§211.100

§211.94 Drug product containers and clo-
sures.

* * * * *

(¢) Drug product containers and closures
shall be clean and, where indicated by the
nature of the drug, sterilized and processed
to remove pyrogenic properties to assure
that they are suitable for their intended use.
Such depyrogenation processes shall be
validated.

Subpart F—Production and
Process Controls

§211.100 Written
ations.

(a) There shall be written procedures
for production and process control de-
signed to assure that the drug products
have the identity, strength, quality,
and purity they purport or are rep-
resented to possess. Such procedures
shall include all requirements in this
subpart. These written procedures, in-
cluding any changes, shall be drafted,
reviewed, and approved by the appro-
priate organizational units and re-
viewed and approved by the quality
control unit.

(b) Written production and process
control procedures shall be followed in
the execution of the various production
and process control functions and shall
be documented at the time of perform-
ance. Any deviation from the written
procedures shall be recorded and justi-
fied.

procedures; devi-

§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 established
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:
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(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 sec-
ond 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
records;

(3) The containers are properly iden-
tified.

(d) Bach component shall be added to
the batch by one person and verified by
a second person.

EFFECTIVE DATE NOTE: At 72 FR 68069, Dec.
4, 2007, §211.101 was amended by revising
paragraphs (c) and (d), effective Apr. 17, 2008.
For the convenience of the user, the revised
text is set forth as follows:

§211.101 Charge-in of components.

* * * * *

(c) Weighing, measuring, or subdividing op-
erations for components shall be adequately
supervised. Each container of component dis-
pensed to manufacturing 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 records;

(3) The containers are properly identified.
If the weighing, measuring, or subdividing
operations are performed by automated
equipment under §211.68, only one person is
needed to assure conditions of paragraphs
(¢)(1), (c)(2), and (c)(3) of this section have
been met.

(d) Each component shall either be added
to the batch by one person and verified by a
second person or, if the components are
added by automated equipment under
§211.68, only verified by one person.

§211.103 Calculation of yield.

Actual yields and percentages of the-
oretical yield shall be determined at
the conclusion of each appropriate
phase of manufacturing, processing,
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packaging, or holding of the drug prod-
uct. Such calculations shall be per-
formed by one person and independ-
ently verified by a second person.

EFFECTIVE DATE NOTE: At 72 FR 68069, Dec.
4, 2007, §211.103 was revised, effective Apr. 17,
2008. For the convenience of the user, the re-
vised text is set forth as follows:

§211.103 Calculation of yield.

Actual yields and percentages of theo-
retical yield shall be determined at the con-
clusion of each appropriate phase of manu-
facturing, processing, packaging, or holding
of the drug product. Such calculations shall
either be performed by one person and inde-
pendently verified by a second person, or, if
the yield is calculated by automated equip-
ment under §211.68, be independently verified
by one person.

§211.105

(a) All compounding and storage con-
tainers, processing lines, and major
equipment used during the production
of a batch of a drug product shall be
properly identified at all times to indi-
cate their contents and, when nec-
essary, the phase of processing of the
batch.

(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.

Equipment identification.

§211.110 Sampling and testing of in-
process materials and drug prod-
ucts.

(a) To assure batch uniformity and
integrity of drug products, written pro-
cedures shall be established and fol-
lowed that describe the in-process con-
trols, and tests, or examinations to be
conducted on appropriate samples of
in-process materials of each batch.
Such control procedures shall be estab-
lished to monitor the output and to
validate the performance of those man-
ufacturing processes that may be re-
sponsible for causing variability in the
characteristics of in-process material
and the drug product. Such control

§211.110

procedures shall include, but are not
limited to, the following, where appro-
priate:

(1) Tablet or capsule weight wvari-
ation;

(2) Disintegration time;

(3) Adequacy of mixing to assure uni-
formity and homogeneity;

(4) Dissolution time and rate;

(5) Clarity, completeness, or pH of so-
lutions.

(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.

(¢) In-process materials shall be test-
ed for identity, strength, quality, and
purity as appropriate, and approved or
rejected by the quality control unit,
during the production process, e.g., at
commencement or completion of sig-
nificant phases or after storage for
long periods.

(d) Rejected in-process materials
shall be identified and controlled under
a quarantine system designed to pre-
vent their use in manufacturing or
processing operations for which they
are unsuitable.

EFFECTIVE DATE NOTE: At 72 FR 68069, Dec.
4, 2007, §211.110 was amended by revising
paragraph (a) introductory text and adding
paragraph (a)(6), effective Apr. 17, 2008. For
the convenience of the user, the revised and
added text is set forth as follows:

§211.110 Sampling and testing of in-process
materials and drug products.

(a) To assure batch uniformity and integ-
rity of drug products, written procedures
shall be established and followed that de-
scribe 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 vali-
date the performance of those manufacturing
processes that may be responsible for caus-
ing variability in the characteristics of in-
process material and the drug product. Such
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