
beling, in-process materials, and drug
Br_od_ucts through the building or

uildings shall be designed to prevent
contamination.

(c) Operations shall be perforimed
withln specifically defined areas of
adequate-size. Thdre shall be separate
or defined areas for the firm3 oper-
ations to prevent contamination or
mixups as follows:

(%} Receipt, identification storage,
and withholding from use of compo-
nents, drug product containers, clo-
sures, and labeling, pending the appro-
priate sampling. testing, or examina-
tion by the quality control unit before
release for manufacturing or packag-

ing.

?2) Holding rejected components,
drug product containers, closures, and
labeling before disposition;

(3) Storage of released components.
drug_product containers. closures. and
labeling: ) )

4% Storage of in-process materials;
5) Manufacturing and processing
operations; )

(6) Packaging and labeling oper-
ations; ]

(7) Quarantine storage before re-
lease of drug products;
| (8) Storage of drug products after re-
ease;

(9) Control and laboratory oper-
ations; ) ) o

(10) Aseptic processing. which in-
cludes as appropriate: -

(i) Floors. walls. and ceilings of
smooth, hard surfaces that are easily
cleanable; o
; (||I) Temperature and humidity con-

als;

(iif) An air supply filtered through
high-efficiency particulate air filters
under positive pressure, regardless of
whether flow is laminar or nonla-
minar; o .

(iv) A system for monitoring envi-
ronmental conditions; o

(v). A system for cleaning and disin-
fecting the room and equipment to
produce aseptic conditions;

RULES AND REGULATIONS

(vi)A system for maintaining any
equipment used to control the aseptic
conditions.

(d) Operations relating to the manu-
facture, ]
penicillin shall be performed in faci
ties separate from those used for other
drug products for human use.

§ 211.44 Lighting.
_ Adequate lighting shall be provided
in all areas.

§211.46 Ventilation,
heating and cooling.

(a) Adequate ventilation shall be

provided.

processing. anddp_ackinlg of
in I-
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§ 211.56 Senitation.

(a) Any building used in the manu-
facture, processing, packing, or hold-
ing of a drug product shall be main-
tained in a clean and sanitary condi-
tion, Any such building shall be free of
infestation by rodents. birds, insects,
and other vermin (other than labora-
tory animals). Trash and organic
waste matter shall be held and dis-
posed of in a timely and sanitary
manner. )

(b) There shall be written proce-

air filtration. air g4y res assigning responsibility for sani-

tation and describing in sufficient
detail the cleaning schedules, meth-
ods, equipment, and materials to be

(b) Equipment for adequate control used in cleaning the buildings and fa-

over air pressure.

micro-organisms, cilities; such written procedures shall

dust, humidity, and temperature shall be followed. ]
be provided when appropriate for the (c) There shall be written proce-
manufacture, processing, packing, ordures for use of suitable rodenticides,

holding of a drug product. )

(C?_Alr filtration systems. includin
P_re ilters and particulate matter alr
ilters, shall be used when appropriate
on air supplies to production areas. If
alr is recirculated to production areas,
measures shall be taken to cdntro re-
circulation of dust from production. In
areas, where air contamination occurs
during production, there shall be ade-
quate exhaust systems or other sys-
tems adequate to control contami-
nants. )

(d) Air-handling systems for the
manufacture. processing, and packing
of penicillin shall be completely sepa-
rate from those for other drug prod-
ucts for human use.

§ 211.48 Plumbing.

(a) Potable water shall be supplied
under continuous positive pressure in
a plumbing_system free of defects that
could contribute contamination to an
drug product. Potable water shall
meet the standards prescribed in the
Public Health Service Drinking Water
Standards set forth in Subpart J of 42
CFR Part 72. Water not meeting such
standards shall not be permitted in
the potable water system. )

(tg Drains shall be of adequate size
and, where connected directly to a
sewer, shall be provided with an air
break or other mechanical device to
prevent back-siphonage.

§ 211.50 Sewage and refuse.

Sewage, trash. and other refuse in
and from the building and immediate
premises shall be disposed of in a safe
and sanitary manner.

§ 211.52 Washing and toilet facilities.

Adequate washing facilities shall be
provided, including hot and cold
water. soap or detergent, air driers or
single-service towels, and clean toilet
facilities easily accesible to working
areas.

insecticides, fungicides. fumigating
agents. and cleaning and sanitizin
agents. Such written procedures sha
be designed to prevent the contamina-
tion of equipment, components, drug
product containers, closures, packag-
ing, labeling materials, or drug prod-
ucts and shall be followed. Rodenti-
cides, insecticides, and fungicides shall
not be used unless registered and used
in accordance with the Federal Insec-
ticide. Fungicide, and Rodenticide Act
(7 USC. 135).

(d) Sanitatlon procedures shall
apply to work performed by contrac-
t& or temporary employees as well as
work performed by full-time employ-
e«%_s during the ordinary course of oper-
ations.

§ 211.58 Maintenance.

Any building used in the manufac-
ture, processing. packing, or holding of
a drug product shall be maintained in
a good state of repair.

Subpart D-Equipment

§ 211.62 Equipment design, size, and loca-

tion.

Equipment used in the manufacture,
processing, packmg6 or holding of a
drug product shall be of app_rogrlate
desing adequate size, and suitably lo-
cated to facilitate operations for its in-
tended use and for its cleaning and
maintenance.

§ 211.65 Equipment construction.

(a) Equipment shall be constructed
so that-surfaces that contact compo-
nents, in-process materials, or drug
products shall not be reactive, addi-
tive, or absorptive so as to alter the
safety, Identlay, strength, qualnal, or
purity of the drug product beyond the
official or other established “require-
ments. )

(b) Any substances required for op-
eration, such as_lubricants or coolants.
shall not come into contact with com-
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ponents, drug product containers,clo-
sures in-process materials, or drug
products so as to alter the safety, iden-
tity, strength, cLuallty, or purl?/ of the
drug product beyond the official or
other established requirements.

§211.67 Equipment cleaning and mainte-
nance.

(a) Equipment and utensils shall be
cleaned, maintained, and sanitized at
appropriate intervals to prevent mal-
functions or contamination that would
alter the safety, identitgl, strength,
quality, or purity of the drug product
beyond the official or other estab-
lished requirements.

%)? Written procedures shall be es-
tablished and followed for cleaning
and maintenance of equipment, in-
cluding utensils, used in the manufac-
ture, Processing, packing or holding of
a drug product. These procedures
shall include, but are not necessarily
limited to, the following:

(1) Assignment of responsibility for
cleaning and maintaining equipment;

(2) Maintenance and cleaning sched-
ules, including, where appropriate,
sanltlzm(? schedules: o )

(321A escription in sufficient detail
of the methods, equipment, and mate-
rials used in cleaning and maintenance
operations. and the methods of disas-
sembling and reassembling equipment
as necessary to assure proper cleaning
and maintenance;

(4) Removal or obliteration of previ-
ous batch identification;

(5) Protection of clean equipment
from contamination prior to use;

(6) Inspectlon of equipment for
cleanliness immediately before use.

(c) Records shall be kept of mainte-
nance, cleaning, sanl_tlzm%, and inspec-
Elﬁnm?s specified in §§211.180 and

§211.68 Automatic, mechanical, and elec-
tronic equipment.

(a) Automatic, mechanical, or elec-
tronic equipment or other types of
equipment, Including computers, or re-
lated systems that will perform a func-
tion satisfactorily, may be used in the
manufacture, processing, packing, and
holding of a drug product. If such
equipment is so used, it shall be rou-
tinely calibrated. inspected,or checked
according to a written program de-
signed b assure proper performance.
Written records of those calibration
checks and inspections shall be main-
tained.

