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“Smith Kline & French Lesboratories
Atteation: J. F. Cassin
1500 Spring Garden Street
Philadelphia, PA 19101

Gentlemen:

Reference is made to your abbreviated new drug application submitted
pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Benzedrine (Amphetamine Sulfate) Tablets, 5 mg. and 190 mg.

Reference 1s also made to your communications dated February 22,
Septeaber 17, October 15, 1973, July 26, December 10, 1974, and
October 15, 1975

The aspplication is inadequate under section 505(b)(4) of the Act
in that it fails to contain the Ffollowing information required in
an application:

Adequate information concerning the methods used in the synthesis,
extraction, 1solation or purification of the amphetamine base and
its final conversion to the sulfate.

Adequate information concerning the methods used in, and the facilities
and controls used for the manufacturing, processing, packdéng and holding
of the drug dosage form. In this regard include a fully completed seat
of production work records and related quality control reports from

an actual production size run of this preduct. ’

Submit the printed package insert and all container labels in use
with this product.

Please let us have your response prouptly. /C;7
ce: ﬁ//gergly/yours, //
PHI-~-DO i _
¥ b W itk 4 o, 2O Z?/pf‘
HFD-614 HFD-616 2 2f7g{ ketfe, 1D |
OMCarroll/JLMeyer/MAJarski Director
R/D init. JLMeyer, MBeife Division of Generic Drug Meonographs
G Careiovw, iejx5f1510/21/75 Offiee of Drug Monographs
Final typing bho 10/23/75 Bureau of Drugs

Inadequate (
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FEB 91973

AF 14-395

Smith, Kl1ne and French Laboratories
Atteutlon Robert L. Dean

1500 Spring Garden Street
Phi]adelphxa Pennsylvania 19108

aGentienen’

'~;Reference {is made to your new drug. application dated August 6, 1971

submitted purstant to sectien 505(b) of the Federal Food, Drug , and

‘Cosmetic Act for the preparat1on Benzedrine (amphetamine su1fate)
'Tab1ets S

e also acknow]edge receipt of yeur additional commupications
dated Hovember 15, 1971, April 6, 1972, May 5, 1972, July 7, 1972

" dnd October 11, 1572.

We have completed our review of this application. However, before we
are able to reach a conclusfon the following addftional information is
necessary:

Reviced 1éheling to conform to the enclosed draft copy.

Specify the talc used in the final dosage form. The
designationV or equivalent” is too general.
In addition, it is vecormended Bhat the talc be. tested for
presence of asbestos either by you or your supplier.

Clarify the averaging of three ultraviolet scans in the
final dosage form assay.

A commitment to continie the stability studiss on the
final dosage-fcrm~packaged in polyethylene botiles.

Please sunmit the above information within 60 days of the date of
this letter.

Sincerely yours,

cc:
PHI-DO
oric., Dup.
sD-100, 8D-120
Init:BScoville:
WCCrabbs:
R/D:REJoyce:
F/T:cm/2/8/13

Elmer A. Gardner, M.D.

Birector

Division of Neuropharmacological
Brug Products

0ffice of Scientific Evaluation
Bureau of Drugs
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_5(&} ‘of the deeral Ebed, grug and Cosmetic Act foi

ﬂate of‘Receipt' August 9. 1971 N
1n view. of:the Thrge number of applications submitted for various fbrmy“'

of ampheti and .related products, and in view of the unusua) publf¢ heal
“problems {nvolved, we have ‘found 1t necessary to develop special critdria’
and procedures for the review and evaluation of the safety and effieacy;qf
anorectic agents, Juding amphetamines, prior to taking any action on

1ndividua1’new-dfug'appiications.

Because .of the maignit

section 505(¢) of the
extensfon of time t
application,

of this review and evaiuation and in accordanee with

We regret the de]ay in acknowledging the receipt of your: subm#ss?enq -
: will correspond=with you ‘further after we have had the opportunity to comp]e
- gur réview and evaluatfon,

Please {dentd fy-any coiimunications concerning this application with the NEA o
number shown abeve¢ ' T

-5 2 $incerely yours,
. PHIS DO ‘

AR JBSEC éBD 1003

PR ‘DND (BD-120

;‘; I S MEd (BD_ZZ) ) ' E‘mr Aq G&’I‘dﬂef‘, M.D

s T UIRS (BD-242) ‘ T D RERtEE
‘WCCrabbs 1720/72: abc/1/26/72 Division of &eurcpharmacoiogicai
R/D init. -by-BScoville 1/]9/72 gmg Prodycts

L MiFinkel 1/21/72°.  office of Seientific Evaluation
,439973 Q) ELucas. 1/25/72 Bureau of Drugs

;111]7\’ é;ézwﬂ 15711
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MDA 83-500

Smith Kline & French laboratories
Attention: Raymond Ragland, Jr., Ph.D.
1500 Spring Garden Street, P.0. Box 7929
Philadelphia, PA 19101

Desr Sir: .

