


those from previous and current manufacturing
operations.

(d) Be of suitable size and accuracy for use in
any intended measuring, mixing, or weighing
operations.

5. Personnel

The key personnel involved in the manufacture and

control of the drug shall have a background of

appropriate education or appropriate experience or
combination thereof for assuming responsibility to
assure that the drug has the safety, identity, strength,
quality, and purity that it purports to possess.

6. Components

Components used in the manufacture and process-

of drugs, regardless of whether they are intended to

appear in the finished product, shall be identified,
stored, examined, tested, inventoried, handled and
otherwise controlled in a manner to assure that
they conform to appropriate standards of identity,
strength, quality, and purity, and are free of con-
taminants at time of use, and are so stored and
handled as to assure that dust or particles resulting
from such storage or handling does not contaminate
other substances or preparations on the premises,
and to provide that appropriate records are main-
tained of their origin, receipt, examination, testing,
disposition, and use in drug manufacture or
processing.

7. Master-Formula and batch-production records

(a) For each drug product, master-formula records

shall be prepared, endorsed, and dated by a
‘ competent and responsible individual and shall
be independently checked, reconciled, endorsed
and dated by a second competent and respon-

‘ sible individual. The record shall include:
[ (1) The name of the product, a description of
‘ its dosage form, and a specimen or copy of

the label and each other portion of the labeling
contained in a retail package of the drug.
(2) The weight or measure of each ingredient
per dosage unit or per unit of weight or meas-
ure of the finished drug, and a statement of
the total weight or measure of any dosage unit.
(3) A complete batch formula for each batch
size to be produced from the master-formula
record, including a complete list of ingredients
designated by names or codes sufficiently spe-
cific to indicate any special quality character-
istic; an accurate statement of the weight or
measure of each ingredient, regardless of
whether it appears in the finished product,
| except that reasonable variations may be per-
mitted in the amount of components necessary
| in the preparation in dosage form, provided
‘ that the variations are stated in the master-
formula; an appropriate statement concerning
any calculated excess of an ingredient; appro-
| priate statements of theoretical weight or meas-
ure at various stages of processing; and a
statement of the theoretical yield.
(4) A description of the containers, closures,
packaging, and finishing materials.
(5) Manufacturing and control instructions,
procedures, specifications, special notations,
and precautions to be followed.
(b) A separate batch-production and control record
shall be prepared for each batch of drug pro-
duced and shall be retained for at least two

years after distribution has been completed.
The batch-production and control record shall
include:

(1) An accurate reproduction of the appropri-
ate master-formula record, checked and en-
dorsed by a competent, responsible individual.
(2) Records of each step in the manufactur-
ing, processing, packaging, labeling, and con-
trolling of the batch, including dates, specific
identification of each batch of compenents
used, weights or measures of components and
products in course of processing, in-process and
laboratory-control results, and the endorsements
of the individual actively performing or the
individual actively supervising or checking each
step in the operation.

(3) A batch number that permits determina-
tion of all laboratory-control procedures and
results on the batch and all lot or control num-
bers appearing on the labels of drugs from the
batch.

8. Production and control procedures

Production and control procedures shall include all
reasonable precautions, including the following, to
assure that the drugs produced have the identity,
strength, quality, and purity they purport to possess.

(a) Each critical step in the process, such as the
selection, weighing, and measuring of compon-
ents; the addition of active ingredients during
the process; weighing and measuring during
various stages of the processing; and the deter-
mination of the finished yield shall be per-
formed by a competent, responsible individual
and checked by a second competent, responsi-
ble individual, or if such steps in the process-
ing are controlled by precision automatic
mechanical or electronic equipment their prop-
er performance is adequately checked by one
or more competent, responsible individuals.

(b) All containers and equipment used in produc-
ing a batch of drugs shall be clearly labeled at
all times to identify fully and accurately their
contents, the stage of processing, and the batch,
and shall be stored and handled in a manner
adequate to prevent mix-ups with other drugs.

(¢) Equipment, utensils, and containers shall be
thoroughly cleaned and previous identification
removed between batches and in continuous
batch operations at suitable intervals, to pre-
vent contamination and mix-ups.

(d) Appropriate procedures to control the hazard
of contamination with micro-organisms in the
production of parenteral drugs, ophthalmic
solutions, and any other drugs purporting to be
sterile, and appropriate procedures to control
the hazard of cross-contamination of non-
penicillin products by penicillin in those estab-
lishments that manufacture, store, or handle
penicillin products and nonpenicillin products.

(e) To assure the uniformity and integrity of prod-
ucts, there shall be adequate in-process con-
trols, such as checking the weights and dis-
integration time of tablets, checking fill of
liquids, and checking the adequacy of mixing,
the homogeneity of suspensions, and the clarity
of solutions.

