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Subpart E-Control of Components and Drug Product Containers and
Closures

211.80 General requirements.

(a) There shall be written procedures describing in sufficient detail the receipt,
identification, storage, handling, sampling, testing, and approval or rejection of components
and drug product containers and closures; such written procedures shall be followed.

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

(c) Bagged or boxed components of drug product containers, or closures shall be stored
off the floor and suitably spaced to permit cleaning and inspection.

(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).

Interpretations

1. A previously approved lot commingled with a new shipment results in an unapproved
new lot, and cannot be used until the commingled lot has been approved. A shipment
may be received and approved based on a certificate of analysis and an identification
test. (P 201)

2. The proposed requirements of two feet between the wall and storage on pallets and
shelves were deleted from this section. Storage practice must include sufficient space
to allow for cleaning and inspection. (P 206)

3. Every container on a pallet need not be identified, the containers may be grouped for
identification. Any individual units separated from the grouping, however, must be
identified with the appropriate information. (P 207)

4.  The assignment of a single lot number to a shipment containing several lots is not
acceptable because of the loss of traceability. (P 210)

5. The component manufacturer's lot number may be used only if it is distinctive for each
lot in a shipment. (P 211)

6.  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. (GMP, 1% Q/2002)
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UBulk Pharmaceutical Chemicals

7. A high standard for the storage area is not expected for the storage of starting materials
with unavoidable contaminants (rodent or animal filth or insect infestation). There must
be controls to prevent an increase of such contamination, and to ensure that this
contamination does not spread to other areas. (BPC 4/94)

8.  Outdoor storage of raw materials are satisfactory provided the containers give suitable
protection to their contents, identifying labels remain legible, and containers are
adequately cleaned prior to opening and use. (BPC 4/94)
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211.82 Receipt and storage of untested components, drug product containers, and
closures.

(a) Upon receipt and before acceptance, each container or grouping of containers of
components, drug product containers, and closures shall be examined visually for
appropriate labeling as to contents, container damage or broken seals, and contamination.

(b) Components, drug product containers, 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.

Interpretations

1.  The examination specified in 211.82(a) should be a simple check at the time of receipt
to detect obvious problems such as the wrong article, damaged containers, or visible
contamination. In-depth examination is not required unless deemed necessary based on
the visual examination. The proposal for examination immediately prior to use was
rejected. (P 213/214)
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211.84 Testing and approval or rejection 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 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.

(c) Samples shall be collected in accordance with the following procedures:

(1) The containers of components selected shall be cleaned where necessary, by
appropriate means.

(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.

(3) Sterile equipment and aseptic sampling techniques shall be used when necessary.

(4) If it is necessary to sample a component from the top, middle, and bottom of its
container, such sample subdivisions shall not be composited for testing.

(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 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 conducted 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 reliability 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 appropriate
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 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.

(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, insect infestation, or other extraneous adulterant shall be examined
against established specifications for such contamination.

(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.

[63 FR 14355]

Interpretations

Sampling

1.

211.84(b) - Statistical sampling is preferred because it increases the confidence level
that the sample represents the condition of the lot sampled. The agency will allow the
flexibility for alternate methods of sampling, such as random sampling, where
appropriate. (P 223)

The past quality control history of a supplier may be taken into consideration when
developing a sampling plan. Less extensive sampling is allowed for suppliers with
fewer problems encountered in the past, and vice versa. (P 225)

The intent of 211.84(c)(4) is to prohibit the compositing of samples taken from different
portions of a container when there is a possibility that the composition of the material
being sampled may vary within the container. There is no general prohibition in the
regulations on compositing samples where such compositing would not mask
subdivisions of the sample that do not meet specifications. (P 231)

All sample information as specified in 211.84(c)(5) does not have to appear on the
sample container label, as long as there is a means whereby sample containers can be
related to the required identification information. (P 232)

Testing

5.

211.84(a) - The use of components, and drug product containers and closures
simultaneously with testing, with the precaution to withhold final release until all
testing have been completed (e.g., "risk™ packaging, manufacturing, etc.), is prohibited
because this practice increases the risk of releasing an unsatisfactory lot. Also, this
practice violates the precepts of good quality control because of the possible use of non-
conforming materials. (P 217, GMP 12/96)

The testing of subsequent shipments of the same lot is required although previous
shipments of the same lot had been tested and approved. Subsequent shipments could
have been subjected to different conditions causing changes to the quality of the
material.

(P 228)

211.84(d)(1)- Identification testing for incoming materials applies to inactive
ingredients as well. (P 237)

A released component lot that has been moved off-site for storage and returned to the
production facility for use in production does not have to undergo additional testing,
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10.

11.

12.

13.

14.

15.

16.

including an identification test, if it was securely packaged for storage at the off site
location to reduce the risk of mix-up and protect lot integrity, and held in accordance
with CGMP requirements. (GMP, 6/2000)

Minimum information to be included in a component supplier’s certificate of analysis:
name and lot number of component, the date of testing, the methods used, results of the
tests expressed in quantitative terms whenever the test itself is quantitative (rather than
pass/fail), the range of acceptable test results, the report date, the signature of the
responsible party that issues the report, and the expiration date (if applicable).
(GMP 6/96)

Starting materials should be listed. Acceptance specifications and tests defining
identity, quality, and purity should be provided for starting materials. (NDS 2/87)

Recycled plastics may be used if a firm could validate the batch-to-batch consistency
and specification conformance for recycled materials. However, attaining such
consistency and quality from regenerated plastic is difficult at best. (GMP 5/93)

FDA has determined that a given plastic that is acceptable for food use does not
necessarily mean that the material is acceptable for drug use. (GMP 5/93)

FDA investigators have been advised to be aware of and to report instances where
recycled plastics are used. (GMP 5/93)

Two broad categories of “recycled” material are “regrind” (i.e., tailings and scrap
plastic attendant to production of bottles from otherwise virgin starting materials), and
“post consumer” plastics (which are washed, ground and melted for incorporation with
virgin material to produce new containers). The Office of Generic Drugs has initiated a
study to determine the effects of using “regrind.” Pharmaceutical producers should
know if, when, and to what extent recycled material is present, so that they may
evaluate the potential impact, consistent with CGMP requirements regarding
container/closure suitability. (GMP 9/93)

The method for validating a supplier's test results (211.84(d)(2)) is up to the
manufacturer. If a manufacturer wishes to rely on the supplier's report of analysis, the
manufacturer must first establish that these reports are reliable. That reliability is
established by the manufacturer's own testing which, when compared to the supplier's
data, shows agreement within specified limits over a period of time. Once that
reliability is established, then, the level of the manufacturer's validation testing may be
reduced and reliance on the supplier's report may increase. Continuing checks should
be made on the supplier's report and some kind of periodic monitoring must occur to
assure the continued reliability of the supplier's test results. (P 239)

Component Supplier Audit:

a. The GMP regulations and the preamble clearly intend that the validation of the
supplier’s test results is achieved by testing or examination — not audits.
(GMP 1% Q/2001)
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