We acknowledge the receipt of your commmication dated August 24, 1988 \
request withdrawal of approval of your abbreviated new drug application for
Benzedr (Amphetamine Sulfate) Tablets,

In compliance with your request and in accord with section 314.150(c) of the
Federal Food, Drug, and Coemetic Act, action will be taken to withdraw
approval of the application. Appropriate notice will be given by publication
in the Federal Register in accord with section 314.152.

This withdrawml will not prejudice any future filing of the application. You
may request that the informstion in this application be comsidered in
commection with any resubmission,

PV
sl )i

U Madwih Seife,[M.D. ’
Director
Division of

Office of Drug Standards
Center for Drug Evaluatiom and Research

CCi:

HFD-232 3
- k1/10-7-88/1776b 1 \>

approved withdrawal /
PP -




1500 Spring Garden Street. PO. Box 7929. Philagelphia. Pennsylvaria 19101

Smith Khine &French Laboratories

ORI T A COaARRNY

Regulatory Aftarrs
(215) 751-3868

August 24, 1988

Benzedrine® (amphetamine sulfate) Tablets
NDA 83-900
(Vol. 12, p. 69)

Marvin Seife, M.D., Director

Division of Generic Drug Monographs
Center for Drugs and Biologics (HFN-530)
Document Control Room 17B-45

5600 Fishers Lane

Rockville, Maryland 20857

wrf‘.!’m) ‘A\!ﬂ .

Dear Dr. Seife:

Please refer to our Abbreviated New Drug Application for Benzedrine®
(amphetamine sulfate) Tablets ANDA 83-900.

Smith Kline &French Laboratories discontinued marketing of Benzedrine®
Tablets in September 1982; the expiration date for the last lot of product
manufactured was December 1987. In accordance 21 CFR §314.150(c) we are
hereby requesting withdrawal of ANDA 83-900.

Since the situation described above also applies to NDA 17-071 for
Benzedrine® Spansule Capsules, we are making a simultaneous request to the
Division of Neuropharmacological Drug Products for withdrawal of that NDA as
well,

Please call me at (215) 751-6545 if you have any questions about this matter.

R Sincerely,
F?!:&;t:f\/tzt) /QZ; ; ; /
Al o /h%/ ﬂL
Ea ) S Raymond Ragland, Jr., Ph.D.
. ) Director
e L J'WJUF\ Regulatory Affairs

RR/DS

c 69
0975c/10 SK&E

cable SMITHKLINE PHILADELPHIAPA telex 83-4487
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Ni i DRUG APPLICATION 7-o72

obert L. Dean, Vice President, Regulatory and Government Affairs-U.S. Pharmaceuticals i\

>MITH KLINE & FRENCH LABORATORIES

»00 Spring Garden Street, Philadeiphia, Pa. 19101 ¢ 215 LOcust 4-2400

August 6, 1971
Elmer A. Gardner, M.D.

Director

Division of Neuropharmacological Drug Products

Office of Scientific Evaluation, Bureau of Drugs

Department of Health, Education and Welfare

Food and Drug Administration

Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20852

Dear Doctor Gardner:

This 'Benzedrine' Tablet NDA has been prepared in response to the Federal
Register Notice 35:12652 of August 8, 1970, which calls for new drug appli-
cations to be submitted for amphetamine drugs within one year.

We continue to believe that the 'Benzedrine’ tablet is pot a '"mew drug' as .
that term is defined in Section 201(p) of the Federal Food, Drug & Cosmetic
Act and, moreover, is covered by the grandfather clause enacted in Section
107(c)(4) of the Drug Amendments of 1962. This submission is made without
prejudice to that position. Specifically, we do not concede the validity
of the August 8, 1970 notice as it purports to apply to this product, and
we reserve the right to urge in any appropriate proceeding that an approved
NDA is not required for the product's continued marketing.

