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2. Can containers, closures, and packaging materials be sampled for receipt
examination in the warehouse?
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Yes.

Generally, we believe that sampling in a typical drug manufacturing facility warehouse would
not represent a risk to the container/closure or affect the integrity of the sample results. But
whether the act of collecting a sample in the warehouse violates the CGMPs requirement that
containers "be opened, sampled, and sealed in a manner designed to prevent contamination of
their contents..."” will depend on the purported quality characteristics of the material under
sample and the warehouse environment. For container/closures purporting to be sterile or
depyrogenated, sampling should be under conditions equivalent to the purported quality of the
material: a warehouse environment would not suffice (see 211.94 and 211.113(b)). This is to
preserve the fitness for use of the remaining container/closures as well as ensure sample integrity,
if they are to be examined for microbial contamination. At a minimum, any sampling should be
performed in a manner to limit exposure to the environment during and after the time samples
are removed (i.e., wiping outside surfaces, limiting time that the original package is open, and
properly resealing original package). Well-written and followed procedures are the critical
elements.
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Note that the CGMPs at 211.84 permit a manufacturer to release for use a shipment of
containers/closures based on the supplier's certificate of analysis and a visual identification of the
containers/closures. Once a supplier's reliability has been established by validation of their test
results, a manufacturer could perform the visual examination entirely in the warehouse.
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References:

e 21 CFR 211.84: Testing and approval or rejection of components, drug product
containers, and closures  (FR{F : ERCIZIRSCERSC O bk % $8#k)

e 21 CFR 211.94: Drug product containers and closures
e 21 CFR 211.113(b): Control of microbiological contamination

e 21 CFR 211.122: Materials examination and usage criteria

Contact for further information:

Anthony Charity, CDER
anthrony.charity@fda.hhs.gov
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Rix:
§ 211.84 Testing and approval or rejection of components, drug product containers, and closures
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(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.
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(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 be
based upon appropriate criteria such as statistical criteria for component variability, confidence levels, and
degree of precision desired, the past quality history of the supplier, and the quantity needed for analysis
and reserve where required by §211.170.
AEBRE T IIRAIE, Fey OB I LI GRIE)  AEF T2k RT 528, 7L
Z PRI DR TEER KOS IR O DERIT 258 (7)) o RIE M RO NT Y % - FiEH
Loyl s BBLE SNDREEIZ OV TORGTRIETE, 3 O EOWERE, 5 L 1§211.170T
FUR SN TV D 08T & RAFIC LB R 572 E O U 2 HIEr B IS b D TH H 2 &,

(FRYE : X “each shipment of each lot” (X, FERZ L VT WA TARAHIEL, 2 v MIOWT, O
B BRER 2T T NERRT 2 L) EIRLTE, )

(c) Samples shall be collected in accordance with the following procedures:
P TME, DEDOFIAICHES TRIRT 5 2 &,
(1) The containers of components selected shall be cleaned where necessary, by appropriate means.
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(2) The containers shall be opened, sampled, and resealed in a manner designed to prevent contamination
of their contents and contamination of other components, drug product containers, or closures.
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(3) Sterile equipment and aseptic sampling techniques shall be used when necessary.
B GEIE, EE O BASE & | BEBEEC L I NABRRIGEZ N5 2 L,

(4) If it is necessary to sample a component from the top, middle and bottom of its container, such sample
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subdivisions shall not be composited for testing.
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(5) Sample containers shall be identified so that the following information can be determined: name of the
material sampled, the lot number, the container from which the sample was taken, the data on which the
sample was taken, and the name of the person who collected the sample.
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(6) Containers from which samples have been taken shall be marked to show that samples have been
removed from them.
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(d) Samples shall be examined and tested as follows:
Yo TME, SDEDOLHITHmAEL, BB 5L

(1) At least one test shall be conducted to verify the identity of each component of a drug product. Specific
identity tests, if they exist, shall be used.
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(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 least one specific identity test is conducted on such
component by the manufacturer, and provided that the manufacturer establishes the reliability of the
supplier's analyses through appropriate validation of the supplier's test results at appropriate intervals.
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(3) Containers and closures shall be tested for conformance with all appropriate written procedures. In lieu

of such testing by the manufacturer, a certificate of testing may be accepted from the supplier, provided
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that at least a visual identification is conducted on such containers/closures by the manufacturer and
provided that the manufacturer establishes the reliability of the supplier's test results through appropriate
validation of the supplier's test results at appropriate intervals.
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(4) When appropriate, components shall be microscopically examined.
N2 GEITE, B OBBEREZTT O 2 L,

(5) Each lot of a component, drug product container, or closure that is liable to contamination with filth,
insect infestation, or other extraneous adulterant shall be examined against established specifications for
such contamination.
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(6) Each lot of a component, drug product container, or closure that is liable to microbiological
contamination that is objectionable in view of its intended use shall be subjected to microbiological tests
before use.
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(e) Any lot of components, drug product containers, or closures that meets the appropriate written
specifications of identity, strength, quality, and purity 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.
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