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production and control records or other 
records are instituted only by author-
ized personnel. Input to and output 
from the computer or related system of 
formulas or other records or data shall 
be checked for accuracy. The degree 
and frequency of input/output 
verification shall be based on the com-
plexity and reliability of the computer 
or related system. A backup file of data 
entered into the computer or related 
system shall be maintained except 
where certain data, such as calcula-
tions performed in connection with lab-
oratory analysis, are eliminated by 
computerization or other automated 
processes. In such instances a written 
record of the program shall be main-
tained along with appropriate valida-
tion data. Hard copy or alternative sys-
tems, such as duplicates, tapes, or 
microfilm, designed to assure that 
backup data are exact and complete 
and that it is secure from alteration, 
inadvertent erasures, or loss shall be 
maintained. 

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

§ 211.72 Filters. 

Filters for liquid filtration used in 
the manufacture, processing, or pack-
ing of injectable drug products in-
tended for human use shall not release 
fibers into such products. Fiber-releas-
ing filters may not be used in the man-
ufacture, processing, or packing of 
these injectable drug products unless it 
is not possible to manufacture such 
drug products without the use of such 
filters. If use of a fiber-releasing filter 
is necessary, an additional non-fiber- 
releasing filter of 0.22 micron max-
imum mean porosity (0.45 micron if the 
manufacturing conditions so dictate) 
shall subsequently be used to reduce 
the content of particles in the 
injectable drug product. Use of an as-
bestos-containing filter, with or with-
out subsequent use of a specific non- 
fiber-releasing filter, is permissible 
only upon submission of proof to the 
appropriate bureau of the Food and 
Drug Administration that use of a non- 
fiber-releasing filter will, or is likely 
to, compromise the safety or effective-
ness of the injectable drug product. 

Subpart E—Control of Compo-
nents and Drug Product Con-
tainers and Closures 

§ 211.80 General requirements. 
(a) There shall be written procedures 

describing in sufficient detail the re-
ceipt, identification, storage, handling, 
sampling, testing, and approval or re-
jection of components and drug prod-
uct containers and closures; such writ-
ten procedures shall be followed. 

(b) Components and drug product 
containers and closures shall at all 
times be handled and stored in a man-
ner to prevent contamination. 

(c) Bagged or boxed components of 
drug product containers, or closures 
shall be stored off the floor and suit-
ably spaced to permit cleaning and in-
spection. 

(d) Each container or grouping of 
containers for components or drug 
product containers, or closures shall be 
identified with a distinctive code for 
each lot in each shipment received. 
This code shall be used in recording the 
disposition of each lot. Each lot shall 
be appropriately identified as to its 
status (i.e., quarantined, approved, or 
rejected). 

§ 211.82 Receipt and storage of untest-
ed components, drug product con-
tainers, and closures. 

(a) Upon receipt and before accept-
ance, each container or grouping of 
containers of components, drug prod-
uct containers, and closures shall be 
examined visually for appropriate la-
beling as to contents, container dam-
age or broken seals, and contamina-
tion. 

(b) Components, drug product con-
tainers, and closures shall be stored 
under quarantine until they have been 
tested or examined, as appropriate, and 
released. Storage within the area shall 
conform to the requirements of § 211.80. 

§ 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. 
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(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 where nec-
essary, by appropriate means. 

(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 
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) 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 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 conformance with all appro-
priate written procedures. 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. 

(5) 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 that is 
liable to 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 
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] 

§ 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. 

VerDate Aug<31>2005 08:26 May 08, 2007 Jkt 211068 PO 00000 Frm 00151 Fmt 8010 Sfmt 8010 Y:\SGML\211068.XXX 211068