Since 'Benzedrine' (d,1 amphetamine sulfate) was marketed in 1936, physicians V
have found it to be safe and effective in the treatment of narcolepsy, minimal
brain dysfunction in children, and as an adjunct in weight reduction therapy.
In the past several decades, hundreds of reports of animal studies, controlled
and uncontrolled clinical studies have appeared in the published literature,
and 'Benzedrine', being the first available amphetamine, became the standard

o

against which other amphetamines and stimulants were compared. v
Because 'Benzedrine' has been available for so many years, this NDA is not

the usual summary of new data from an organized investigational program, but
rather, it is a summary of animal studies conducted by SKXF and by others.

and of the controlled and uncontrolled clinical studies published -

years of clinical use. For clarity, we have prepared three
(E1 through E8), one for each of the indications: narcolepfx,
dysfunctlon in chlldren, and as an adjunct in weight reduc

ppod le s and

urinary excretion obtained with both dosage forms of 'Bengedpine' ( %E}ets

and 'Spansule' Sustained Release Capsules).
Sincerely yours,

Robert L. Dean

RLD/ams



Form Approved
OMB No. 57 - R0003

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

€000 AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)

(Titie 21, Code of Federal Regulations, § 130.4) NEW DRUG APPL{CAT‘CN

Smith Kline & French Laboratories

Name of applicant

Address 1500 Snrinz‘: Garden Street, Philadelphia, Pa, 19101

Date August 6, 1971

Name of new drug 'Benzedrine' Tablet

EX—J Original application (regulation 5}30,4), [C] Amendment to abbreviated, unapproved application

) . (regulation $130.7).
Amendment to original, unapproved application

(regulation § 130.7).
{] Abbreviated application (regulation § 130.4(f)).

[} Supplement to an approved application (regulation §130.9).
[C] Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which
furnishes or purports to furnish information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications;, side=
effects, and precautions, as that contained in the labeling whichis part of this application in accord with $1.106¢b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until

an approved supplement to the application provides for a change or the change is made in conformance with other
provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the following:

1. Table of contents. The table of contents should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and that it
presents a sound basis for the approval requested. The
summary should include the following information: (In
lieu &f the outline described below and the evaluation
described in Item 3, an expanded summary and evaluation
as outlined in §130.4(d) of the new-drug regulations may
be submitted to facilitatethe review of this application.)

a. Chemistry. T

i, Chemical structural formula or description for any
new-drug substance.

ii. Relationship' to other chemically or pharmacologi-
cally related drugs.

iii. Description of dosage form and quantitative com-
position. .

b. Scientific rationale and purpose the drug is to serve.

c. Reference number of the investigational drug no-
tice(s) under which this drug was investigated and of any
notice, new-drug application, or master file of which any
contents are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
all adverse experiences which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational drug notice(s) or the volume
and page number of this application where complete data
and reports appear.)

i. Pharmacology (pharmacodynamics, endocrinology,

- metabolism, etc.).
FD FORM 356H.(4/71)

ii. Toxicology.and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated, by reference where the complete data and re-
ports may be found.)

‘i, Special studies not described elsewhere.

ii. Dose-range studies.

iii. Conuolled clinical studies. i

iv. Other clinical studies (for example, uncontrolled or
incompletely controlled studies).

v. Clinicall laboratory studies related to effectiveness.

vi. Clinical'laboratory studies related to safety.
wii. Summary of literature and unpublished reports avail-
able to the applicant.

3. Evaluation of safety and effectiveness. a. Sum-
marize separately the favorable and unfavorable evidence
for each claim in the package labeling. Include references
to the volume and page number in the application and in
any documents incorporated by reference where the com-
plete data and reports may be found.

b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-

. ministration of the drug was stopped and showing the

investigator’s name with a reference to the volume and
page number in the application and any documeants in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug (a total of 12 copies if in final printed form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED,



a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
it accompanies, the market package.

b. If the drug is to be offered over the counter, labeling
on or within the retail package should include adequate
directions for use by the layman under all the conditions
for which the drug is intended for lay us€ or is .o be
prescribed, recommended, or suggested in any labeling or
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica~
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes
for which the over-the~counter drug is to be advertised to,
or represented for use by, physicians.

c. If the drug is limited in its labeling to use under
the professional surervision of a practitioner licensed by
law to administer it, its labeling should bear information
for use under which such practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which it is to be advertised or repre-
sented, in accord with §1.106(b) (21' CFR 1.106(b)). The
application should. include any labeling for the drug
intended to be made available to the layman.

d. 1f no established name exists ‘for a new-drug sub-
stance, the application shall propose a .nonproprietary
name for use as the established name for the substance.

e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. An
application will not ordinarily be approved prior to the
submission of the final printed label and labeling of the
drug.