(b) Appropriate controls shall be ex-
ercised over computer or related sys-
tems b assure that changes in master
Production and control records or
other records are instituted only by
authorized personnel. Input to and
output from the computer or related
3ys em of formula or other records or

ata shall be checked for accuracy. A
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backup file of data entered into the
computer or related system shall be
maintained except where certain data,
such as calculations performed in con-
nection with laboratory analysis, are
elimated by computerization or
other automated processes. In such in-
stances a written record of the pro-
gram shall be maintained along with
appropriate_validation data. Hard co?y
or alternative systems, such as dupli-
cates, tapes, or microfilm, designed to
assure that backup data are exact and
complete and that it is secure from al-
teration, inadvertent erasures, or loss
shall be maintained.

§ 211.72 Filters.

Filters for liquid filtration used in
the manufacture, processing, or pack-
nzjg of injectable drug producs intend-
ed for human use shall not release
fibers into such products Fiber-releas-
ing filters may not be used in the man-
ufacture, processing, or packing of
these injectable drug products unless
it is not possible to manufacture such
drug products without the use of such
filters. If use of a fiber-releasing filter
is necessary, an additional non-fiber-
releasing filter of 0.22 micron maxi-
mum mean porosity (0.45 micron if the
manufacturing conditions so dictate)
shall subsequently be used to reduce
the content of particles in the injecta-
ble drug product. Use of & asbestos-
containing filter, with or without sub-
sequent use of a specific non-fiber-re-
leasing filter, is permissible only upon
submission of I;__)roof to the appropriate
bureau of the Food and Drug Adminis-
tration that use of a non-fiber-releas-
ing filter will, or is likely to, compro-
mise the safety or effectiveness of the
injectable drug product.

Subpart E-Control of Components
and Drug Product Containers and
Closures

§ 211.80 General requirenerts

(@ There shall be written proce-
dures describing in sufficient detail
the receipt, identification, storage,
handling, sampling, testing, and ap-
proval or rejection of components and

drug product containers and closures;
such written procedures shall be fol-
lowed.

(b) Components and drug product
containers and closures shall at all
times be handled and stored in a
manner to prevent contamination.

(c) Bagged or boxed components or
dru?I gro uct containers, or closures
shall be stored off the floor and suit-
ably spaced to permit cleaning and in-
spection.

(d) Each container or grouping of
containers for components or dru%

roduct containers, or closures shal

e identified with a distinctive code

for each lot in each shipment received.
This code shall be used in recording
the disposition of each lot. Each lot
shall be appropriately identified as to
its status (i.e., quarantined, approved.
or rejected).

§ 211.82 Receipt and storage of untested
components, drug product containers,

and closures.

(@) Upon receipt and before accept-
ance, each container or grouping of
containers of components, drug prod-
uct containers, and closures shall be
examined visually for appropriate la-
beling as to contents, container
damage or broken seals, and contami-
nation.

(b) Components, drug product con-
tainers, and closures shall be stored
under quarantine until they have been
tested or examined, as appropriate,
and released. Storage within the area
shall conform to the requirements of
§211.80.

§ 211.84 Testing and approval or rejection
of components, drug product contain-
ers, and closures.

(zg Each lot of components, dru
roduct containers, and closures sha

e withheld from use until thetlo has
been sampled, tested, or examined, as
appropriate, and released for use by
the quality control unit.

(b) Representative samples of each
shipment _of each lot shall be collected
for testing or examination. The
number of containers to be sampled,
and the amount of material to be
taken from each container, shall bc
based upon appropriate criteria such
as statistical criteria for component
variability, confidence levels, and
degree of precision desired, the past

uality history of the supplier, and
the quantity needed for analysis and
reserve where required by § 211.170.

(c) Samples shall be collected in ac-
cordance with the following proce-
dures:

(1) The containers of components se-
lected shall be cleaned where neces-
sarg, _t|>_¥l appropriate means.

(2) The containers shall be opened,
sampled, and resealed in a manner de-
signed to prevent contamination of
their contents and contamination of
other components, drug product con-
tainers, or closures.

(3) Sterile equipment and aseptic
sampling techniques shall be used
when necessary.

(4) If it is necessary to sample a com-
Bonent from the top, middle, and

ottom of its container, such sample
subdivisions shall not be cornposited
for testing. ] )

_;_5) Sample containers shall be iden-
titfied so that the following informa-
tion can be determined: name of the
material sampled, the lot number, the
container from which the sample was
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taken, the data on which the sample
was taken, and the name of the person
who collected the sample.

(6) Containers from which samples
have been taken shall be marked to
show that samples have been removed
from them.

(d) Samples shall be examined and
tested as follows:

(1) At least one test shall be con-
ducted to verify the identity of each
component of a drug product. Specific
idec?tlfy tests, if they exist, shall be
used.

(2) Each component shall be tested
for conformity with all appropriate
written  specifications for purity.
strength, and quality. In lieu of such
testing by the manufacturer, a report
of analysis may be accepted from the
supplier of a component, provided that
at [east one specific identity test is
conducted on such component by the
manufacturer, and provided that the
manufacturer establishes the reliabil-
ity of the supplier3 analyses througih
apgroprlate validation of the suppli-
ers test results at appropriate inter-
vals.

(3) Containers and closures shall be
tested for conformance with all appro-
priate written Procedures. In lieu of
such testing by the manufacturer, a
certificate of testing may be accepted
from the sulopller, provided that at
least a visual identification is conduct-
ed on such containers/closures by the
manufacturer and provided that the
manufacturer establishes the reliabil-
ity of the supplierd test results
through appropriate validation of the
supplier 3 test results at appropriate
intervals.

(4? When appropriate, components
shall be microscopically examined.

(5) Each lot of a component. drug
roduct container, or closure that is
iable to contamination with filth,
insect infestation, or other extraneous
adultcrant shall be examined against
established specifications for such con-
tamination.

(6) Each lot of a component, drug

roduct container, or closure that is
iable to microbiological contamina-
tion that is objectionable in view of its
intended use shall be subjected to mi-
crobiological tests before use.

(e) Any lot of components, drug
product containers. or closures that
meets the approprlate written specifi-
cations of ldentity, strength, quality,
and purltg and related tests under
paragraph (d) of this section may be
approved and released for use. Any lot
of such material that does not meet
such specifications shall be rejected.

211.86 Use of approved components,
drug product containers. and closures

Components, drug product contain-

ers, and closures approved for use
shall be rotated so that the oldest ap-
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proved stock is used first. Deviation and reviewed and approved by the
from this requirement is permitted ifquality control unit.

such deviation is temporary and ap-
propriate.

§211.87 Retesting of approved compo-
nents, drug product containers, and
closures.

Components, drug product contain-
ers. and closures shall be retested or
reexamined, as appropriate, for identi-
ty, strength, quality, and Purity and
approved or rejected by the qualit
control unit in accordance wit
§ 211.84 as necessary, e.g., after storage
for long periods or after exposure to
air, heat or other conditions that
might adversely affect the component.
drug product container, or closure.

§ 211.89 Rejected components, drug prod-
uct containers, and closures.

Rejected components, drug product
containers, and closures shall be iden-
tified and controlled under a quaran-
tine system designed to prevent their
use in manufacturing or processing 0p
egrlsltions for which they are unsuit-
able.

§ 211.94 Drug product containers and clo-
sures

(a) Drug product containers and clo-
sures shall not be reactive, additive, or
absorptive so as to alter the safety,
identity, strength, quality, or Purity of
the drug beyond the official or estab-
lished requirements.

(b) Container closure systems shall
Prowde adequatt protection against
oreseeable external factors in storage
and use that can cause deterioration
or contamination of the drug product.

(c) Drug product containers and clo-
sures shall be clean and, where indi-
cated by the nature of the drug, steril-
ized and processed to remove pyro-
genic properties to assure that they
are suitable for their intended use.

