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n, The anpalytical coatrols used during the various
stages of the manufacturing, processing, packaging, and
labeling of the drug, including a detailed description of

COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

components of the hmshed d.rug. Prowded however, That
of d in the official
u.s. Phaxmacopena or The I\auonal Formulaty need not

the collection of samples and the analytical d to
which they are subjected. The analytical proceduies
should be capable of d ing the active, p

within a reasonable degree of accuracy and of assuring

the identity of such components. If the article is one that’

is represented to be sterile, the same xnformauon with
regard to the facturing, p kagi aad
the collection of samples of the drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug.

0. An explanation of the exact significance of the
batch coatrol numbers used in the manufacturing, process-

be submitted ualess

. b. " Additional samples shall be submitted on request.

c. Each of the bmitted shall be p
stély packaged and labeled to preserve its characteristics,
1o identify the material and the quantity in each sub-
division of the sample, and to identify each subdivision
with the name of the applicant and the new~drug applica~
tion to which-it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that-will be submitted as soon as avail-
able, and with respect to each sample submitted, full

ing, packaging, 2nd labeling of the g, including the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion of the complete manufacturing history of the product.
Describe any methods used to pemn determination of the
distribution of any batch if its recall is required.

#. A complete description of, and data desived” from,
studies of the stability of the drug, including information
showiog the suitability of the analytical methods used.
Describe any additional stability studies underway ot
contemplated. Stability data should be submitted for any
new-dtug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any prop d Itiple-d iner, and if it is
to be put into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,
strength, quality, and purity of the drug uatil it is used.
(If oo expitation date is proposed, the applicant must
justify its absence.)

g- Additional procedutes employed which are designed
to prevent contamination and otherwise assure proper
control of the product.

(Ae application may be refused unless it includes
adequate -information showing that the methods used ia,
and the facilities and controls used for, the manufacturing,
processing, and packaging of the drug are adequaze to
preserve its identity, strength, qualuy, and purity in con-
formity with good £ ing and id

each bli howing the 1 of the plant
conducting these operations.)

9. Samples of the druz and articles used as compo-
aents, as follows: a. The following samples shall be sub-
mitted with the application or as soon thereafter as they
become available. Each sample shall consist of four
identical, separately packaged subdivisions, each con-
taining at least three times the amount required to per
form the laboratory test procedures described in the ap-
plication to detetmine compliance with its control speci=
fications for identity and assays:

i. A representative samplc or samples of the finished
dosage form(s) pmposed m the application and employed
in the clinical iov and a'r ive sample
or 1 of each b , as defined in
§130.1(g), from the bstcb(es) empln)ed in the pxoducnon
of such dosage form(s)

i A ive sample or 5 of
market packages of each dosage form of ;he dxug prepated
for initial marketing and, if any such sample is not from a
commexual-scale pmducuon batch, such a sample from a
e tescale production batch; and a
ive sample or les of each new-drug ‘sub-
snnce as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s).

1 finished

f ion thh tespect to its identity, the origin of any
d therein (including in the
case ol d b 2 whether it was

Juced on a Tat ilot-pl or full-prod
scale) and detailed resulzs of all Iaboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the ssmple, mcludmg assays.
Include for any a 1
of its preparation and the results of all laboratory tests
on it. 1If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shail be sub-
mitted.

e. The requirements of Item 9a may be waived in
whole or in part on request of the applicant or otherwise
when any such samples are not necessary.

/o 1f samples of the drug are sent under separate
cover, they should be addressed to the attention of the
Bureac of Mecdicine and identified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

10. Full reports of preclinical investigations that have
been made to show whether or not the drug is sale for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate preclinical
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the

conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,
including ‘all studies made on laboratory animals, the
methods used, and the resules obtained, should be clearly
set forth. Such information should include identification
of the person who conducted each investigation, a state-
ment of where the investigations were conducted, and
where the underlying data are available for. inspection.
The animal studies may noc be considered adequate unless
they give proper attention to the conditions of use recom-
mended in the proposed labeling for the drug such as, for
example, whether the drug is for short= or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing potential.

c. Detailed reports of any pertinent microbiological
and in vitro studies.

d. Summarize and provide a list of literature refer-
ences (if available) to all' other preclinical information
known to the appli whether published of blished
that is pertinent co an evaluation of the safety or effec-
tiveness of the drug.

1. List of investigators. a. A complete list of all

‘investigators supplied with the drug including the name

and post office address of each.investigator and, following
each name, the volume and page references to the in-
vestigator’s repou(s) in (hxs application and in any docu-
meats i d by or the )! ion of the

ifi. A sample or les of any ref d and
blank used in the p di ds id the applicati

for assaying each new-drug substance and other assayed

ibed

of any reports.
b. The uncxplained omission of any reports of in-

- vestigations made with the new drug by the applicaat, or