/. No apphcauon may be approved if the labeling is

false or misleading in any particular.
(When mailing pieces, any otber labeling,.or advertising
copy ate devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Approval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

5. A statement as to whether the drug is (or is not)
limited in its labeling and by this application to use
under the professional supervision of a practitioner
licensed by law to administer it.

6. A full list of the articles used as components of
the drug. This list should include all substances used
in the synthesis, extraction, or other method of preparation
of any new~drug substance, and in the preparacion of the
finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If
any proprietary preparation is used as a component, -the
proprietary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance may be specified.

7. A full statement of the composition of the drug.
The statement shall set forth the name and amount of
each ingredient, whether active or not, contained in a
stated quantity of the drug in the form in which it is to be
distributed (for example, amount per tablet: or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process~
ing, and packing of the drug. Included in this description
should be full information with respect to any new-dru;
substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and the described facilities and controls to
determine and preserve the identity, strength, quality,
and purity of the drug:

a. A description of the physical facilities including
building and equipment used in manufacturing, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional background and experience, of the technical and
professional personnel who are responsible for assuring
that the drug has the safety, identity, strength _quality,
and purity it putports or is represented to possess, and a
statement of their responsibilities.

c. The methods used in the synthesis, extraction,
isolation, or purification of any new-drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described in sufficient detail, including quantities used,
times, temperatures, pH, solvents, etc., to determine
these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength}
quality, and purity of the raw materials, whether active or
not, including the specifications for acceptance and
methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a

serial number to identify it, and the use made of sucbemm

numbers in subsequent plant operations.

/. 1f the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for any new-drug substance or the new=drug
dosage form, his statement identifying each person who
will perform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the operation.

g Method of preparation of the master formula records
and individual batch records and manner in which these
records are used.

b. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
new drug, including any special precautions observed in
the operations.

i, Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, or other component parts of the drug package to
assure their suitability for the intended use.

j. Number of individuals checking weight or volume of
each individual ingredient entering into each batch of the
drug.

k. Whether or not the total welgbt or volume of each
batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is
doane.

I. Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accouating for
such items as discards, breakage, etc., and the criter
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precaunons to assure that each lot of the drug is
packaged with the proper label and labeling, including
provisions for labeling storage and inventory control.



n. The analytical controls used during the various
stages of the manufacturing, processing, packaging, and
labeling of the drug, including a detailed description of
ue collection of samples and the analytical procedures to
which they are subjected. The analytical procedures
should be capable of determining the active components
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 information with
regard to the manufacturing, processing, packagirg, and
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.

o. An explanation of the exact significance of the
batch control numbers used in the manufacturing, process-
ing, packaging, and labeling of the drug, 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 permit determination of the
distribution of any batch if its recall is required.

p. A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical methods used.
Describe any additional stability studies underway or
contemplated. Stability data should be submitted for any
new~drug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, 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 until it is used.
(If no expiration date is proposed, the applicant must
justify its absence.)

g. Additional procedures employed which are designed

to preveant contamination and otherwise assure proper
control of the product.
(An application may be refused. unless it includes
adequate ‘information showing that the methods used in,
and the facilities and controls used for, the manufacturing,
ptocessing, and packaging of the drug are adequate to
preserve its identity, strength, quality, and purity in con-
formity with good manufacturing practice and identifies
each establishment, showing the location of the plant
conducting these operations.)

9. Samples of the drug and articles used as compo-

nents, 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 determine compliance with its control speci-
fications for identity and assays:

i. A representative sample or samples of the finished
dosage form(s) proposed in the application and employed
in the clinical investigations and a representative sample
or samples of each new-drug substance, as defined in
§130.1(g), from the batch(es) employed in the production
of such dosage form(s).

ii. A rtepresentative sample or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not from a
commercialsscale production batch, such a sample from a
representative commercial-scale production batch; and a
representative sample or samples of each new-drug sub-
stance as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s).

iii. A sample or samples of any reference standard and
blank used in the procedures described i the application
for assaying each new-drug substance and other assayed

components of the finished drug: Provided, however, That
samples of reference standards recognized in the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested.

b. Additional samples shall be submitted on request.

c. Each of the samples submitted shall be appropri~
ately packaged and labeled to preserve its characteristics,
to 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. Thete 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
information with respect to its identity, the origin of any
new-drug substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on = laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any teference standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall 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. .

