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§211.86

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
identity tests, if they exist, shall be
used.

(2) Bach 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 least one specific identity test is
conducted on such component by the
manufacturer, and provided that the
manufacturer establishes the reli-
ability of the supplier’s analyses
through appropriate validation of the
supplier’s test results at appropriate
intervals.

(3) Containers and closures shall be
tested for conformity with all appro-
priate written specifications. In lieu of
such testing by the manufacturer, a
certificate of testing may be accepted
from the supplier, provided that at
least a visual identification is con-
ducted on such containers/closures by
the manufacturer and provided that
the manufacturer establishes the reli-
ability of the supplier’s test results
through appropriate validation of the
supplier’s test results at appropriate
intervals.

(4) When appropriate, components
shall be microscopically examined.

(56) Each lot of a component, drug
product container, or closure that is
liable to contamination with filth, in-
sect infestation, or other extraneous
adulterant shall be examined against
established specifications for such con-
tamination.

(6) Each lot of a component, drug
product container, or closure with po-
tential for microbiological contamina-
tion that is objectionable in view of its
intended use shall be subjected to
microbiological tests before use.

(e) Any lot of components, drug prod-
uct containers, or closures that meets
the appropriate written specifications
of identity, strength, quality, and pu-
rity and related tests under paragraph
(d) of this section may be approved and

21 CFR Ch. | (4-1-09 Edition)

released for use. Any lot of such mate-
rial that does not meet such specifica-
tions shall be rejected.

[43 FR 45077, Sept. 29, 1978, as amended at 63
FR 14356, Mar. 25, 1998; 73 FR 51932, Sept. 8,
2008]

§211.86 Use of approved components,
drug product containers, and clo-
sures.

Components, drug product con-
tainers, and closures approved for use
shall be rotated so that the oldest ap-
proved stock is used first. Deviation
from this requirement is permitted if
such deviation is temporary and appro-
priate.

§211.87 Retesting of approved compo-
nents, drug product containers, and
closures.

Components, drug product con-
tainers, and closures shall be retested
or reexamined, as appropriate, for iden-
tity, strength, quality, and purity and
approved or rejected by the quality
control unit in accordance with §211.84
as necessary, e.g., after storage for
long periods or after exposure to air,
heat or other conditions that might ad-
versely affect the component, drug
product container, or closure.

§211.89 Rejected components, drug
product containers, and closures.

Rejected components, drug product
containers, and closures shall be iden-
tified and controlled under a quar-
antine system designed to prevent
their use in manufacturing or proc-
essing operations for which they are
unsuitable.

§211.94 Drug product containers and
closures.

(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
provide adequate protection against
foreseeable external factors in storage
and use that can cause deterioration or
contamination of the drug product.
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(c) Drug product containers and clo-
sures shall be clean and, where indi-
cated by the nature of the drug, steri-
lized and ©processed to remove
pyrogenic properties to assure that
they are suitable for their intended
use. Such depyrogenation processes
shall be validated.

(d) Standards or specifications, meth-
ods of testing, and, where indicated,
methods of cleaning, sterilizing, and
processing to remove pyrogenic prop-
erties shall be written and followed for
drug product containers and closures.

[43 FR 45077, Sept. 29, 1978, as amended at 73
FR 51932, Sept. 8, 2008]

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

§211.105

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

(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.

[43 FR 45077, Sept. 29, 1978, as amended at 73
FR 51932, Sept. 8, 2008]

§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,
packaging, or holding of the drug prod-
uct. Such calculations shall either be
performed by one person and independ-
ently verified by a second person, or, if
the yield is calculated by automated
equipment under §211.68, be independ-
ently verified by one person.

[73 FR 51932, Sept. 8, 2008]

§211.105 Equipment identification.

(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
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