(d?1 Standards or specifications,
methods of testing, and, where indicat-
ed, methods of cleaning, sterilizing,
and processing to remove pyrogenic

roperties shall be written and fol-
owed for drug product containers and
closures.

Subpart F-Production and Process
Controls

§ 211.100 Written procedures; deviations.

(@) There shall be written proce-
dures for production and process con-
trol designed to assure that the drug
products have the identity, strength,
quality and Purity they purport or are
represented to possess. Such proce-
dures shall include all requirements in
this subpart. These written proce-
dures, including any changes, shall be
drafted, revlewed. and approved by
the appropriate organizational units

(b) Written production and process
control procedures shall be followed in
the execution of the various produc-
tion and process control functions and
shall be documented at the time of
performance. Any deviation from the
written procedures shall be recorded
and justified.

§ 211.101 Charge-in of components.

Written production and control pro-
cedures shall include the following,
which are designed to assure that the
drug products produced have the iden-
tity, strength, quality, and purity they
purport or are represented to pOSSess:

(a) The batch shall be formulated
with the intent to provide not less
than 100 percent of the labeled or es-
tablished amount of active ingredient.

(b) Components for drug product
manufacturing shall be weighed, meas-
ured, or subdivided as appropriate. If a
component is removed from the origi-
nal container to another, the new con-
tainer shall be identified with the fol-
lowing information:

1) Component name or item code;

2) Receiving or control number;
3) Weight or measure in new con-
tainer;

(4) Batch for which component was
dispensed, including its product name,
strength, and lot number.

(c) Weighing, measuring. or subdi-
viding operations for components shall
be adequately supervised. Each con-
tainer of component dispensed to man-
ufacturing shall be examined by a
second person to assure that:

(1) The component was released by
the quality control unit;

(2) The weight or measure is correct
as stated in the batch production rec-

rds;

_f(?;]dThe containers are properly iden-
tified.

(d) Each component shall be added
to the batch by one person and veri-
fied by a second person.

§ 211.103 Calculation of yield.

Actual yields and percentages of
theoretica Iyield shall be determined
at the conclusion of each appropriate
phase of manufacturing, ]processing,
packaging, or holding of the drug
product. Such calculations shall be
performed by one person and indepen-
dently verified by a second person.

§211.105 Equipment identification.

(a) All compounding and storage
containers, processing lines, and major
e?mpment used durlng the production
of a batch of a drug product shall be
properly identified at all times to indi-
cate their contents and, when neces-
Bar;&, the phase of processing of the

atch.
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(b) Major equipment shall be identi-
fied by a distinctive identification
number or code that shall be recorded
in the batch production record to
show the specific equipment used in
the manufacture of each batch of a
drug product. In cases where only one
of a particular type of equipment
exists in a manufacturing facility. the
name of the equipment may be used in
lieu of a distinctive identification
number or code.

§ 211.110 Sampling and testing of in-proc-
ess materials and drug products.

(a) To assure batch uniformity and
integrity of drug products. written
procedures shall be established and
followed that describe the in-process
controls. and tests, or examinations to
be conducted on appropriate samples
of in-process materials of each batch.
Such control procedures shall be es-
tablished to monitor the output and to
validate the performance of those
manufacturing processes that may be
responsible for causing variability in
the characteristics of in-process mate-
rial and the drug product. Such con-
trol procedures shall include but are
not limited to, the following, where
appropriate:

(1) Tablet or capsule weight vari-
ation;

(2) Disintegration time;

(3) Adequacy of mixing to assure
uniformity and homogeneity rate;;

(4) Dissolution time and  rate;

(5) Clarity completeness. or pH of
solutions.

(b) Valid in-process specifications for
such characteristics shall be consistent
with drug product final specifications
and shall be derived from previous ac-
ceptable process average and process
variability estimates where possible
and determined by the application of
suitable statistical procedures where
appropriate. Examination and testing
of samples shall assure that the drug
product and in-process material con-
form to specifications.

(c) In-process materials shall be
tested for identity, strength, quality,
and purity as appropriate and ap-
proved or rejected by the quality con-
trol unit, during the production proc-
ess, e.g.. at commencement or comple-
tion of significant phases or after stor-
age for long periods.

(d) Rejected in-process materials
shall be identified and controlled
under a quarantine system designed to
prevent their use in manufacturing or
processing operations for which they
are unsuitable.

$211.11 |

When appropriate, time limits for
the completion of each phase of pro-
duction shall be established to assure
the quality of the drug product. Devi-
ation from established time limits may

Time limitations on production.
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be acceptable if such deviation does
not compromise the quality of the
drug product. Such deviation shall be
justified and documented.

(f) Gang printing of labeling to be
used for different drug products or dif-
ferent strengths of the same drug
product (or labeling of the same size
and identical or similar format and/or

§ 211.113 Control of microbiological con-color schemes) shall be minimlzed. If

tamination.

(a) Appropriate written procedures,
designed to prevent objectlonable mi-
croorganisms in drug products not re-
quired to be sterile, shall be estab-
lished and followed.

(b) Appropriate written procedures,
designed to prevent microbiological
contamination of drug products pur-
porting to be sterile, shall be estab-
lished and followed. Such procedures
shall include validation of any steril-
ization process.

§ 211.115 Reprocessing.

(a) Written procedures shall be es-
tabllshed and followed prescribing a
system for reprocessing batches that
do not conform to standards or specifi-
cations and the steps to be taken to
insure that the reprocessed batches
will conform with all established
standards, specifications, and charac-
teristics.

(b) Reprocessing shall not be per-
formed without the review and ap-
proval of the quality control unit.

SubparG-Packaging andlabeling
Control

§211.122 Materials examination and
usage criteria

(a) There shall be written proce-
dures describing in sufficient detail
the receipt. identification, storage,
handling, sampling, examlnatlon. and/
or testing of labeling and packaging
materials; such written procedures
shall be followed. Labeling and pack-
aging materials shall be representa-
tively sampled, and examined or tested
upon receipt and before use in packag-
ing or labeling of a drug product.

(b) Any labeling or packaging mate-
rials meeting appropriate written
specifications may be approved and re-
leased for use. Any labeling or packag-
ing materials that do not meet such
specifications shall be rejected to pre-
vent their use in operations for which
they are unsuitable.

(c) Records shall be maintained for
each shipment received of each differ-
ent labeling and packaging material
indicating receipt, examination or test-
ing, and whether accepted or rejected.

(d) Labels and other labeling materi-
als for each different drug product,
strength, dosage form, or quantity of
contents shall be stored separately
with suitable identification. Access to
the storage area shall be limited to au-
thorized personnel.

(e) Obsolete and outdated labels, la-
beling, and other packaging materials
shall be destroyed.

gang printing is employed, packaging

and labeling operations shall provide
for special control procedures, taking

into consideration sheet layout, stack-
ing, cutting, and handling during and
after printing.

(g) Printing devices on, or associated
with, manufacturing lines used to im-
print labeling upon the drug product
unit label or case shall be monitored
to assure that all imprinting conforms
to the print specified in the batch pro-
duction record.

§ 211.125 Labeling issuance.

(a) Strict control shall be exercised
over labeling issued for use in drug
product labeling operations.

(b) Labeling materials issued for a
batch shall be carefully examined for
identity and conformity to the label-
ing specified in the master or batch
production records.

(c) Procedures shall be utilized to
reconcile the quantities of labeling
issued, used, and returned, and shall
require evaluation of discrepancles
found between the quantity of drug
product finished and the quantity of
labeling issued when such discrepan-
cies are outside narrow preset limits
based on historical operating data.
Such dlscrepancles shall be investigat-
ed in accordance with § 211.192.

(d) All excess labeling bearing lot or
control numbers shall be destroyed.

(e) Returned labeling shall be main-
tained and stored in a manner to pre-
vent mixups and provlde proper identi-
fication.

