§ 211.167

21 CFR Ch. I (4–1–10 Edition)

(4) Testing of the drug product in the
same container-closure system as that
in which the drug product is marketed;
(5) Testing of drug products for reconstitution at the time of dispensing
(as directed in the labeling) as well as
after they are reconstituted.
(b) An adequate number of batches of
each drug product shall be tested to determine an appropriate expiration date
and a record of such data shall be
maintained. Accelerated studies, combined with basic stability information
on the components, drug products, and
container-closure system, may be used
to support tentative expiration dates
provided full shelf life studies are not
available and are being conducted.
Where data from accelerated studies
are used to project a tentative expiration date that is beyond a date supported by actual shelf life studies,
there must be stability studies conducted, including drug product testing
at appropriate intervals, until the tentative expiration date is verified or the
appropriate expiration date determined.
(c) For homeopathic drug products,
the requirements of this section are as
follows:
(1) There shall be a written assessment of stability based at least on testing or examination of the drug product
for compatibility of the ingredients,
and based on marketing experience
with the drug product to indicate that
there is no degradation of the product
for the normal or expected period of
use.
(2) Evaluation of stability shall be
based on the same container-closure
system in which the drug product is
being marketed.
(d) Allergenic extracts that are labeled ‘‘No U.S. Standard of Potency’’
are exempt from the requirements of
this section.
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[43 FR 45077, Sept. 29, 1978, as amended at 46
FR 56412, Nov. 17, 1981]

§ 211.167 Special testing requirements.
(a) For each batch of drug product
purporting to be sterile and/or pyrogenfree, there shall be appropriate laboratory testing to determine conformance
to such requirements. The test procedures shall be in writing and shall be
followed.

(b) For each batch of ophthalmic
ointment, there shall be appropriate
testing to determine conformance to
specifications regarding the presence of
foreign particles and harsh or abrasive
substances. The test procedures shall
be in writing and shall be followed.
(c) For each batch of controlled-release dosage form, there shall be appropriate laboratory testing to determine
conformance to the specifications for
the rate of release of each active ingredient. The test procedures shall be in
writing and shall be followed.
§ 211.170 Reserve samples.
(a) An appropriately identified reserve sample that is representative of
each lot in each shipment of each active ingredient shall be retained. The
reserve sample consists of at least
twice the quantity necessary for all
tests required to determine whether
the active ingredient meets its established specifications, except for sterility and pyrogen testing. The retention time is as follows:
(1) For an active ingredient in a drug
product other than those described in
paragraphs (a) (2) and (3) of this section, the reserve sample shall be retained for 1 year after the expiration
date of the last lot of the drug product
containing the active ingredient.
(2) For an active ingredient in a radioactive drug product, except for nonradioactive reagent kits, the reserve
sample shall be retained for:
(i) Three months after the expiration
date of the last lot of the drug product
containing the active ingredient if the
expiration dating period of the drug
product is 30 days or less; or
(ii) Six months after the expiration
date of the last lot of the drug product
containing the active ingredient if the
expiration dating period of the drug
product is more than 30 days.
(3) For an active ingredient in an
OTC drug product that is exempt from
bearing an expiration date under
§ 211.137, the reserve sample shall be retained for 3 years after distribution of
the last lot of the drug product containing the active ingredient.
(b) An appropriately identified reserve sample that is representative of
each lot or batch of drug product shall
be retained and stored under conditions

158

VerDate Mar<15>2010

08:48 May 17, 2010

Jkt 220068

PO 00000

Frm 00168

Fmt 8010

Sfmt 8010

Y:\SGML\220068.XXX

220068

Food and Drug Administration, HHS

§ 211.180

consistent with product labeling. The
reserve sample shall be stored in the
same immediate container-closure system in which the drug product is marketed or in one that has essentially the
same characteristics. The reserve sample consists of at least twice the quantity necessary to perform all the required tests, except those for sterility
and pyrogens. Except for those for drug
products described in paragraph (b)(2)
of this section, reserve samples from
representative sample lots or batches
selected by acceptable statistical procedures shall be examined visually at
least once a year for evidence of deterioration unless visual examination
would affect the integrity of the reserve sample. Any evidence of reserve
sample deterioration shall be investigated in accordance with § 211.192.
The results of the examination shall be
recorded and maintained with other
stability data on the drug product. Reserve samples of compressed medical
gases need not be retained. The retention time is as follows:
(1) For a drug product other than
those described in paragraphs (b) (2)
and (3) of this section, the reserve sample shall be retained for 1 year after
the expiration date of the drug product.
(2) For a radioactive drug product,
except for nonradioactive reagent kits,
the reserve sample shall be retained
for:
(i) Three months after the expiration
date of the drug product if the expiration dating period of the drug product
is 30 days or less; or
(ii) Six months after the expiration
date of the drug product if the expiration dating period of the drug product
is more than 30 days.
(3) For an OTC drug product that is
exempt for bearing an expiration date
under § 211.137, the reserve sample must
be retained for 3 years after the lot or
batch of drug product is distributed.
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[48 FR 13025, Mar. 29, 1983, as amended at 60
FR 4091, Jan. 20, 1995]

§ 211.173 Laboratory animals.
Animals used in testing components,
in-process materials, or drug products
for compliance with established specifications shall be maintained and controlled in a manner that assures their

suitability for their intended use. They
shall be identified, and adequate
records shall be maintained showing
the history of their use.
§ 211.176

Penicillin contamination.

If a reasonable possibility exists that
a non-penicillin drug product has been
exposed to cross-contamination with
penicillin, the non-penicillin drug product shall be tested for the presence of
penicillin. Such drug product shall not
be marketed if detectable levels are
found when tested according to procedures specified in ‘Procedures for Detecting and Measuring Penicillin Contamination in Drugs,’ which is incorporated by reference. Copies are available from the Division of Research and
Testing (HFD–470), Center for Drug
Evaluation and Research, Food and
Drug
Administration,
5100
Paint
Branch Pkwy., College Park, MD 20740,
or available for inspection at the National Archives and Records Administration (NARA). For information on
the availability of this material at
NARA, call 202–741–6030, or go to: http://
www.archives.gov/federallregister/
codeloflfederallregulations/
ibrllocations.html.
[43 FR 45077, Sept. 29, 1978, as amended at 47
FR 9396, Mar. 5, 1982; 50 FR 8996, Mar. 6, 1985;
55 FR 11577, Mar. 29, 1990; 66 FR 56035, Nov. 6,
2001; 69 FR 18803, Apr. 9, 2004]

Subpart J—Records and Reports
§ 211.180

General requirements.

(a) Any production, control, or distribution record that is required to be
maintained in compliance with this
part and is specifically associated with
a batch of a drug product shall be retained for at least 1 year after the expiration date of the batch or, in the case
of certain OTC drug products lacking
expiration dating because they meet
the criteria for exemption under
§ 211.137, 3 years after distribution of
the batch.
(b) Records shall be maintained for
all components, drug product containers, closures, and labeling for at
least 1 year after the expiration date
or, in the case of certain OTC drug
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