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HDA B7-097 N

The Lannett Company -
Attention: Amvish R, Patel :
4000 Stata Read

Philadelphia, Pennsyivania 15136

Gantlemen:

Reference 15 made to your abbreviated new drug zpplicalien submitted
pursuant to Section 5C5(b} of the Federal Food, Urug. and Cosmetic Ack
for Methyltestosterone Tablets. 10 mg.

Reference is also made to your amendment dated August 5, 1982,

We have comploted the review of this abbreviated new drug application and
have concluded that the drug is safe and effective for use as recommended
in the submitted lzbeling. Accordingly. the application is approved.

Any significant change in the comditions putiined in this abbreviated new
drug application requives an approved supplemental spplication before the
change may be made, except for changes made in conformance with other
provisions of Section 374.8 of the new drug reguistions.

This Administration should be advised of any changs in the marketing
status of this drug.

The requirement for adequate data 1o assure the biologlc svailabi
being deferred at the present iime. However. our action in ap
this application is based upon an gynderstanding that if this

is reinstated you will perform the apprepriate procedurds.

For Initial Campaigns: Ye request that you submit, in duplicate, any
proposed advertising or premotienal copy which you intend to use in your
immediste advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not fimal print. Submit
both - copies together with a copy of the propesed or final printed
labeling to the Division of Drug Advertising and Labeling {WFN-170}.
Also, please do not use Form FD-2253 for this submission.

For Subsequent Campaigns: We call your attenilon o Reguiation 21 CFR
310.300(p}{3) which requiras that all materiai for any subseguent
advertising or promotional campaigns at the time of their initial use be
submitted to our Divisien of Drug Advertising end Labeling {HFH-170) with
a completed Form FD-2283. A copy of Form Fp-20583 iz enclosed for your
convepiange.
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The enclosures summarize the conditions relating to the approval of this

application,
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(vdevinSeite, H.D.
Director
Division of Generic Drug Monographs
Office of The Asseciate Director
for Drug Monographs
Office of Brugs
_ Hationa! Center for Drugs and Bioleglcs
Enclosures:
Conditions of Approval of z Hew Drug Appllcation
Records & Reports Requirements
Form FD 2253
Attachment
Class Labeling Guidelines

cc: PHI-DO
HFN-616
HFN-530
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HFN-313
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METHYLTESTOSTERONE- TABLEES. US.E. _H1[3)

DESCRIPTION: Methyltestosterone is white or creamy white crys-
tals or’crys:alline powder. It is odorless and is stable in
air, but is slightly hygroscopic. It is affected by light, IC
has the formula CZO H3002. Each oral tablet contains 10mg. or
25mg. of methylcgscosterone.

ACTION: Methyltestosterone is effective when administered orally.
Its action is similar to that of testosterone. The androgenic
action of methylrestosterone is responsible for the maintenance
of secondary sexual characteristics as well as for the develop-

ment of accessory sexual organs in the male.

INDICATYONS:
In the Male: 1. Eunuchoidism and eunuchism.

2. Male climacteric when symptoms are secondary
to androgen deficlency.

3. Impotence resulting from androgen deficiency.

4. Postpuberal eryptorchidism with evidence of
hypogonadism.

In the Female:l. Prevention of postpartum breast pain and en- E;g
gorgement in the nonnursing mother. There is cjj

no satisfactory evidence that this drug pre-
vents or Suppresses lactation per se.

2. Palliation of androgen-responsive, advanciﬁg.
inoperable breast cancer in women who are more
than 1 year, but less than 5 years, postmenoc-
pausal or who have been proveﬁ to have a hormone;:f

dependent tumox, as shown by previous beneficial

response to -castration.

CONTRAINDICATIONS: Carciaoma of the male breast; Know or suspec- .
ted carcinoma of the prostate; cardiac, hepatic, or renal >
pensation; hypercalcemia; impaired liver functlon; prepubs
males; patients easily stimulated; pregnancy; and breast

di
WARNINGS: Hypercalcemia may occur in immobilized paciencgﬁf‘
and in breast cancer patients. In patients with cancer h@:ﬁ:

percalcemia may indicate progression of bony metastasis,
which case the drug should be discontinued.

Watch female patients closely for signs of virilization.
effects such as voice change may not be reversible even Wi
the drug is stopped.

Discontinue the drug if cholestatic hepatitis with Jjaundi Q!ax.m

appears or liver function tests become abnormal.