(f) Procedures shall be written de-
scribing in sufficient detail the control
procedures employed for the issuance
of labeling; such written procedures
shall be followed.

§211.130 Packaging and labeling oper-

ations.

There shall be written procedures
designed to assure that correct labels,
labeling. and packaging materials are
used for drug products; such written
procedures shall be followed. These
Iorocedures shall incorporate the fol-
owing features: )

(a) Prevention of mixups and cross-
contamination by physical or spatial
separation from operations on other
drug products.

(b(); dentification of the drug prod-
uct with a lot or control number that
permits determination of the historx
of the manufacture and control of the
batch.

(c) Examlnatlon of packaging and la-
beling materials for suitability and
correctness before packaging oper-
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ations, and documentation of such ex-
amination in the batch production
record.

(d) Inspection of the packaging and
labeling facilities immediately before
use taassure that all drug products
have been removed from previous op-
erations. Inspection shnll also be made
to assure that packaging and labeling
materials not suitable for subsequent
operations have been removed. Results
of inspection shall be documented in
the batch production records.

§ 211.134 Drug product inepectlon.

(a) Packaged and labeled products
shall be examined during finishing op-
erations to provide assurance that con-
tainers and packages in the lot have
the correct label.

(b) A representative sample of units
shall be collected at the completion of
finishing operations and shall be visu-
ally examined for correct labeling.

(c) Results of these examinations
shall be recorded in the batch produc-
tion or control records.

§411.137 Expiration dating.

(a) Toassure that a drug product
meets applicable standards of identity,
strength, quality, and purity at the
time of use, it shall bear an expiration
date determined by appropriate stabil-
ity testing described in § 211.166.

(b) Expiration dates shall be related
to any storageconditions stated on the
labeling, as determined by stability
studies described in § 211.166.

(c) If the drug product is to be re-
constituted at the time of dispensing
its labeling shall bear expiration infor-
mation for both the reconstituted and
unreconstituted drug products.

(d) Expiration dates shall appear on
labeling in accordance with the re-
quirements of § 201.1 *7 of this chapter.

(e) Homeopathic drug products shall
be exempt from the
this section.

(f) Pending consideration of a pro-
posed exemption, published in the
FeperaL RecISTER of September 29,
1978, the requirements in this section
shall not be enforced for human OTC
drug products if their labeling does
not bear dosage limitations and they
are stable for at least 3 years as sup-
ported by appropriate  stability data.

Subpart H-Holding and Distribution

§211.122 Warehousig procedures.

Written procedures describing the
warehousing of drug products shall be
established and followed. They shall
Include:

(a) Quarantine of drug products
before release by the quality control
unit.

(b) Stornge of drug products under
appropriate conditions of temperature,
humidity, and

light so that the identi-
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ty, strength, quality, and purity of the
drug products are not affected.

§211.150 Distribatio procedures.

Written procedures shall be estab-
lished, and followed, describing the
distribution of drug products. They
shall include:

(a) A procedure whereby the oldest
approved stock of a drug product is
distributed first. Deviation from this
requirement is permitted if such devi-
ation is temporary and appropriate.

(b) A system by which the distribu-
tion of each lot of drug product can be
readily determined to facilitate its
recall if necessary.

Subpart | - LaboratoryControls

§ 211.160 General

(a) The establishment of any specifi-
cations, standards, sampling plans,
test procedures, or other laboratory
control mechanisms required by this
subpart. including any ge in such
specificationstandards,sampling
plans, test procedures, or other labora-
tory control mechanisms, shall be
drafted by the appropriate organiza-
tional unit and reviewed and approved
by the quality control unit. The re-
quirements in this subpart shall be fol-
lowed and shall be documented at the
time of performance. Any deviation
from the written specifications, stand-
ards, sampling plans, test procedures,
or other laboratory control mecha-
nisms shall be recorded and justified.

(b) Laboratory controls shall include
the establishment of scientifically
sound and appropriate specifications,
standards, sampling plans, and test
procedures designed to assure that
components. drug product containers,
closures, in-process materials, labeling.
and drug products conform to appro-
priate standards of identity, strength,

requirements.

requirements ofguality, and purity. Laboratory con-

trols shall include:

(1) Determination of conformance to
appropriate written specifications for
the acceptance of each lot within each
shipment of components, drug product
containers, closures, and labeling used
in the manufacture, processing, pack-
ing, or holdIing of drug products. The
specifications shall include a descrip-
tlon of the sampling and testing proce-
dures used. Samples shall be repre-
sentative and adquately identified.
Such procedures shall also require ap-
propriate retesting of any component,
drug product container, or closure
that is subject to deterioration.

(2) Determination of conformance to
written specifications and a descrip-
tion of sampling and testing proce-
dures for In-process materials. Such
samples shall be representative and
properly identified.

(3) Determination of conformance to
written descriptions of sampling proce-
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dures and appropriate specifications
for drug products. Such samples shall
?edrepresentative and properly identi-
ied.

(4) The calibration of instruments,
apparatus, gauges, and recording de-
vices at suitable intervals in accord-
ance with an established written pro-
gram containing specific directions,
schedules, limits for accuracy and pre-
cision, and provisions for remedial
action in the event accuracy and/or
precision limits are not met. Instru-
ments, apparatus, gauges, and record-
ing devices not meeting established
specifications shall not be used.

§211.166 Tegtin andrelease for distribu-
tion.

(a) For each batch of drug product,
there shall be appropriate laboratory
determination of satisfactory confor-
mance to final specifications for the
drug product, including the identlty
and strength of each active ingredient,
Prior to release. Where sterility and/
or pyrogen testing are conducted on
specific batches of shortlived
radiopharmaceuticals, such batches
may be released r to completion of
sterility and/or pyrogen testing. pro-
vided such testing is completed as soon
as possible.

(b) There shall be appropriate labo-
ratory testing, as necessary, of each
batch of drug product required to be
free of objectionable microorganisms.

(c) any sampling and testing plans
shall be described in written proce-
dures that shall include the method of
sampling and the number of units per
batch to be tested; such written proce-
dure shall be followed.

(d) Acceptance criteria fo sam-
pling and testing conducted by the
quality control unit shall be adequate
to assure that batches of drug prod-
ucts meet each appro specifica-
tion and appropriate statistical quality
control criteria as a condition for their
approval and release. The statistical
quality control criteria shall include
appropriate acceptance levels and/or
appropriate rejection levels.

(e) The accurancsensitivity, speci-
ficity, and reproducibility of test
methods employed by the firm shall
be established and documented. Such
validation and documentation may be
accomplishei In accordance with
§211.194(a)(2).

(f) Drug products failing to meet es-
tablished standards or specific
and any other relevant quality control
criteria shall be rejected. Repro
may be performeprior to acceptance
and use. reprocessed material
meet appropriate standards, spe
tions, and any other rele critieria.

§211.1® Stabiliytesting.

(@) There shall be a written tg
program designed to asses stabil-
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itz characteristics of dru_?_ products.
The results of such stability testing
shall be used in determining appropri-
ate storage conditions and expiration
dates. The written program shall be
followed and shall include:

(1) Sample size and test intervals
based on statistical criteria for each
attribute examined to assure valid es-
timates of stability;

(2) Storage conditions for samples
retained for testing;
~ (3) Reliable, meaningful, and specif-
ic test methods;

(4) Testing of the drug product in
the same container-closure system as
that in which the drug product is mar-
keted,;

(5) Testing of drug products for re-
constitution at the time of dispensing
(as directed in the Iabelingg as well as
after they are reconstituted.