/. lf samples of the drug are sent under separafe
cover, they should be addressed to the attention of the
Bureau of Medicine 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 safe 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 results 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 not be considered adequate unless
they give proper attentign 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-
eaces (if available) to all other preclinical information
known to the applicant, whether published or uapublished,
that is pertinent to an evaluation of the safety or effec-
tiveness o 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 report(s) in this application'and in any docu-
ments incorporated by reference, or the explanation of the
omission of any reports.

b. The unexplained omission of any reports of in-
vestigations made with the new drug by the applicant, ot




submitted to him by an investigator, or the unexplained
omission of any pertinent reports of investigations or
clinical experience received or otherwise obtained by the
applicant from published literature or other sources,
whecher or not it would bias an evaluation of the safety
of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an application. _ -

12. Full reports of clinical investigdtions 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 reasonably applicable to show whether or not the
drug is safe and effective for use as supgested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience 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 examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attrributable 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 adequate pumber of subjects, 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 controls. An application for a
combination drug may be refused 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-
quency in the United States as to make testing im-
practical, some of the investigations should be performed
by competent investigators within the United States.

d. Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Department of HEW. Foc »
end Drug Administration, Bureau of Drugs (BD-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible, for each subject or patient experiencing one or
more adverse effects, described in Item 12c, whether or
not 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 12¢. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and Drug Adminis-
tration.

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),
or reports in the scientific literature, involving the drug
that is the subject of the application and related 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 effee-
tiveness of the drug that has been made by the applicant's
medical department, expert committee, ot consultants.

/. If the drug is a combination of previously investi- -

gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports 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 components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administration.

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 necessary to
establish its identity, strength, qualicy, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication. '

13. If this is a supplemental application, full informa-
tion on each proposed dhange concerning any statement
made in the approved application.

Observe the provisions of §130.9 of the new-~drug regula-
tions concerning supplemental applications.

Smith Kline & French Laboratories
(Applicant)

Per QM ZL. g’—‘\

(Responsible official or agent)
Robert L. Dean, Vice President

3 ( inﬁt cate aulgorz jys

(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 attorpey, agent, or official. If d-le aPplicant
or such authorized representative does not reside or have a place of business within the United States, the apphc.afxon 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 business within the United States.

4
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WIHTTH SLINE & FRENCH L;'\BORATORIES | RESUBMISSION

00 Spring Garden Street, P.O. Box 7929, Philadelphia, Pennsylvania 19101 « 215-854-4000 cable SMITHKLINE PHILADELPHIAPA

N NDA OR!G AMENDMENT. e a7
FPL

February 19, 1976
NDA 83-900

'Benzedrine' Tablets

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs HFD #530

Attention: Document Control Room 16-72
Department of Health, Education and Welfare
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Gentlemen:

In response to Dr. Seife's communication dated October 29, 1975 in reference
to our NDA 83-900 for 'Benzedrine’ (amphetamine sulfate) Tablets, information
is provided herewith to satisfy the following:

a) Adequate information concerning the methods used in the
synthesis, extraction, isolation or purification of the
amphetamine base and its final conversion to the sulfate

A Drug Master File describing the methods, facilities and
controls used for our production of Amphetamine Sulfate
has been submitted to the FDA. We will notify your
Division upon receipt of notice of assignment of a Master
File Number to that information.

b) Include a fully completed set of production work records and
related quality control reports from an actual production
size run of this product

Attachment A contains copies of production records and
analytical laboratory data for a typical production, batch
of 'Benzedrine' Tablets. 2

§m‘e§h§<ljne
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'‘Benzedrine' Tablets -2- February 19, 1976
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c) The printed package insert and all container labels in use
with this product

Attachment B contains twelve (12) copies of the Prescribing
- Information and Immediate Container Labels currently used
for the two dosage strengths of this product.