PRECAUTIONS: - Patients with cardiac, renal or hepatic derangement

may retain sodium and water with reéulting eQema formation.
Males, especially the elderly, may become overly stimulated,
Priapism or excessive sexual stimulation may develop.
Oligospermié and reduced ejaculatory volume may occur after
prolonged administration or excessive dosage.
Hypersensitivity and gynecomastia may ocecur.
Alterations in liver funmction tests (e.g., increased BSP
retention and SGOT levels) and rarely jaundice have been
reported and appear to be directly related to the dose of
the drug.

When any of these effects appear, the androgen should be
stopped; if restarted, a lower dosage should be utilized.

Use cautiously in young boys to avoid possible premature
epiphyseal closure or precocious sexual development.

The PBI may decrease during androgen therapy without clinical
significance.

ADVERSE REACTIONS: Hypersensitivity, including skin manifes-
tations and anaphylactoid reactiords; acne; decreased ejacula-
tory volume; oligospermia; gynecomastia; edema; priapism; hy-
percalcemia; especially in immobile patients and those with

metastatic breast carcinoma; virilization in females, choles-

_tatic jaundice.

;There have beén rare reports of hepatocellular neoplasms and

peliosis hepatis in patients who have received androgenic- ana-
bolic steroids, usually over prolonged periods of time.

DOSAGE AND ADMINISTRATION: Dosage must be strictly individual-
ized. Daily requirements are best administered in divided doses.
The following chart is suggested as an average daily dosage guide.
Duration of therapy will depend upon the response of the condition
being treated and the appearance of adverse reactions.

v-_IND[CATIONS . AVERAGE DAILY DOSAGE

AYERAGE DAILY DOSAGE
In the Male: TABLET
Eunpbhism and eunuchoidism 10 to 40 mg.
Male’ climacteric and male impotency 10 to 40 mg.
Cryprorchidism-postpuberal 30mg.
In the‘fémale: )
Pospbarcum breast pain & engorgement 80 mg.
L (3 to 5 days)
Bredgt cancer 200 mg.

HOW SUPPLLED: Oral tablets 10mg. (white, scored) and 25ms. (yel-
low, scored) in bottles of 100 tablets and 1000 tablecs.
ok

o

June 1979
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THE LANNETT COMPANY, INC.

Ethical pharmaceuticals for the profession
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SEE INSERT FOR

c 1000 TABLETS' NDC 0527-1078-10
a List No. 1078
>

AETHYLTESTOSTERONE

10 mg. w‘(\f/}/@

CAUTION: Federal iaw prohibits dispensing
5 ‘982 prescription.

\

THE LANNETT OMPANY. INC. "

Ethical pharmaceuticals for the profession”
PHILADELPHIA, PA 10136 PRADE IN U.SA.

SEE INSERT FOR COMPLETE INFORMATION

I-closed

containers as defined in the U.S.P.
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in the U.S.P.

To the Pharmacist: Dispense in well-closed
containers as defined
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g CHEMIS"S REVIEW FOR Statement Date: | NDA NUMBER:
= ABBREVIATED NEW DRUG APPLICATION .
_OR SUPPLEMENT | DESI 3is8 87-097

NAME AND ADSRESS OF APPLICANT gﬁéﬁéﬁégT?xxxxx

< The Lannett Co., Inc. SUPPLEMFNT
Phila, PA 1913@ RESUBMISS [oN
' CORRESPONDENCE

‘;PURPOSE OF AMENDMENT/SUPPLEMENT REPORT
“ OTHER _
: DATE(S) of Suzv-

as per letter

satisfactory per MO VyK

?-PHARMA?OLOGICAL CATEGORY NAME OF DRUG HOW DISPERSED
_ _ _' RX 0TC

- androgen. methyltestosterone - XXXXX —

DOSAGE FORM(S) ’ POTENCY (IES) RELATED IND/HCA, .

