
164 

21 CFR Ch. I (4–1–12 Edition) § 211.160 

(a) A procedure whereby the oldest 
approved stock of a drug product is dis-
tributed first. Deviation from this re-
quirement is permitted if such devi-
ation is temporary and appropriate. 

(b) A system by which the distribu-
tion of each lot of drug product can be 
readily determined to facilitate its re-
call if necessary. 

Subpart I—Laboratory Controls 
§ 211.160 General requirements. 

(a) The establishment of any speci-
fications, standards, sampling plans, 
test procedures, or other laboratory 
control mechanisms required by this 
subpart, including any change in such 
specifications, standards, sampling 
plans, test procedures, or other labora-
tory control mechanisms, shall be 
drafted by the appropriate organiza-
tional unit and reviewed and approved 
by the quality control unit. The re-
quirements in this subpart shall be fol-
lowed and shall be documented at the 
time of performance. Any deviation 
from the written specifications, stand-
ards, sampling plans, test procedures, 
or other laboratory control mecha-
nisms shall be recorded and justified. 

(b) Laboratory controls shall include 
the establishment of scientifically 
sound and appropriate specifications, 
standards, sampling plans, and test 
procedures designed to assure that 
components, drug product containers, 
closures, in-process materials, labeling, 
and drug products conform to appro-
priate standards of identity, strength, 
quality, and purity. Laboratory con-
trols shall include: 

(1) Determination of conformity to 
applicable written specifications for 
the acceptance of each lot within each 
shipment of components, drug product 
containers, closures, and labeling used 
in the manufacture, processing, pack-
ing, or holding of drug products. The 
specifications shall include a descrip-
tion of the sampling and testing proce-
dures used. Samples shall be represent-
ative and adequately identified. Such 
procedures shall also require appro-
priate retesting of any component, 
drug product container, or closure that 
is subject to deterioration. 

(2) Determination of conformance to 
written specifications and a descrip-

tion of sampling and testing procedures 
for in-process materials. Such samples 
shall be representative and properly 
identified. 

(3) Determination of conformance to 
written descriptions of sampling proce-
dures and appropriate specifications 
for drug products. Such samples shall 
be representative and properly identi-
fied. 

(4) The calibration of instruments, 
apparatus, gauges, and recording de-
vices at suitable intervals in accord-
ance with an established written pro-
gram containing specific directions, 
schedules, limits for accuracy and pre-
cision, and provisions for remedial ac-
tion in the event accuracy and/or preci-
sion limits are not met. Instruments, 
apparatus, gauges, and recording de-
vices not meeting established specifica-
tions shall not be used. 

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

§ 211.165 Testing and release for dis-
tribution. 

(a) For each batch of drug product, 
there shall be appropriate laboratory 
determination of satisfactory conform-
ance to final specifications for the drug 
product, including the identity and 
strength of each active ingredient, 
prior to release. Where sterility and/or 
pyrogen testing are conducted on spe-
cific batches of shortlived radio-
pharmaceuticals, such batches may be 
released prior to completion of ste-
rility and/or pyrogen testing, provided 
such testing is completed as soon as 
possible. 

(b) There shall be appropriate labora-
tory testing, as necessary, of each 
batch of drug product required to be 
free of objectionable microorganisms. 

(c) Any sampling and testing plans 
shall be described in written proce-
dures that shall include the method of 
sampling and the number of units per 
batch to be tested; such written proce-
dure shall be followed. 

(d) Acceptance criteria for the sam-
pling and testing conducted by the 
quality control unit shall be adequate 
to assure that batches of drug products 
meet each appropriate specification 
and appropriate statistical quality con-
trol criteria as a condition for their ap-
proval and release. The statistical 
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quality control criteria shall include 
appropriate acceptance levels and/or 
appropriate rejection levels. 

(e) The accuracy, sensitivity, speci-
ficity, and reproducibility of test 
methods employed by the firm shall be 
established and documented. Such vali-
dation and documentation may be ac-
complished in accordance with 
§ 211.194(a)(2). 

(f) Drug products failing to meet es-
tablished standards or specifications 
and any other relevant quality control 
criteria shall be rejected. Reprocessing 
may be performed. Prior to acceptance 
and use, reprocessed material must 
meet appropriate standards, specifica-
tions, and any other relevant critieria. 

§ 211.166 Stability testing. 
(a) There shall be a written testing 

program designed to assess the sta-
bility characteristics of drug products. 
The results of such stability testing 
shall be used in determining appro-
priate storage conditions and expira-
tion dates. The written program shall 
be followed and shall include: 

(1) Sample size and test intervals 
based on statistical criteria for each 
attribute examined to assure valid esti-
mates of stability; 

(2) Storage conditions for samples re-
tained for testing; 

(3) Reliable, meaningful, and specific 
test methods; 

(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 re-
constitution 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 de-
termine an appropriate expiration date 
and a record of such data shall be 
maintained. Accelerated studies, com-
bined 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 expira-
tion date that is beyond a date sup-
ported by actual shelf life studies, 
there must be stability studies con-

ducted, including drug product testing 
at appropriate intervals, until the ten-
tative expiration date is verified or the 
appropriate expiration date deter-
mined. 

(c) For homeopathic drug products, 
the requirements of this section are as 
follows: 

(1) There shall be a written assess-
ment of stability based at least on test-
ing 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 la-
beled ‘‘No U.S. Standard of Potency’’ 
are exempt from the requirements of 
this section. 