In addition, to make them current, the revisions indicated below have been
made in the Controls Sections of our New Drug Application as originally
submitted August 6, 1971 and as updated July 5, 1972, April 6, 1973 and
October 15, 1975.

of Purified Water, USP rather

than Water

Section 6 - Page 1 Updated to reflect the use
Section 8 - Page 5

Section 8 - Page 6, 6a Updated to reflect the current
use of high density polyethylene
bottles for packaging

Section 8 - Page 10 Updated to reflect the use of a
5 year expiration date.

Sincerely,

:f" f, C)zi/}a,v,\.

J. F. Cassin

Manager, Regulatory Affairs

Att.
kb
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December 10, 1974
NDAY7~671
L. .- 33 9co
g2 v,

Special new-drug application
supplement--changes being effected

Office of Scientific Evaluation

Bureau of Drugs

Department of Health, Education and velfare
Food and Drug Administration

Parklawn Building, 5600 Fishers Lane
Rockville, Maryland 20852

Gentlemen:

In accordance with 314.8(d) and (e), I am enclosing 12 final printed copies
each of the icmediate container labels for 'Benzedrine' (brand of amphetamine

sulfate) Spansule Capsules, 15 mg. (50s, placed in use in August, 1974),
5 mg. Tablets leOs, placed in use in September, 1974) and 10 mg. Tablets
(100s, placed in use in October, 1974), revised to change “from this bulk
package' to "this product' in the ‘safety closure statement.

Sincerely?yours,

-

{: I —
-u\rmiVK‘IVMJ»&ﬂm

RLD/awd

Enclosures
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HORLIME DPEENCH LA FPip
1500 Spring Garden Street. Philadelpina. Pennsylvania 19101 cabe SMITRKUINE © = © & 5% 05
- July 26, 1974
NDA 17-071
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obertL Dean. Vice President. Regulalory and G- sornment Aftans-U S 215.854-5:04

Barrett Scoville, M.D., Director

Division of Neuropharmacological Drug Products
Office of Scientific Evaluation

Bureau of Drugs, DHEW

Food and Drug Administration

Parklawn Building - 5600 Fishers Lane
Rockville, Maryland 20852

Dear Doctor Scoville:

In accordance with the requests in your letter of April 30, 1974, I am
submitting twelve final printed copies -of prescribing information for
'Benzedrine' (brand of amphetamine sulfate) Spansule Capsules and Tablets
revised to conform with the January 29, 1973 draft guideline labeling for
single-entity amphetamine products (BZ:L17).

As requested, this labeling also includes, under ACTIONS, FDA's suggested

statement regarding 'Benzedrine' Spansule capsules, and the following addi-
€g g =spansule g

tional information:

1) Under "WARNINGS - Usage in Children," we have stated that amphetamines

are not recommended in minimal brain dysfunction in children under three

years of age.

2) Under "DOSAGE AND ADMINISTRATION - Narcolepsy,'" we have included sperzific

dosage recommendations for pediatric and adult patients and suggested

dosage increments and times of administration.

3) Under "DOSAGE AND ADMINISTRATION - Minimal Brain Dysfunction in Chi?
we have retained from our current labeling the paragraph stating tnr
symptoms have been controlled it may be possible to reduce dosage or

Ui l-‘

interrupt therapy during summer months, since this ‘t$%«5af<o.5ﬁs useful

to physicians. We have also included recommendatigf

4) Similarly, under “"DOSAGE AND ADMINISTRATION ~ E S%enéﬁE;OQEDlty’”\ﬁﬁi
have adapted the guideline dosage recommendatiol{#i to”the . u d §¥{f
capsules, included suggested times of administra&gf@on, and” repe‘?ed tge
warning that 'Benzedrine' is not recommended forjng treatnent.o‘jj?é'

in_ children under 12 years of age.

SR )
- nj §m§5,§* <irrs
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Barrett Scoville, M.D.
July 26, 1974 !
Page 2

5) Under "OVERDOSAGE - Treatment,' we have retained from our current
labeling the paragraph dealing with overdecsage of 'Spansule' capsules.

This labeling will be put into use next month.

<In addition, as requested in your letter, I am enclosing twelve copies of
the immediate container label for 15 mg. 'Benzedrine® Spansule capsules
(50's). This label was placed in use in Auqust, 1973, and submitted to
FDA on October 15, 1973.