(b) An adequate number of batches
of each drug product shall be tested to
determine an appropriate expiration
date and a record of such, data shall be
maintained. Accelerated studies, com-
bined with basic stability information
on the components, drug products,
and container-closure system. may be
used to sup()J)ort tentative expiration
dates provided full shelf life studies
are not available and are being con-
ducted. Where data from accelerated
studies are used to project a tentative
expiration date that is beyond a date
supported by actual shelf life studies,
there must be stability studies con-
ducted, including drug product testing
at appropriate intervals, until the ten-
tative expiration date is verified or the
appropriate expiration date deter-
mined.

(c) For homeopathic drug products.
the requirements of this section are as
follows:

(1) There shall be a written assess-
ment of stability based at least on test-
ing or examination of the drug prod-
uct for compatibility of the ingredi-
ents, and based on marketing experi-
ence with the drug product to indicate
that there is no degradation of the
product for the normal or expected
period of use.

(2) Evaluation of stability shall be
based on the same container-closure
system in which the drug product is
being marketed.

§ 211.167 Special testing requirements.

(a) For. each batch of drug})roduct
purporting to be sterile and/or pyro-
en-free. there shall be appropriate
aboratory testing to determine con-
formance to such requirements. The
test procedures shall be in writing and
shall be followed.

(b) For each batch of ophthalmic
ointment, there shall be appropriate
testing to determine conformance to
specifications regarding the presence
of foreign particles and harsh or abra-
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sive substances. The test procedures
shall be in writing and shall be fol-
lowed.

(c) For each batch of controlled-re-
lease dosage form, there shall be ap-
propriate laboratory testing to deter-
mine conformance to the specifica-
tions for the rate of release of each
active ingredient. The test procedures
shall be Iin writing and shall be fol-
lowed.

§ 211.170 Reserve samples.

(@ An alopropriately identified re-
serve sample representative of each lot
in each shipment of each active ingre-
dient shall be retained for at least 1
?/ear after the expiration date of the
ast lot of the drug product containin
the active ingredient or, in the case 0
certain OTC drug products lacking ex-
piration dating because they meet the
criteria for exemption under § 211.137.
3 years after distribution of the last
drug product lot containing the active
ingredient. It shall consist of at least
twice the guantity necessary for all
tests required to determine whether
the active ingredient meets its estab-
lished specifications, except the quan-
tity requirement shall not apply for
stenh%\/ and pyrogen samples.

(b) properly identified reserve
samﬁle representative of each lot or
batch of drug product shall be stored
under conditions consistent with prod-
uct labeling and shah be retained for
at least 1 year after the expiration
date of the drug product or in the case
of certain OTC drug products lacking
expiration dating because they meet
the criteria for exemption "under
8211.137. 3 years after distribution of
the lot or batch of drug product. The
sample shall be stored in the same im-
mediate container-closure system in
which the drug product is marketed or
an immediate container-closure system
having essentially the same character-
istics. The sample shall consist of at
least twice the quantity necessary to
perform all the required tests. except
those for sterility and pyrogens. Such
samples shall be at least visually ex-
amined annually for evidence of dete-
rioration unless such examination
would affect the integrity of the sam-
ples. The results of such examination
shall be recorded and maintained with
other stability data on the drug prod-
uct. Samples of compressed medical
gases need not be retained.

§ 211.173 Laboratory animals.

~ Animals used in testing components,
in-process materials, or drug products
for compliance with established speci-
fications shall be maintained and con-
trolled in a manner that assures their
suitability for their intended use.
They shall be identified, and adequate
records shall be maintained showing
the history of their use.

§ 211.176 Penicillin contamination.

If a reasonable possibility exists that
a non-penicillin drug product has been
exposed to cross-contamination with
penicillin, the non-penicillin drug
productr shall be tested for the pre-
ence of penicillin. Such drug product
shall not be marketed if detectable
levels are found when tested according
to procedures specified in “Procedures
for Detecting and Measuring Penicillin
Contamination in Drugs.” !

Subpart J - Records and Reports

§ 211.180 General requirements.

(a) Any production, control, or dis-
tribution record that is required to be
maintained in compliance with this
part and is specifically associated with
a batch of a drug product shall be re-
tained for at least 1 year after the ex-
piration date of the batch or, in the
case of certain OTC drug products
Iackln% expiration dating because they
meet the criteria for exemption under
§ 211.137, 3 years after distribution of
the batch. o

fb) Records shall be maintained for
all components, drug product contain-
ers, closures, and labeling for at least 1
year after the expiration date or, in
the case of certain OTC drug products
Iacklnghexpl_ratlpn dating because they
meet the criteria for exemption under
§211.137, 3 years after distribution of
the last lot of drug product incorporat-
ing the component or using the con-
tamer, closure, or labeling. .

(c) All records required under this
part, or copies of such records, shall be
readily available for authorized inspec-
tion during the retention period at the
establishment where the activities de-
scribed in such records occurred.
These records or copies thereof shall
be subject to photocopying or other
means of reproduction as part of such
inspection. Records that can be imme-
diately retrieved from another loca-
tion by computer or other electronic
means shall be considered as meeting
the requirements of this paragraph.

(d) Records required under this part
may be retained either as original rec-
ords or as true copies such as photo-
copies, microfilm. microfiche, or other
accurate reproductions of the original
records. Where reduction techniques,
such as microfilming, are used, suit-
able reader and thOtOCQFymg equip-
ment shall be readily available. )

(e) Written records required by this
part shall be maintained so that data
therein can be used for evaluating,
least annually, the quality standards
of each drug product to determine the
need for changes in drug product
specifications or manufacturing or

CoRies may be obtained from: Director.
NCA (HFD-ASO%, Food and” Drug Adminis-
5812%2”' 200 C St.
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control procedures. Written proce-
dures shall be established and fol-
lowed for such evaluations and shall
include provisions for:

(1) A review of every batch, whether
approved or rejected, and, where ap-
plicable, records associated with the
batch.

(2) A review of complaints, recalls,
returned or salvaged drug products,
and investigations conducted under
§211.192 for each drug product.

(f) Procedures shall be established to
assure that the responsible off of
the firm, if they are not personally in-
volved in or immediately aware of
such actions, are notified in writing of
any investigations conducted under
§§ 211.198, 211.20 or 211.208 of these
regulations, any recalls, reports of in-
spectional observations issued by the
Food and Drug Administration, or any
regulatory actions relating to good
manufacturing practices brought by
the Food and Drug Administration.

§ 211.182 Equipment cleaning and use log

A written record of major equipment
cleaning, maintenance (except routine
maintenance such as lubrication and
adjustmets&, and use shall be includ-
ed in individual equipment logs that
show the date, time, product, and lot
number of each batch processed. If
equipment is dedicated to manufac-
ture of one product, then individual
equipment logs are not requlred, pro-
vided that lots or batches of such
product follow in numerical order and
are manufactured in numerical se-
quence. In cases where dedicated
equipment is employed, the records of
cleaning. maintenance, and use shall
be part of the batch record. The per-
sons performing and double-checking
the cleaning and maintenance shall
date and sign or initial the log indicat-
ing that the work was performed. En-
tries in the log shall be in chronologi-
cal order.

§211.184 Component, drug product con-
tainer, closure, and labeling recordr.

These records shall include the fol-
lowing:

(@) The identity and quantlty of
each shipment of each lot of compo-
nents. drug product containers, clo-
sures, and labeling: the name of the
suppller; the suppliers lot number(s)
if known; the receiving code as speci-
fied in 9211.80: and the date of re-
ceipt. The name and location of the
prime manufacturer, if different from
the supplier, shall be listed if known.

(b) The result s of an test o exami-
nation performed (including those per-
formed as requlred by §211.82(a),
§211.84(d), or §211.122(a)) and the
conclusions derlved therefrom.

(c) An individual inventory record of
each component, drug product con-
tainer, and closure and, for each com-
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ponent, a reconciliation of the use of
each lot of such component. The in-
ventory record shall contain sufficient
information to allow determination of
any batch or lot of drug product asso-
ciated with the use of each compo-
nent, drug product container, and clo-
sure.