[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 pyrogen- 
free, there shall be appropriate labora-
tory testing to determine conformance 
to such requirements. The test proce-
dures 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-re-
lease dosage form, there shall be appro-
priate laboratory testing to determine 
conformance to the specifications for 
the rate of release of each active ingre-
dient. The test procedures shall be in 
writing and shall be followed. 

§ 211.170 Reserve samples. 
(a) An appropriately identified re-

serve sample that is representative of 
each lot in each shipment of each ac-
tive ingredient shall be retained. The 
reserve sample consists of at least 
twice the quantity necessary for all 
tests required to determine whether 
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the active ingredient meets its estab-
lished specifications, except for ste-
rility and pyrogen testing. The reten-
tion 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 sec-
tion, the reserve sample shall be re-
tained 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 ra-
dioactive drug product, except for non-
radioactive 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 re-
tained for 3 years after distribution of 
the last lot of the drug product con-
taining the active ingredient. 

(b) An appropriately identified re-
serve sample that is representative of 
each lot or batch of drug product shall 
be retained and stored under conditions 
consistent with product labeling. The 
reserve sample shall be stored in the 
same immediate container-closure sys-
tem in which the drug product is mar-
keted or in one that has essentially the 
same characteristics. The reserve sam-
ple consists of at least twice the quan-
tity necessary to perform all the re-
quired 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 pro-
cedures shall be examined visually at 
least once a year for evidence of dete-
rioration unless visual examination 
would affect the integrity of the re-
serve sample. Any evidence of reserve 
sample deterioration shall be inves-
tigated in accordance with § 211.192. 
The results of the examination shall be 
recorded and maintained with other 

stability data on the drug product. Re-
serve samples of compressed medical 
gases need not be retained. The reten-
tion time is as follows: 

(1) For a drug product other than 
those described in paragraphs (b) (2) 
and (3) of this section, the reserve sam-
ple shall be retained for 1 year after 
the expiration date of the drug prod-
uct. 

(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 expira-
tion 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 expira-
tion 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. 

[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 speci-
fications shall be maintained and con-
trolled 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 prod-
uct shall be tested for the presence of 
penicillin. Such drug product shall not 
be marketed if detectable levels are 
found when tested according to proce-
dures specified in ‘Procedures for De-
tecting and Measuring Penicillin Con-
tamination in Drugs,’ which is incor-
porated by reference. Copies are avail-
able 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, 
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or available for inspection at the Na-
tional Archives and Records Adminis-
tration (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 dis-
tribution 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 re-
tained for at least 1 year after the expi-
ration 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 con-
tainers, closures, and labeling for at 
least 1 year after the expiration date 
or, in the case of certain OTC drug 
products lacking expiration dating be-
cause they meet the criteria for exemp-
tion under § 211.137, 3 years after dis-
tribution of the last lot of drug product 
incorporating the component or using 
the container, closure, or labeling. 

(c) All records required under this 
part, or copies of such records, shall be 
readily available for authorized inspec-
tion during the retention period at the 
establishment where the activities de-
scribed in such records occurred. These 
records or copies thereof shall be sub-
ject to photocopying or other means of 
reproduction as part of such inspec-
tion. Records that can be immediately 
retrieved from another location by 
computer or other electronic means 
shall be considered as meeting the re-
quirements of this paragraph. 

(d) Records required under this part 
may be retained either as original 
records or as true copies such as photo-
copies, microfilm, microfiche, or other 
accurate reproductions of the original 
records. Where reduction techniques, 

such as microfilming, are used, suit-
able reader and photocopying equip-
ment shall be readily available. 

(e) Written records required by this 
part shall be maintained so that data 
therein can be used for evaluating, at 
least annually, the quality standards of 
each drug product to determine the 
need for changes in drug product speci-
fications or manufacturing or control 
procedures. Written procedures shall be 
established and followed for such eval-
uations and shall include provisions 
for: 

(1) A review of a representative num-
ber of batches, whether approved or re-
jected, and, where applicable, records 
associated with the batch. 

(2) A review of complaints, recalls, 
returned or salvaged drug products, 
and investigations conducted under 
§ 211.192 for each drug product. 

(f) Procedures shall be established to 
assure that the responsible officials of 
the firm, if they are not personally in-
volved in or immediately aware of such 
actions, are notified in writing of any 
investigations conducted under 
§§ 211.198, 211.204, or 211.208 of these reg-
ulations, any recalls, reports of 
inspectional observations issued by the 
Food and Drug Administration, or any 
regulatory actions relating to good 
manufacturing practices brought by 
the Food and Drug Administration. 

[43 FR 45077, Sept. 29, 1978, as amended at 60 
FR 4091, Jan. 20, 1995] 

§ 211.182 Equipment cleaning and use 
log. 

A written record of major equipment 
cleaning, maintenance (except routine 
maintenance such as lubrication and 
adjustments), and use shall be included 
in individual equipment logs that show 
the date, time, product, and lot number 
of each batch processed. If equipment 
is dedicated to manufacture of one 
product, then individual equipment 
logs are not required, provided that 
lots or batches of such product follow 
in numerical order and are manufac-
tured in numerical sequence. In cases 
where dedicated equipment is em-
ployed, the records of cleaning, main-
tenance, and use shall be part of the 
batch record. The persons performing 
and double-checking the cleaning and 
maintenance (or, if the cleaning and 
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