(f) Competent and responsible personnel shall
check actual against theoretical yield of a batch
of drug, and in the event of any significant



unexplained discrepancies, key personnel shall
prevent distribution of the batch in question
and other associated batches of drugs that may
have been involved in a mix-up with it.

9. Product containers

Suitable specifications, test methods, cleaning pro-
cedures, and, when indicated, sterilization proce-
dures shall be used to assure that containers,
closures, and other component parts of drug pack-
ages are suitable for their intended use, in that they
are not reactive, additive, or absorptive to an extent
that significantly affects the identity, strength, qual-
ity, or purity of the drug, and furnish adequate
protection against its deterioration or contamination.

10. Packaging and labeling

Packaging and labeling operations shall be ade-
quately controlled to assure that only those drugs
that have met the specifications established in the
master-formula records shall be distributed; to pre-
vent mix-ups between drugs during the packaging
and labeling operations; to assure that correct label-
ing is employed for the drug; and to identify fin-
ished products with lot or control numbers that
permit determination of the history of the manufac-
ture and control of the batch of drug. Packaging
and labeling operations shall:

(a) Be performed with adequate physical segrega-
tion of such operations from operations on any
other drugs to avoid mix-ups.

(b) Provide that each type of labeling used shall
be stored in a mannner that avoids mix-ups
between labelings and shall be carefully
checked for identity and conformity to the
labeling specified in the batch-production
records.

(c) Provide adequate control of the quantities of
labeling issued for use with the drug. (Compe-
tent, responsible personnel shall reconcile any
discrepancy between the quantity of drug fin-
ished and the quantity of labeling issued. In
the event of any significant unexplained dis-
crepancy, key personnel shall prevent distribu-
tion of the batch in question and other associ-
ated batches of drugs that may have been
involved in a mix-up.)

(d) Provide for an inspection of the facilities to be
used prior to labeling a drug to assure that all
the previously used labeling and other drugs
have been removed.

(e) Provide for adequate examination or labora-
tory testing of adequately representative sam-
ples of f{inished products after packaging and
labeling to safeguard against any error in the
finishing operations, and to prevent distribution
of any batch until all specified tests have been

resentative samples. Such records shall also
provide for appropriate retesting of materials
subject to deterioration.

(b) The establishment of appropriate specifications,
when needed, for drug preparations in the
course of processing, and a description of the
test procedures to check them, including pro-
vision for testing adequately representative
samples.

(¢c) The establishment of appropriate finished-
product specifications and a description of
laboratory test procedures to check them in-
cluding provision for testing adequately repre-
sentative samples.

(d) Adequate provision for checking the identity
and strength for all active ingredients of drugs,
for assuring the sterility of articles purporting
to be sterile, and the freedom from pyrogens
of articles that should be tested for freedom
from pyrogens.

(e) Adequate provision to check the reliability,
accuracy, and precision of any laboratory test
procedures used.

(f) A reserve sample of at least twice the quantity
of drug required to conduct all the tests per-
formed on the batch of drug shall be retained
at least two years after distribution has been
completed.

(g) Provision for complete records of all data con-
cerning laboratory tests performed, including
the dates and endorsements of individuals mak-
ing the tests, and provision for specifically
relating the tests to each batch of drugs to
which they apply. Such records shall be re-
tained for at least two years after distribution
has been completed.

(h) Firms that manufacture nonpenicillin products,
including certifiable antibiotic products, on the
same premises or use the same equipment as
that used for manufacturing penicillin prod-
ucts, or that operate under any circumstances
that may reasonably be regarded as conducive
to contamination of other drugs by penicillin,
shall test such nonpenicillin products to deter-
mine whether any have become cross-contami-
nated by penicillin. Such products shall not be
marketed if intended for use by man and the
product is contaminated with an amount of
penicillin equivalent to 0.05 unit or more of
penicillin G per maximum single dose recom-
mended in the labeling of a drug intended for
parenteral administration, or an amount of
penicillin equivalent to 0.5 unit or more of
penicillin G per maximum single dose recom-
mended in the labeling of a drug intended for
oral use.

met. 12. Distribution records

11. Laboratory controls Complete records shall be maintained of the dis-

Laboratory controls shall include the establishment
of adequate specifications and test procedures to
assure that components, drug preparations in the
course of processing, and finished products conform
to appropriate standards of identity, strength, qual-
ity, and purity. Laboratory controls shall include:
(a) The establishment of master records contain-
ing appropriate specifications for each com-
ponent used in drug production and a descrip-
tion of the test procedures used to check them,
including provisions for testing adequately rep-

tribution of each batch of drug in a manner that
will facilitate its recall if necessary. Such records
shall be retained for at least two years after dis-
tribution has been completed, and shall include the
name and address of the consignee, the date and
quantity shipped, and the lot or control numbers
identifying the batch of drug.

13. Stability

Adequate provision shall be made for testing the
stability of components, drug preparations in the
course of processing, when needed, and finished
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