(d) Documentation of the examina-
tion and review of labels and labeling
for conformity with established speci-
fications in accord with 8§8§211.122(c)
and 211.130(c)

(e) The disposition of rejected com-
ponents, drug product containers, clo-
sure, and labeling.

§211.186 Master production and control
records.

(a) To assure uniformity from batch
to batch, master production and con-
trol records for each drug product, in-
cluding each batch size thereof, shall
be prepared, dated, and signed (full
signature, handwritten) by one person
and independently checked, dated, and
signed by a second person. The prepa-
ration of master production and con-
trol records shall be described in a
written procedure end such written
procedure shall be followed.

(b) Master production and control
records shall include:

(1) The name and strength of the
product and a description of the
dosage form;

(2) The name and weight or measure
of each active Ingredient per dosage
unit or per unit of weight or measure
of the drug product, and a statement
of the total weight or measure of any
dosage unit;

(3) A complete list of components
designated by names or codes suffi-
ciently specific to indicate any special
quality characteristic;

(4) An accurate statement of the
weight or measure of each component,
using the same weight system (metric,
avoirdupois, or apothecaryl for each
component.  Reasonable variations
may be permitted, however, In the
amount of components necessary for
the preparation in the dosage form,
provided they are justified in the
master production and control records;

(5) A statement concerning any cal-
culated excess of component;

(6) A statement of theoretical weight
or measure at appropriate phases of
processing:

(7) A statement of theoretical yield,
including the maximum and minimum
percentages of theoretical yield
beyond which investigation according
to§ 2 11.192 is required;

(8) A description of the drug product
containers, closures, and packaging
materials, including a specimen or
copy of each label and all other label-
ing signed and dated by the person or
persons responsible for approval of
such labeling;
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(9) Complete manufacturing and
control instructions, sampling and
testing procedures, specifications, spe-
cial notations, and precautions to be
followed.

§211.188 Batch production and control
recorde.

Batch production and control rec-
ords shall be prepared for each batch
of drug product produced and shall in-
clude complete information relating to
the productlon and control of each
batch. These records shall include:

(@) An accurate reproduction of the
appropriate master productlon or con-
trol record, checked for accuracy,
dated, and signed;

(b) Documentation that each signifi-
cant step in the manufacture, process-
ing, packing, or holdlng of the batch
was accomplished, including:

(1) Dates;

(2) Identlty of individual major
equipment and lines used;

(3) Specific identification of each
batch of component or in-process ma-
terial used;

(4) Weights and measures of compo-
nents used in the course of processing;

(5) In-process and laboratory control
results;

(6) Inspection of the packaging and
labeling area before and after use;

(7) A statement of the actual yield
and a statement of the percentage of
theoretical yield at appropriate phases
of processing;

(8) Complete labeling control rec-
ords, including specimens or copies of
all labeling used;

(9) Description of drug product con-
tainers and closures;

(10) Any sampling performed;

(11) Identification of the persons
performing and directly supervising or
checking each significant step in the
operatlon;

(12) Any investigation made accord-
ing to § 211.192.

(13) Results of examinations made
in accordance with § 211.134.

§ 211.192 Production record review.

All drug product production and
control records, including those for
packaging and labeling, shall be re-
viewed and approved by the quallty
control unit to determine compliance
with all established, approved written
procedures before a batch is released
or distributed. Any unexplained dis-
crepancy (Including a percentage of
theoretical yleld exceeding the maxi-
mum or minimum percentages estab-
lished in master productlon and con-
trol records) or the failure of a batch
or any of its components to meet any
of its specifications shall be thorough-
ly investigated, whether or not the
batch has alrady been distributed. The
investigation shall extend to other
batches of the same drug product and
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other drug products that may have
been associated with the specific fail-
ure or discrepancy. A written record of
the investigation shall be made and
shall include the conclusions and fol-
lowup.

§ 211.194 Laboratory records.

(a) Laboratory records shall include
complete data derived from all tests
necessary to assure compliance with
established specifications and stand-
ards, including examinations and
assays. as follows:

(1) A description of the sample re-
ceived for testing with identification
of source (that &location from where
sample was obtained). quantity, lot
number or other distinctive code, date
sample was taken, and date sample
was received for testing.

(2) A statement of each method used
in the testing of the sample. The state-
ment shall indicate the location of
data that establish that the methods
used in the testing of the sample meet
proper standards of accuracy and reli-
ability as applied to the product
tested. (If the method employed is in
the current revision of the United
States Pharmacopeia, National For-
mulary, Association of Official Analyt-
ical Chemists, Book of Methods.* or in
other recognized standard references,
or is detailed in an approved new drug
application and the referenced method
is not modified, a statement indicating
the method and reference will suffice).
The suitability of all testing methods
used shall be verified under actual
conditions of use.

(3) A statement of the weight or
measure of sample used for each test,
where appropriate.

(4) A complete record of all data se-
cured in the course of each test, in-
cluding all graphs, charts, and spectra
from  laboratory instrumentation,
properly identified to show the specif-
ic component, drug product container,
closure, in-process material, or drug
product, and lot tested.

(5) A record of all calculations per-
formed in connection with the test. in-
cluding units of measure. conversion
factors, and equivalency factors.

(6) A statement of the results of
tests and how the results compare
with established standards of identity,
strength, quality. and purity for the
component, drug product container,
closure, in-process material, or drug
product tested.

(7) The initials or signature of the
person who performs each test and
the date(s) the tests were performed.

(8) The initials or signature of a
second person showing that the origi-
nal records have been reviewed for ac-

“Copies may be obtained from: Associ-
atlon of Official Analytical Chemists, P.O.
Box 540 Be%aml Franklin Statlon. Wash-
ington. DC. 20204.
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curacy, completeness. and compliance
with established standards.

(b) Complete records shall be main-
tained of any modification of an estab-
lished method employed in testing.
Such records shall include the reason
for the modification and data to verify
that the modification produced results
that are at least as accurate and reli-
able for the material beingtested as
the established method.

(c) Complete records shall be main-
tained of any testing and standardiza-
tion of laboratory reference standards,
reagents, and standard solutions.

(d) Complete records shall be main-
tained of the periodic calibration of
laboratory instruments, apparatus,
gauges, and recording devices required
by 8§211.160(b)(4).

(e) Complete records shall be main-
tained of all stability testing per-
formed in accordance with § 211.166.

8§ 211.196 Distribution recorde.

Distribution records shall contain
the name and strength of the product
and a description of the dosage form.
name and address of the consignee.
date and quantity shipped, and lot or
control number of the drug product.

§ 211.198 Complaint files.

(@) Written procedures describing
the handling of all written and oral
complaints regarding a drug product
shall be established and followed.
Such procedures shall include provi-
sions for review by the quality control
unit, of any complaint involving the
possible failure of a drug product to
meet any of its specifications and, for
such drug products, a determination
as to the need for an investigation in
accordance with § 211.192.

(b) A written record of each com-
plaint shall be maintained in a file des-
ignated for drug product complaints.
The file regarding such drug product
complaints shall be maintained at the
establishment where the drug product
involved was manufactured, processed,
or packed, or such file may be main-
tained at another facility if the writ-
ten records in such files are readily
available for inspection at that other
facility. Written records involving a
drug product shall be maintained until
at least 1 year after the expiration
date of the drug product, or 1 year
after the date that the complaint was
received, whichever is longer. In the
case of certain OTC drug products
lacking expiration dating because they
meet the criteria for exemption under
$211.137. such written records shall be
maintained for 3 years after distribu-
tion of the drug product.

(1) The written record shall include
the following information, where
known: the name and strength of the
drug product, lot number, name of

complainant, nature of complaint, and
reply to complainant.