{
tablets 10 mg.
- STERTLIZATION B SAMPLES
1ABELING

- BIOLOGIC AVAILAZILITY

P

required\

~

. ESTABLISHMENT INSPECTION —

’J--

requested

COMPONENTS Co::

°OSIlIOV MANUFACTURING, CONTROLS

see issued letter

PACKAGING

- I Amber HDPE, metal caps with “~$—-f:"” Tiners
STABILITY

Protocol: requested

Exp. Date: 2 yrs with challenge data
REMARKS AND . ,
FAMCLUSION: rev W/-f-‘ [

CChang

l%‘

B
reference drug 85-954; 955 774 776

R e w omar e omme. -




CHEMIST'S REVIEM FOR Statement Date: NDA # g7_0g2
ASGREVIATED NEW DRUG APPLICATION DEST 3158
OR SUPPLEMENT _ ‘
NAME AND ADDRESS OF APPLICANT: ORIGINAL  xxx
The Lannett Company AMENDMENT
Philadelphia, PA 19136 SUPPLEMENT
RESUBMISSION
. e
PURPOSE OF AMENDMENT/SUPPLEMENT EQESE§PONDENCE
Bio and control information OTHER
DATE(s) of SUBMISSION(s)
PHARMACOLOGICAL CATEGORY NAME OF DRUG
Androgen Methyltestoste as per letter
o Y erone HOW DISPENSED
RX XXX 0TC
Tablets 10 mg.
STERILIZATION : SAMPLES
LABELING

Satisfactory per MO YYK

BIOLOGIC AVAILABILITY

required

ESTABLISHMENT INSPECTION
Requested

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
See issued letter

PACKAGING
Amber HDPE, metal caps with ———————— liners

- STABILITY:
Protocol: Requested

Exp. Date: 2 yeafs with challenge data

REMARKS & CONCLUSION: e copane - lc;él - ¥ o
§

Reference drug 85-954, 955, 774,776



CHEMIST'S REVIEW NDA 87-092

NAME AND ADDRESS OF APPLICANT

The Lannett Company
Philadelphia, PA 19136

AF NUMBER

DESI

FR 9/30/77

5.  SUPPLEMENT(s)
Original (7726/79)

NAME OF DRUG

Methyltestosterone

SUPPLEMENT(s) PROVIDE(s) FOR:

Original submission (amended)

AMENDMENTS AND OTHER DATES:

Correspondence History

FIRM
8/1779

6/25/80

6/25/80
4/26/82
8/9/82
FDA
879/79
8/9/79 .
8/10/79
8/24/79
10/22/79
10/24/79

12/3/79
12/3/79
11/14/80
11/17/80

11/19/80
11/25/80

4/7/82
4/26/82
6/17/82
6/23/82
7/6/82

7/9/82
10/4/82

10/5/82

Original ANDA submission dated 7/26/79.

BIO material dated 6/10/80.

Amendment dated 6/20/80 - BIO, Reply to 10/14/79 letter.
Correspondence dated 4/22/82 - BIO

Amendment dated 8/5/82 - Reply to 11/17/80 letter.

Acknowledgement of ANDA submission.

Request for BIO review (Seife) to Skelly.

Inspection Request (Chang) - Lannett, Pharmetics

Medical Review (Karusaitis) - Labeling acceptable.

Review (Chang) - Rev w/f

Letter sent (Chang) - Rev. w/f, Request dissolution, Certificate
of Analysis, expiration dating, stability

BIO Review (Ise) - BIO protocol acceptable, Request samples
Letter sent (Seife) - BIO results

Review (Chang) - Rev w/f

Letter sent (Chang) - Rev w/f, Request dissolution profiles,
stability data

BIO review (Mayersohn, Ise) - BIO unacceptable

Letter sent (Seife) - BIO results

Letter sent (Seife) - Request for update

Letter sent (Rosen) - Request for withdrawal

Request for BIO review (Seife)

BIO review (Ise, Dighe) - BIO unacceptable

Letter sent (Seife) - BIO results

Memo from Ise (HFN-522) to Rosen (HFN-530) Re: Bio requirement
deferred for 87-111

Memo from Ise to Seife Re: BIO requirement deferred for 87-111
BIO review (Pelsor, Ise) - Dissolution specifications, In vivo
BI0O study deferred

Letter sent (Seife) - BIO results



CHEMIST'S REVIEW PAGE 2 - .

10.

12.

13.

15.

17.

18.

19.

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Androgen RX
RELATED IND/NDA/DMF(s)

8/7-111

DOSAGE FORM(s) 14. POTENCY

Tablet 10 mg.

CHEMICAL NAME AND STRUCTURE

REVIEWER: \ DATE COMPLETED:

CooH3002, M.W. 302.46

COMMENTS

Remaining deficiencies sufficiently answered for approva] Package insert
must be revised at the time of next printing in accord with 21 CFR
201.100(e) and the enclosed class labeling guidelines for androgens.

