Food and Drug Administration, HHS

stages of the processing; and the deter-
mination of the finished yield, shall be
performed by one or more competent,
responsible individuals. If such steps in
the processing are controlled by preci-
sion, automatic, mechanical, or elec-
tronic equipment, their proper per-
formance shall be adequately checked
by one or more competent, responsible
individuals.

(b) All containers to be used for undi-
luted drugs, drug components, inter-
mediate mixtures thereof, and Type A
medicated article(s) shall be received,
adequately identified, and properly
stored and handled in a manner ade-
quate to avoid mixups and contamina-
tion.

(¢c) Equipment, including dust-con-
trol and other equipment, such as that
used for holding and returning recov-
ered or flush-out materials back into
production, shall be maintained and
operated in a manner to avoid contami-
nation of the Type A medicated arti-
cle(s) and to insure the integrity of the
finished product.

(d) Competent and responsible per-
sonnel shall check actual against theo-
retical yield of a batch of Type A medi-
cated article(s), and, in the event of
any significant discrepancies, key per-
sonnel shall prevent distribution of the
batch in question and other associated
batches of Type A medicated article(s)
that may have been involved in a
mixup with it.

(e) Adequate procedures for cleaning
of those parts of storage, mixing con-
veying and other equipment coming in
contact with the drug component of
the Type A medicated article(s) shall
be used to avoid contamination of Type
A medicated article(s).

(f) If there is sequential production of
batches of a Type A medicated arti-
cle(s) containing the same drug compo-
nent (or components) at the same or
lower levels, there shall be sufficient
safeguards to avoid any buildup above
the specified levels of the drug compo-
nents in any of the batches of the Type
A medicated article(s).

(g) Production and control proce-
dures shall include provision for dis-
continuing distribution of any Type A
medicated article(s) found by the assay
procedures, or other controls per-
formed to fail to conform to appro-

§226.58

priate specifications. Distribution of
subsequent production of such Type A
medicated article(s) shall not begin
until it has been determined that prop-
er control procedures have been estab-
lished.

§226.42

(a) Drug components, including undi-
luted drugs and any intermediate
mixes containing drugs used in the
manufacture and processing of Type A
medicated article(s), shall be received,
examined or tested, stored, handled,
and otherwise controlled in a manner
to maintain the integrity and identi-
fication of such articles. Appropriate
receipt and inventory records shall be
maintained for 2 years, and such
records shall show the origin of any
drug components, the manufacturer’s
control number (if any), the dates and
batches in which they were used, and
the results of any testing of them.

(b) Nondrug components shall be
stored and otherwise handled in a man-
ner to avoid contamination, including
cross-contamination from manufac-
turing operations.

Components.

§226.58

Laboratory controls shall include the
establishment of adequate specifica-
tions and test procedures to assure
that the drug components and the Type
A medicated article(s) conform to ap-
propriate standards of identity,
strength, quality, and purity. Labora-
tory controls shall include:

(a) The establishment of master
records containing appropriate speci-
fications and a description of the test
procedures used to check them for each
kind of drug component used in the
manufacture of Type A medicated arti-
cle(s). This may consist of the manu-
facturer’s or supplier’s statement of
specifications and methods of analyses.

(b) The establishment of specifica-
tions for Type A medicated article(s)
and a description of necessary labora-
tory test procedures to check such
specifications.

(c) Assays which shall be made of
representative samples of finished
Type A medicated article(s) in accord-
ance with the following schedule:

Laboratory controls.
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§226.80

(1) Each batch of a Type A medicated
article(s) manufactured from an undi-
luted drug shall be assayed for its drug
component(s).

(2) In the case of Type A medicated
article(s) which are manufactured by
dilution of Type A medicated article(s)
assayed in accordance with paragraph
(c)(1) of this section, each batch shall
be assayed for its drug component(s)
with the first five consecutive batches
assaying within the limitations, fol-
lowed thereafter by assay of represent-
ative samples of not less than 5 percent
of all batches produced. When any
batch does not assay within limita-
tions, each batch should again be as-
sayed until five consecutive batches
are within limitations.

(d) A determination establishing that
the drug components remain uniformly
dispersed and stable in the Type A
medicated article(s) under ordinary
conditions of shipment, storage, and
use. This may consist of a determina-
tion on a Type A medicated article(s)
of substantially the same formula and
characteristics. Suitable expiration
dates shall appear on the labels of the
Type A medicated article(s) to assure
that the articles meet the appropriate
standards of identity, strength, qual-
ity, and purity at the time of use.

(e) Adequate provision to check the
reliability, accuracy, and precision of
any laboratory test procedure used.
The official methods in ‘‘Methods of
Analysis of the Association of Official
Analytical Chemists,””! methods de-
scribed in an official compendium, and
any method submitted as a part of a
food additive petition or new-drug ap-
plication that has been accepted by the
Food and Drug Administration shall be
regarded as meeting this provision.

(f) Provisions for the maintenance of
the results of any assays, including
dates and endorsement of analysts.
Such records shall be retained in the
possession of the manufacturer and
shall be maintained for a period of at
least 2 years after distribution by the

1Copies may be obtained from: Association
of Official Analytical Chemists, 2200 Wilson
Blvd., Suite 400, Arlington, VA 22201-3301.
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manufacturer of the Type A medicated
article(s) has been completed.

[40 FR 14031, Mar. 27, 1975, as amended at 55
FR 11577, Mar. 29, 1990; 556 FR 23703, June 12,
1990]

Subpart D—Packaging and
Labeling

§226.80 Packaging and labeling.

(a) Packaging and labeling oper-
ations shall be adequately controlled:

(1) To assure that only those Type A
medicated article(s) that have met the
specifications established in the mas-
ter-formula records shall be distrib-
uted.

(2) To prevent mixups during the
packaging and labeling operations.

(3) To assure that correct labeling is
employed for each Type A medicated
article(s).

(4) To identify Type A medicated ar-
ticle(s) with lot or control numbers
that permit determination of the his-
tory of the manufacture and control of
the batch of Type A medicated arti-
cle(s).

(b) Packaging and labeling oper-
ations shall provide:

(1) For storage of labeling in a man-
ner to avoid mixups.

(2) For careful checking of labeling
for identity and conformity to the la-
beling specified in the batch-produc-
tion records.

(3) For adequate control of the quan-
tities of labeling issued for use with
the Type A medicated article(s).

(c) Type A medicated article(s) shall
be distributed in suitable containers to
insure the safety, identity, strength,
and quality of the finished product.

Subpart E—Records and Reports

§226.102 Master-formula and batch-
production records.

(a) For each Type A medicated arti-
cle(s) master-formula records shall be
prepared, endorsed, and dated by a
competent and responsible individual
and shall be independently checked,
reconciled, endorsed, and dated by a
second competent and responsible indi-
vidual. The record shall include:
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