(@ Where an investigation under
§ 211.192 is conducted. the written
record shall include the findings of
the investigation and followup. The
record or copy of the record of the in-
vestigation shall be maintained at the
establishment where the investigation
occurred in accordance with
§ 211.180(c).

(3) Where an investigation under
§ 211.192 is not conducted. the written
record shall include the reason that an
investigation was found not to be nec-
essary and the name of the responsi-
ble person making such a determina-
tion.

Subpart K-Returned and Salvaged
Drug Products

§ 211.204 Returned drug products.

Returned drug products shall be
identified as such and held. If the Con-
ditions under which returned drug
products have been held, stored, or
shipped before or during their return.
or if the condition of the drug prod-
uct, its container, carton, or labeling.
as a result of storage or shipping, casts
doubt on the safety, identity, strength.
quality or purity of the drug product,
the returned drug product shall be de-
stroyed unless examination, testing, or
other investigations prove the drug
product meets appropriate standards
of safety, identity, strength. quality.
or purity. A drug product may be re-
processed provided the subsequent
drug product meets appropriate stand-
ards, specifications, and characteris-
tics. Records of returned drug prod-
ucts shall be maintained and shall in-
clude the name and label potency of
the drug product dosage form, lot
number (or control number or batch
number). reason for the return, quan-
tity returned. date of disposition, and
ultimate disposition of the returned
drug product. If the reason for a drug
product being returned implicates as-
sociated batches, an appropriate inves-
tigation shall be conducted in accord-
ance with the requirements of
§ 211.192. Procedures for the holding,
testing, and reprocessing of returned
drug products shall be in writing and
shall be followed.

§ 211.208 Drug product salvaging.

Drug products that have been sub-
jected to improper storage conditions
including extremes in temperature,
humidity. smoke, fumes, pressure, age.
or radiation due to natural disasters,
fires, accidents. or eauipment failures
shall not be salvaged and returned to
the marketplace. Whrncver there is a
question whether drug products have
been subjected to such conditions, sal-
vaging operations may be conducted
only if there is (a) evidence from labo-
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ratory tests and assays (including
animal feeding studies where applica-
ble) that the drug products meet all
applicable standards of identity,
strength. quality, and purity and (b)
evidence from inspection of the Prem-
ises that the drug products and their
associated packaging were not subject-
ed to improper_storage conditions as a
result of the disaster or accident. Or-
ganoleptic examinations shall be ac-
ceptable only as supplemental evi-
dence that the drug products meet ap-
propriate standards of identity.
strength, quality, and purity. Records
including name, lot numbedisand

RULES AND REGULATIONS

position shall be maintained for drug
products subject to this section.

PART 229-CURRENT GOOD MANU-
FACTURING PRACTICE FOR CER-
TAIN OTHER DRUG PRODUCTS

§ 229.25 [Revoked]

6. Byrevoking § 229.25 and thereby
revoking Part 229.

Effective date.. This regulation shall
be effective on March 1. 1979. The ex-
piration dating requirements under
these amendments and not previously
in effect shall apply to drug products
manufactured after that date.

45087

Secs. 501, 502, 505, 506, 507, 510. 701, 52
tat. 1049-1053 as amended, 59 Stat.
351. 352, 355. 356. 357. 360. 371); Pub. L. 02-
381, 86 Stat. 559-562.).

Dated: September 15, 1979.

SHERWIN GARDNER,
Acting Commissioner of
Food and Drugs.

NOTE - Incorporation by reference materi-
als approved by the Director of the Office
of the Federal Register on March 11. 1078
&footno_te 2) end October 21. 1077 (footnote
). Copies of referenced materials are on file
at the FEDERAL REGISTER library.

(FR Doc. 78-27121 Filed B-22-78; 12:43 pm)
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[4110-03]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
2L CFR Part 21 1]
[Docket No. 78N-0140]

HUMAN AND VETERINARY DRUGS; CURRENT

GOOD MANUFACTURING PRACTICE FOR
DRUG PRODUCTS

Exemptions for Certain OTC Drug Products

AGENCY: Food and Drug Administra-
tion.

ACTION: Proposed Rule.

SUMMARY: Based on comments re-
ceived in response to proposed changes
in current good manufacturing prac-
tice regulations for drugs, the agency
is proposing two additional provisions
as follows: (1) An exemption from re-
quired expiration dating for human
over-the-counter (OTC)drug products
that are marketed without dosage

limitations and are stable for at least 3

years; and (2) an exemption providing
for OTC drug products that are ordi-
narily marketed and consumed as
human foods and that may also fall
within the legal definition of drugs by
virtue of their intended use to be in-
spected under good manufacturing
practice regulations for foods rather
than such regulations for drugs. Until
final regulations under this proposal
are published,

PROPOSED RULES

adopted after careful consideration of
extensive comments from the public,
including consumers, regulated indus-
try, and health care professionals, in
response to a proposal published in
the FEDERAL REGISTER of February 13.

In considering the desirability of
exempting any class of drugs from ex-
piration dating, the Commissioneris
concerned that drug products that
may be unstable are routinely in the
marketplace and may not be fully con-

1976 (41 FR 68781. In light of those symed before deterioration occurs. For

comments, the Commissioner conclud-
ed that there was sufficient reason to
reconsider whether all human OTC
drug products should bear an expira-
tion date and whether OTC drug prod-
ucts that are ordinarily marketed and
consumed as human foods and that
may also fall within the legal defini-
tion of drugs by virtue of their intend-
ed use are more appropriately inspect-
ed under good manufacturing Practice
regulations for foods rather than
those for drugs. To fully consider
these issues, the Commissioner has de-

example, significant stability problems
have been noted with some fluoride
toothpastes. Therefore, to minimize
the possibility that human OTC drug
products with relatively short periods
of stability are permitted to be mar-
keted without expiration dating. the
Commissioner proposes that, as a con-
dition for exemption, the drug product
must be shown to be stable for at least
3 years. The 3-yeartime period is pro-
posed on the assumption that most
drug products of this type will be used

layed implementing certain require- py consumers well within the 3-year

ments under Part 211 (21 CFR Part

211) until comments on this proposal
can be evaluated and final regulations
published.

OTC DRUG PRODUCTS WITHOUT DOSAGE
LIMITATIONS

As discussed in the preamble to the

final regulations for Part 211. a sub-

stantial number of comments were re-
ceived concerning a proposed require-
ment that all drug products bear an
expiration date. Many comments, par-
ticularly those from certain segments
of the human OTC drug industry, sug-
gested that some drug products are so

manufacturers maysafe and are consumed so quickly that

continue to market without expiration expiration dating would be unneces-
dates human OTC drug products that sary for them. Respondents suggested
meet the proposed definitions. Simi- as examples of such human OTC drug
larly, until final regulations are adopt- products medicated shampoos and
ed, good manufacturing practice regu- topical lotions, creams, and ointments,
lations for foods will be applied to fluoride toothpaste. and rubbing alco-
OTC drug products that are ordinarily hol. Many persons objected to expira-
marketed and consumed as human tion dating for these classes of human
foods and that may also fall within OTC drug products on the basis that
the legal definition of drugs by virtue adding such information to immediate
of their intended use.

DATE: Comments by November 28,
1978.

containers and outer retail packages
was not cost-effective in relationship
to the benefit derived by the consum-

. er.
ADDRESS: Written comments to the ~The Commissioner recognizes that

Hearing Clerk (HFA-305),Food and
Drug Administration, Room 4-65. 5600
Fishers Lane, Rockville, MD 20857.

FOR FURTHER INFORMATION
CONTACT:

Clifford G. Broker (HFD-323}301-
Jr.
(HFD-30)]301-443-5220).Bureau of

443-5307), or Robert J. Rice,

Drugs. Departmentof Health, Edu-

cation, and Welfare, 5600 Fishers

Lane, Rockville. MD 20857.

