COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

submitted to him by an investi or the lained
omission of any pertinent feports of investigations or
clinical experience received or otherwise obtained by the
ppli from lished li or other sources,
whether or not it would bias an evaluation of the safety
of the drug or its effectiveness in use, may comstitute
grounds for the refusal or withdrawal of the approval of
an application.

12, Full reports of clinical inyestigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods feasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes

b ial evidence isti of q and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scieatific training and ex-
petience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling.

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached. These reports should include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinactions made, full information con-
cerning any other treatment given previously or concut-
tently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adeq number of subj de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals employed as Is. An applicati fa
combination drug may be tefused unless there is sub-
stantial evidence that each ingredient designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with such infre-
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quency in the United States as to make testing im-
practical, some of the in igati should be £ d
by competent investigators within the United States.

d. 'Attach as a separate section a completed Fomm
FD-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Food and Drug Administra-
tion, D of Health, Ed , and Welfare, Wash-
ington; D.C. 20204), for each adverse experience or, if
feasible, for each subject or patient experiencing one or
mote adverse effects, described in Item 12¢, whether or
aot full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in Item 12c.

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
obtained by the applicant from any source, including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
ot teports in the scientific li , involving the drug
that is the subject of the application and telated drugs.
An adequate summary may be acceptable in lieu of a
reprint. of a published report which only supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include any evaluation of the safety or effec-
tiveness of the drug that has been made by the applicant's
medical d expert i ot 1

/. If the drug is a combination of previously investi-
gated or matketed drugs, an adequate summary of pre-
existing information ftom preclinical and clinical investi-
gation and experience with its components, including all
teports 'received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include, an adequate bibliography of publications about
the and may i by ref inf
tion concetning such components previously submitted
by the applicant to the Food and Drug Administragion.

g The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be shown to the extent necessaty to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plicacion.

13. If this is a_supplemental application, full informa-
tion on ‘each proposed change concerning_any statement
made in the approved application,

Observe the provisions of §130.9 of the new-drug regula-
tions i 1 licaei

(Applicant)

(Responsible official or agent)

(Indicate authority)

(Warning: A willfully false statement is a criminal offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by the applicant or by an authorized attorney, agent, or official. If the applicant
or such authorized representative does not reside or have a place of businéss within the United States, the application must
also furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official resid-

ing or maintaining a place of b

within the United States,