CONCLUSIONS AND RECOMMENDATIONS

Approval Tetter should issue with the cond1t1on that the package insert be
revised at the time of next printing as,described in review section 17
above. In vivo BIO requirements are dgerred. Dissolution testing has
been approved by the Division of Biopharmaceutics.

\1/4/€ s

eyl -

APPEARS THIS WAY
rna 6ot Q‘ﬁ *L
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Methyltestosterone Lannett Co.

10 mg Tablets Philadelphia, PA

ANDA 87-092 Submission Dated:
June 20, 1980

REVIEW OF A BIOAVAILABILITY STUDY

OBJECTIVES:

The purpose of this study was to determine the relative bioavailability
of methyltestosterone tablets (10 mg) manufactured by The Lannett Co.
(1ot # 20676) in comparison with a solution (10 mg) of pure
methyltestosterone (supplied by the Lannett Co., Tot # LX-7321).

STUDY DESIGN:

The study was designed as a single-dose, two-way cross-over with random
subject assignment to the sequence of product ingestion. There was a
2 week wash-out period between product 1nqest1on The study was

performed by R '
riormed by 7 S N

‘ - - A1l samples were
assayed by’ e : o -« Twelve apparently
healthy male subjects were employed in this study (average age and range:
24 years, 21-28 years; average weight and range: 167 1bs, 138-186 1bs).
Drug and ethanol use was discontinued 2 weeks prior to and during the
entire study. Subjects fasted overnight and for 4 hours following drug
ingestion. On the morning of each study the subject ingested a single
10 mg tablet or 10 mg.of pure drug (dissolved in — —

) with 8 ounces of water. On week one of the study
6 subjects ingested the tablet and 6 subjects ingested the oral
solution. Two weeks later the reverse order of administration was
followed. Venous blood samples were taken at the following times
relative to dosing: 0, 20 and 40 minutes and 1, 1.5, 2, 3, 4, 6, 8

and 12 hours.

RESULTS:

*This study provides no useful information concerning the relative
bioavailability of the methyltestosterone tablet product evaluated
(Table 1). This is the result of the assay that has been employed in
this study. Serum samples were assayed by “using a
. procedure which is reported to be specific for
testosterone and dihydrotestosterone.

APPEARS THIS WAY
ON ORIGINAL



Table 1

Mean (+ SD) Plasma Concentration of Methyltestosterone
Following Asministration of 10 mg of Methyltestosterone
Tablet (Lannett) and Solution (1 mg/m1)

Time Tablet Solution
(minutes) 10 mg ' 10 mg
(ng/d1) (ng/d1)

0 599 (168) 563 (162)
20 555 (154) 577 (141)
40 586 (118) 605 (152)
60 641 (109) 593 (119)
90 595 (115) 579 (165)

120 605 (104) 570 (184)
180 606 (125) 563 (209)
240 603 (128) 563 (192)
360 435 (114) 380 (115)
480 391 ( 83) 389 (106)
720 364 ( 80) 370 (160)

The assay procedure was developed by and is sold commercially by
~——— " The assay appears sensitive to 10 pg
testosterone per tube. Standard curves were prepared by spiked
testosterone samples. This assay does not measure
methyltestosterone concentrations. Another assay that measures
only intact methyltestosterone should have been employed (e.qg.
J. Pharm. Sci., 61, 1746 (1972)).

Another point to be considered is that several subjects (Byers,
Hemwall, Kirshner and Veale) are not within + 10% of ideal
weight for their age and height. The above is a normal
guideline for such studies.

Plasma concentration-time data were analyzed statistically to
determine differences in: plasma concentrations at each
sampling time; maximum plasma concentrations; time of maximum
plasma concentration and areas under the plasma
concentration-time curves. Analysis of variance was used as the
method of statistical analysis. The analysis was performed by

e

Fmeceomme There was no statistically significant
differences between the two products tested for any of the
measurements mentioned above.



RECOMMENDATION:

The firm should be notified that this study is not acceptable as
an indication of the bioequivalence of theijr methyltestosterone
tablet product. A study should be performed which employs a
specific assay.

COMMENTS:

1. The firm should perform the bioequivalency study which employs
a specific assay for the methyltestosterone.

2. The firm should determine whether enough serum samples are
available to repeat the assay for specifically
methyltestosterone.

3. If the above is not possible, the firm should repeat the study
employing an assay method specific for methyltestosterone.