- We noticed in the Federal Register of June 19, 1974, that the notice,
"Drugs for Human Use — Drug Efficacy Study Implementation Certain Single
Entity Oral Anoretic Drugs in Conventional or Controlled Release Dosage
Forms" (39:26459), does not appear to require an initial box warning in
the package insert, whereas the Guideline Labeling for Single-Entity
Amphetamine Products, which we have followed in revising 'Benzedrine'’
labeling, does>require a box warning. Is this box warning something we
might omit in the next printing?

Sincerely yours,

RLD: jh

Enclosures

ks,

atife
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RobertL. Dean. Vice President. Regulatory. and Go‘v%mment Affairs-U S. 3

NE & EL D
SMITH KLINE & FRENCH LABORATORIES %

1500 Spring Garden Street. Philadelphia. Pa. 19101« 215 LOcust 4-2400

October 15, 1973
NDA 17-071

R CE R,

"Special new drug application
supplement--changes being effected"

Office of Scientific Evaluation

Bureau of Drugs

Department of Health, Education and Welfare
Food and Drug Administration

5600 Fishers Lane, Parklawn Building
Rockville, Maryland 20852

Gentlemen:

In accordance with 130.9 (d) and (e), I am enclosing for your files 12 final printed
copies each of the labels and labeling for 'Benzedrine’ (brand of amphetamine sulfate):

1) revised prescribing information (BZ:L16) and immediate container label for 10 ng.
Tablets (100s) to include the new corporate name, "Division of SmithKline
Corporation," placed in use in September, 1973.

2) revised immediate container label for 15 mg. 'Spansule' Capsules (50s).to
include the new corporate name and a change in the storage statement from
"Keep in a cool, dry place' to "Store at controlled room temperature' to
conform to standard compendial terminology. .This was placed in use in
August, 1973.

As stated in our letter of August 6, 1971, these submissions are made without
prejudice to our position that 'Benzedrine’ Spansule Capsules and Tablets are not
"new drugs' as that term is defined in Section 201(p) of the Federal Food, Drug

and Cosmetic Act and is covered by the grandfather clause enacted in Section 107
(c)(4) of the Drug Amendments of 1962.

Sincerely yoﬁrs,

RLD/awd lf

Enclosures

Dwisicn of

Smuthitme — -

CORPORATION
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'NDA ORIG AMENRBIENT

‘_____—J
Robert L. Dean, Vice President, Regulatory and Government Affairs-U S. FPL]

SVITH KLINE & FRENCH LABORATORIES

1500 Spring Garden Street, Philadelphia, Pa. 19101 « 215 LOcust 4-2400

- September 17, 1973
ANDA 83-700

- /

"Special new-drug application
supplement--changes being effected"

Office of Scientific Evaluation

Bureau of Drugs

Department of Health, Education and Welfare
Food and Drug Administration

Parklewn Building, 5600 Fishers Lane
Rockville, Maryland 20852

Gentlemen:

In accordance with 130.9 (d) and (e), I am enclosing for your files
12 final printed copies of a slightly revised immediate container
label, placed in use in July, 1973, for 'Benzedrine' (brand of
amphetamine sulfate) Tablets, 5 mg. (100s). The only change is

the addition of the new corporate name -- Division of SmithKline
Corporation.

As stated in our letter of August 6, 1971, these submissions are made
without prejudice to our position that 'Benzedrine' Spansule Capsules
and Tablets are now ''new drugs' as that term is defined in Section
201(p) of the Federal Food, Drug and Cosmetic Act and is covered by
the grandfather clause enacted in Section 107(c)(4) of the Drug
Amendments of 1962.

Sincerely yours,

RLD/awd

Enclosures

Division of
Smithl¢line

CORPORATION
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NDA 17-071 . February 22, 1973
{~—
"Special new-drug application i
supplement--—changes being effected”

Office of Scientific Evaluation : O e
Bureau of Drugs ‘ A v

Food and Drug Administration i
Department of Health, Education and Welfare : . .
Parklawn Building -~ 5600 Fishers Lane , ,
Rockville, Maryland 20852 '. i

N\,
N\
L\
3,

Gentlemen:

In accordance with 130.9 (d) and (e) and with the Federal Register notice
of April 27, 1972, for "Child Protection 'Packaging Standards for Prepara-
tions Subject to the Comprehensive Drug Abuse Prevention and Control Act
of 1970," I am enclosing for your files 12 final printed copies each of

- slightly revised immediate containér labels for 'Benzedrine' (brand of
amphetamine sulfate) Spansule Capsules, 15 mg. (50s) and Tablets, S mg.