SUPPLEMENTARY INFORMATION:
Elsewhere in this issue of the FEDERAL
REGISTER . the Commissioner of Food
and Drugs is issuing final regulations
for current good manufacturing prac-
tice (CGMP)for human and veteri-
nary drug products. They are being

FEDERAL REGISTER, VOL.

many human OTC drug products are
safe and suitable for frequent and
often prolonged use. Such products

are marketed without dosage limita-
tions and, typically, the contents of
the retail package are used in a rela-
tively short time. He believes that,
given the high market volume of these
types of preparations, their safety,
and the speed with which they are
usually used, the advantages of expira-
tion dating to the consumer may not
be worth the added cost, which is ulti-
mately borne by the consumer. There-
fore, the Commissioner considers it
reasonable to propose to exempt
human OTC drug products that have
no dosage limitations from the expira-
tion dating requirements of §211.137.

43, NO. 190 - FRIDAY,

period. The Commissioner notes that
one comment to the February 13, 1976
CGMP proposal stated that,
information regarding a leading medi-

cated shampoo, there is a 95 percent
probability that all of a batch of the

preparation is consumed within 83

weeks (1.6 years). Several other com-
ments also suggested that a specific
time period of stability (e.g. 3 or 5

years) would be appropriate for deter-

mining whether to require an expira-

tion date for certain human OTC drug

products.

The Commissioner is limiting the
proposed exemption under § 211.137 to
human OTC drug products because he
believes that it is inappropriate for
veterinary drug products. The veteri-
nary drug industry differs significant-
ly in nature and scope from the
human drug industry. Many of the
veterinary drug products available for
OTC sale contain active ingredients
that would cause these products to
bear the prescription legend if labeled
for human use. Examples of such vet-
erinary drug products are topical sul-
fonamides, nitrofurans, neomycin sul-
fate, oxytetracycline, hydrocortisone,
and polymyxin B. Consumers must be
assured that these drug products are
of sufficient potency to achieve their
intended therapeutic effect for animal
care.

The Commissioner believes that
OTC veterinary drug products that
are stable for at least 3 years and that
are labeled without dosage limitations
are likely to remain in distribution
channels longer than OTC human
drug products that meet the same cri-
teria. During this distribution period,
such veterinary drug products may be
exposed to adverse storage conditions,
such as those encountered in some
feed stores, that may affect their sta-
bility.
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OTC DRUG PRODUCTS ORDINARILY MAR-

PROPOSED RULES

to OTC drug products ordinarily con-

KETED AND CONSUMED As HUMAN sumed and marketed as human food
FOODS THAT MAY ALSO FALL wiTHIN and that otherwise meet the criteria

THE LEGAL DEFINITION OF DRUGS BY
VIRTUE OF THEIR INTENDED USE

The Commissioner has tentatively
concluded that a few products ordlnar-
ily consumed as human foods, but also
marketed as drugs, would be more ap-
propriately regulated under good man-
ufacturing practice regulations for
foods, i.e., 21 CFR Part 110 and, if ap-
propriate, 21 CFR Parts 113 through
129. Therefore, he proposes to exempt
from Part 211. OTC drug products
that are also human foods, If they are
ordinarily consumed as human foods
and if all their ingredients are ordinar-
ile/ consumed as human foods. Exam-
ples of products that the Commission-
er believes would be covered by the
proposed exemption are él) some
candy cough drops that are formulat-
ed entirely of ingredients ordinarily
consumed as human foods or ingredi-
ents of human food products; and (2)
sodium bicarbonate labeled for use as
an antacid, but ordinarily used as an
ingredient of human foods under the
more common "baking soda’ label.

In proposing this exemption for
drugs that are also human foods. the
Commissioner has considered, first,
the inadvisability of applying drug
CGMP regulations that are not neces-
sary to assure appropriate quality
characteristics in view of the intended
use of a product and, second, the rea-
sonableness of applying human food

GMP regulations toa product manu-.

factured, handled, and ordinarily con-
sumed as a human food.

The Commissioner has considered
the merits of applylng an exemption
from Part 211 to OTC drug products
that are also animal foods, and that
otherwise would meet the criteria for
exemption. He has concluded that the
CGMP's for human food are not suit-
able for determining compliance with
current good manufacturm? practice
for certain types of animal food. He
also notes that no existing CGPM reg-
ulations apply to animal-feed. There-
fore, the Commissioner has limited
the proposed exemption from Part 211

for exemption in this FEDERAL Recls-
TER proposal. ] o
The Commissioner especially invites
comments on the desirability of pro-
viding these exemptions. He also re-
uests comment on whether the
classes of drug products proposed for
exemption are adequately defined,
articularly on the adequacy of at
east a 3-year period of stability. He in-
vites manufacturers to identify prod-
ucts that appear likely to be exempted

under this proposal. .

The Commissioner wishes to make
clear that in proposing these exemp-
tions for these types of products, he
does not intend that the products be
exempt from other provisions of the
act and regulations that are applicable
to drugs or drug products. )

The Commissioner has determined
that this document does not contain
an agency action covered by 21 CFR
25.1(b), and consideration by the
agency of the need for preparing an
environmental impact statement is not
required.

herefore. under the Federal Food.
Drug, and Cosmetic Act (secs. 501, 502.
505. 506. 507, 512. 701, 52 Stat. 1049-
1053 as amended, 1055-1056 as amend-
ed, 55 Stat. 851, 59 Stat. 463 as amend-
ed, 82 Stat. 343-351 (21 U.S.C. 351.352,
355, 356, 357, 360D, 371)) and under au-
thority delegated to him (21 CFR 5.11.
the Commissioner proposes to amend
Part 211 as follows:

1. In 8211.1 by revising paragraph
(c) to read as follows:

§ 211.1 Scope.

. * * * *

(c) OTC drug products ordinarily
marketed and consumed as human
foods that may also fall within the
legal definition  of drugs by virtue of
their intended use: Drug products that
meet these criteria shall be subject to
Part 110 of this chapter, and where
applicable, Parts 113 through 129 of
this chapter, in determining whether
such products are manufactured. Pro-
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cessed, packed, or held in conformance
with turrent good manufacturing
practice.

2.In§ 211.137 by revising paragraph
(f) to read as follows:

§ 211.137 Expiration dating.

(f) Human OTC drug products are
exempt from the requirements of this
section if their labeling does not bear
dosage limitation and they are stable
for at least 3 years, as supported by
appropriate stability data.

Interested persons may, on or before
November 28. 1978, submit to the
Hearing Clerk (HFA-305), Food and
Drug Administration. Rm. 4-65, 5600
Fishers Lane, Rockville, Md. 20857,
written comments regarding this Pro-
posal. Four copies of all comments
shall be submitted, except that indi-
viduals may submit single copies of
comments, and shall be identified with
the Hearing Clerk docket number
found in brackets in the heading of
this document. Received comments
may be seen in the above office be-
tween the hours of 9 a.m. and 4 P.m.,
Monday through Friday. .

In accordance with Executive Order
12044, the economic effects of this
proposal have been carefully analyzed,
and it has been determined that the
proposed rulemaking does not involve
major economic consequences as de-
fined by that order. Assessment of the
economic impact has been made in
conjunction with the economic impact
assessment of the final regulations for
current good manufacturing practice
for human _and veterinary drugs
(Docket No. 75N-0339) a?pearlng else-
where in this issue of the FEDERAL
ReGISTER. A copy of the economic
impact assessment is on file with the
Hearing Clerk, Food and Drug Admin-
istration.

Dated: September 15. 1978.

SHERW N GARDNER,
Acting Commissioner
of Food and Drugs.

(FRDoc. 78-27122 Filed 9-22-78: 12:43 pm]
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