S
Michael Mayersohnj Expeftt
Biopharmaceutics RevieW Branch

cc: ANDA 87-092 Orig., HFD-530 (4), HFD-522 (Dr. Ise, Dr. Mayersohn),
Drug File, Review File, Chron File

MMAYERSOHN /mrs/11/19/80 (8929P),%j
RD INITIALED BY CMISE ‘E:ﬁ
FT INITIALED BY CMISE

RPPEARS THIS WAY
0N ORIGINAL



Methyltestosterone Lannett Co.

10 mg Tablet Philadelphia, PA

ANDA 87-092 Submission Date
July 26, 1979

REVIEW OF A BIOEQUIVALENCY PROTOCOL

INTRODUCTION

Methyltestosterone is useful in the relief of eunuchordism and
eunuchism, male climacteric, when symptoms are seconday to androgen
deficiency, impotence resulting from androgen deficiency and
post-puberal cryptochodism with evidence of hypogonadism.

PURPOSE

The purpose of this protocol is to compare the equivalency of
methyltestosterone tablets, 10 mg tablets manufactured by the Lannett
Co. to an oral solution of an eguivalent amount of methyltestosterone.

RECOMMENDATION

The bioequivalency protocol submitted by the firm for
methyltestosterone is acceptable. The dissolution testing data
submitted by the firm has been recorded and will be reviewed following
receipt of the final bioequivalency reported. This lot should be used
in the bioequivalency study.

In addition a sémple (> _tablets) of this lot should be sent to :

Ms. Colleen Gresham

FDA, Bureau of Drug

Division of Biopharmaceutics (HFD-522)
5600 Fishers Lane

Rockville, Maryland 20857

STUDY DESIGN

Healthy male volunteers (N=12) between 60-90 kg., between 5'6"-6'6" in
height, and between 18-55 years old will be selected for this study.
Good health will be ascertained by means of medical history physical
examination and routine clinical laboratory examination. Subjects
will not have any history of acute or chronic renal and/or hepatic
disease, gastrointestional disease, hematologic disease, cardiac
disease, hypercalcemia, carcinoma of the male breast, known or
suspected carcinoma of the prostate, and chronic alcohol consumption.

APPEARS THIS WAY
ON ORIGINAL



After an overnight fast subjects will be administered one of the
following drug treatments in a two-way crossover design.

’Treatment A:  Methyltestosterone, solution 10 mg (1 mg/ml)
(100 mg methyltestosterone, .
Lannett Co.

Treatment B:  Methylteslosterone, 10 mg tablet Lannett Co.

Water (240 ml) will be administered with each drug treatment. The
subjects will be fasted for 4 hours post-dosing.

Blood samples will be drawn at 0, 20, and 40 minutes, 1, 1.5, 2, 3, 4,
6, 8 and 12 hours post dosing. Serum will be harvested, frozen and
stored until analysis can be conducted.

A complete analysis of variance including absorption rate (ka),
peak-time (Tmax) and peak serum levels (Cmax) will be performed.
Analysis of variance will be accompanied by an analysis of variance of
area under the serum concentration curve with a comparison of peak
time (Tmax) and peak serum levels. Also included in the statistical
analysis will be mean values, standard deviation standard error and
p-values.

The assay procedures will be documented as to specificity sensitivity
and linearity. The firm plans to assay the serum testosterone by a
——method.

This study will be conducted by the : ——

cllnlcal direction of __==

The firm has submitted the following dissolution data for their
methyltestosterone formulation in water and 0.1N HCL.

APPEARS THIS WAY
ON ORIGINAL



Table I

Mean Dissolution of methyltestosterone tablet (12 tablets) 10 mg using
the USP method II at 50 rpm in water and O.1N HCL

Time Water 0.1IN HCL
500 ml 500 ml

10 28.5+ 2.6* 26.7+ 2.4
20 38.5 + 2.1 40.2 + 3.6
30 56.4 + 5.1 51.8 + 4.6
40 63.6 + 3.6 57.2 + 4.2
60 77.1 + 2.2 67.5 + 4.0
90 85.1 + 2.8 74.9 + 3.6
120 87.6 + 2.7 78.5 + 3.1

*Standard deviation

S

Charles M. Ise, Ph.D.
Biopharmaceutics Review Branch

cc: ANDA 87-092, HD-530 (3), HFD-522 (Ise), HFD-525
Chron File, Review File

RDvINITIALED BY SVDIGHE
FT INITIALED BY CMISE /Ql

I v i

APPEARS THIS WAy
ON ORIGINAL
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REVIEW OF ANDA

DATE COMPLETED ANDA # 87-092
F.R. DATE: 9/30/77
8/24/79 (CO. NAME) The Lannett Co., Inc.