“and-10 mg. (100s). The only change is the addition of the following
safety closure statement:

G mie DR MEIRUYN vk, L

ounf

"Important: Use safety closures when dispensing from this bulk
package unless otherwise directed by physician or requested by
purchaser."

R

e e

This labeling was placed in use 1) fQr 'Spansules' in January, 1973, and
2) for Tablets in February, 1973. g

As stated in our letter of August 6, 1971, these submissions are made S
without prejudice to our position that ‘'Benzedrine’ Spansule Capsules %
and Tablets are not '"new drugs" as that term is defined in Section 201(p) '
of the Federal Food, Drug and Cosmetic Act and is covered by the grand- L
father clause enacted in Section 107 (c)(4) of the Drug Amendments of 1962. L

Sincerely yours, i

RLD:db

Enclosures
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'-.-""' ~er L Dean Vice Pr . Requlatory andC (:er ment Alfairs-U.S. Pharmaceuticals i‘\‘u‘.\ OREG AlmENDF‘b EMT ) )

SMITH KLINE & FRENCH LABORATORIES g[PlE

1500 Spring Garden Sireet. Phl'ddl Aphia. 3. 19101+ 215 lOCUS! 4-2400

October 11, 1972

NDA 17-071

(. 7 ,
"Speclal new-drug application
" supplement—changes being effected"

Office of Scientific Evaluation

Bureau of Drugs

Department of Health, Education and Welfare
‘Food and Drug Administration

Parklawn Building, 5600 Fishers Lane
Rockville, Maryland 20852

Gentlemen:

In accordance with 130.9 (d) and (e), I am enclosing for your files 12 final
printed copies of a slightly revised prescribing information for ‘Benzedrine'
(brand of amphetamine sulfate) Spansule Capsules and Tablets. On page 2,
paragraph 2 under WARNINGS has been revised to clarify the section concerning

the operatioa of vehicles or machinery.

I am also enclosing 12 final printed coples of a élightly revised immediate
container label for 'Benzedrine' Spansule Capsules, 15 mg. (50s). The
'Spansule' description has been changed to "...so prepared that an initial
dose is released promptly and the remaining medication is released gradually
over a prolonged period" to conform to the prescribing information submitted

to FDA 5/5/72.

The above labeling was placed in use in August, 1972.

As stated in our letter of August 6, 1971, these submissions are made without
prejudice to our position that the 'Benzedrine' Tablets and Spansule Capsules
are not "new drugs" as that term is defined in Sectlgpwaqrﬁh;' the Federal
Food, Drug and Cosmetic Act and is covered by the H {0

in Sectlon 107(c)(4) of the Drug Amendments of 19f ;J

4
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jj"Spec1alAnew drug appllcatlon R i
v.supplement-—changes belng effected" .

"':Offlce of 801ent1f1c Evaluatlon
Bureau' of Drugs
'Department ‘of Health, Educatlon and Welfare

" In’ accordance w1th 130 9 (d) and (e), I am en01051ng for your flles
' twelve (12) final prlnted copies of a slightly revised prescrlblng

1'?.Ll')/ awd" :

-: Emclosdnée: BZ&Llh_

| May 5y 1972

Food and Drug Administration

:Parklawn Building, 5600 Flshers Lene
.,_Rockv1lle, Maryland 20852 o

¥

Gentlemen.'ﬂizﬁif‘

information for 'Benzedrine' (brand of. ~amphetamine sulfate) Spansule : .-
Capsules and Tablets. .The only change 1s in the 'Spansule' DESCRIPTION

on page 1: the phrase beginning "y, .s6" ‘prepared that a therapeutic

dose..." has been changed to "...so prepared that ‘an initial dose is -
released promptly and the remaining medlcat1on is released’ gradually
over a. prolonged per;od",ln order to improve- product descrlptlon.
ThlS labellng was placed in use in March,. 1972.°

-~ As’ stated in our letter of August 6 1971, these subm1351ons are made
" without -prejudice to our position- that the 'Benzédrine!. Tablet and
" Spansule Capsules are not "new drugs'" as that term is defined in-

Section 201(p) of the Federal Food, Drug and Cosmetic Act and is
covered. by: the grandfather clause’ enacted in Sectlon 107(0)(4) of
the Drug Amendments ‘of 1962. SR




