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§211.84

the area shall conform to the require-
ments of §211.80.

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

§211.84 Testing and approval or rejec-
tion of components, drug product
containers, and closures.

(a) Each lot of components, drug
product containers, and closures shall
be withheld from use until the lot 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 num-
ber of containers to be sampled, and
the amount of material to be taken
from each container, shall be based
upon appropriate criteria such as sta-
tistical criteria for component varia-
bility, confidence levels, and degree of
precision desired, the past quality his-
tory 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 when necessary
in a manner to prevent introduction of
contaminants into the component.

(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-
ponent from the top, middle, and bot-
tom of its container, such sample sub-
divisions shall not be composited for
testing.

(5) Sample containers shall be identi-
fied so that the following information
can be determined: name of the mate-
rial sampled, the lot number, the con-
tainer from which the sample was
taken, the date 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
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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
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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.

(c) Drug product containers and clo-
sures shall be clean and, where indi-
cated by the nature of the drug, steri-

§211.94

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.

(e) Medical gas containers and closures
must meet the following requirements—(1)
Gas-specific use outlet connections. Port-
able cryogenic medical gas containers
that are not manufactured with perma-
nent gas use outlet connections (e.g.,
those that have been silver-brazed)
must have gas-specific use outlet con-
nections that are attached to the valve
body so that they cannot be readily re-
moved or replaced (without making the
valve inoperable and preventing the
containers’ use) except by the manu-
facturer. For the purposes of this para-
graph, the term ‘‘manufacturer’” in-
cludes any individual or firm that fills
high-pressure medical gas cylinders or
cryogenic medical gas containers. For
the purposes of this section, a ‘‘port-
able cryogenic medical gas container”
is one that is capable of being trans-
ported and is intended to be attached
to a medical gas supply system within
a hospital, health care entity, nursing
home, other facility, or home health
care setting, or is a base unit used to
fill small cryogenic gas containers for
use by individual patients. The term
does not include cryogenic containers
that are not designed to be connected
to a medical gas supply system, e.g.,
tank trucks, trailers, rail cars, or
small cryogenic gas containers for use
by individual patients (including port-
able liquid oxygen units as defined at
§868.56565 of this chapter).

(2) Label and coloring requirements.
The labeling specified at §201.328(a) of
this chapter must be affixed to the con-
tainer in a manner that does not inter-
fere with other labeling and such that
it is not susceptible to becoming worn
or inadvertently detached during nor-
mal use. Each such label as well as ma-
terials used for coloring medical gas
containers must be reasonably resist-
ant to fading, durable when exposed to
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