NAME OF DRUG: Trade ;

Generic; Methyltestosterone Tablets 10 mg.

DATE OF SUBMISSION: 8/1/79

TYPE OF SUBMISSION: ANDA

CLINICAL EVALUATION:
1. Review of Studies:
Pertinent Data is to be Reviewed by tne Chemist
Bioavailability Requirement: *Required
* Protocol for a Bio availability study submitted for comment and evaluation
2. Review of Labels:
(a) Container Labels: Satisfactory

10 mg Tablets Bottles of 100; 1000

(b) Insert Labeling: Satisfactory
June 1979 HFD-130 is Completing Revised Labeling Guidelines for Insert
CONCLUSION: Insert Labeling is Satisfactory

Container Labels are satisfactory

RECOMMENDATIONS: The firm is to be so notified
. i .

. I% /
V. VI Reebsadtig, M.D.
CcC:

ANDA  87-092 -
Dup i
VVKarusaitis:ih/8/24/79




DEPARTMENIT OF HeEALITH, EDUCAT IUQ ANDU WELEFAKLE e THe REurm Appluvea
PUBLIC HEALTH SERVUGE - K FF Olgh Ng, 57-R0003
FOOD AND DRUG ADMINISTRATIONT ¥ : ' )

5600 FISHERS LANE |
ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)

(Title 21, Code of Federal Regulations, § 314.1)

Name of applicant

The. Lannett Company, Inc.

Address

July 26, 1979

Date

Name of new drug Methyltestosterone Tablets, 10mg.

D QOriginal application {regulation S 314.1). [—_] Amaendment to abbreviated, unapproved application

{requlation § 314.6).
2]

| ] Amendment to supplement to an approved application.

r_] Amendmem o original, unapproved apphication
{reguistion § 314.6)

Q Abbreviated application (reguiation § 314.1(f)).

supplement to an approved application {regulation § 314'.8).

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; réutes, methaods, and frequency and duration of administration, any relevant warnings,
hazards, contraindications, side effects, and precautions, as that contained in the labeling which is part of this application in
accord with §201.100 (21 CFR 201.100). 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 §314.8 of the new-drug regulations.

Attached hereto, submitted in the form described in §314.1(e) of the new-drug regulations, and constituting a part of

“information: {in

this application are the following:

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

2. Summary. A sumrnery demonstrating that the application 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
lieu of the outline described below and the
evaluation described in Item 3, and expanded summary and
evaluation as outlined in §314.1(d) of the new-drug regulations
may be submitted to facilitate the review of this application.}

a Chemistry.

‘Chémical structural formula or descnpuon for any new- drug
substance
“Relationship to other chemically or pharmaeologwally
re|ated drugs.
.- Description- of dosage form-and quanmatwe composition.

b. ‘Scientific rationate and purpose the drug is to serve.

c. Reference number of the investigstional drug noticels)
under which this drug was investigated and of any notice,
new-dr‘ug 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 appllcanon
where complete data.and reports appear.} .
i.. Pharmacology ({pharmacody namncs,
metabohsm etc.). .
_ Toxicology and pathology Acute tox:cnty studies; subacute

endocrmology,

and chronlc toxicity studies; reproducuon and |enatology studues,-

muscellaneous studies.

FD FORM 356H (8/77)

e. Clinical studies. {Alt material should refer’ Specifically to
each clinical investigator .and to the volume and page number in
the application and any documents mcorporated by reference
where the complete data and reports may be found.)

. Special studies not described elsewhere.

i, Dose-range studies.

iit.  Controlied clinical studies.

iv. Other . clinical studies {for
incompletely contralled studies).

v. Clinical laboratory studies related to ef fectiveness.

vi.  Clinical laboratory studies related to safety.

vii. Summary of literature and unpublished repons avallable to
the applicant. B

axample, uncontrolled or

3. Evaluanon of safety and affectlveness a.” Summarize
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 complete data and reports may be found.

b. include tabulation of al! side effects or adverse experience,
by age, sex, and dosage formulation, whether or not considered to
be significant, showing whether administration of ‘the drug was
stopped and showing the investigator's name with:a reference to
the wolume and page number in the application and any
documents incorporated by refarence where the complete data
and reports may be found. Indicate those side effects or adverse
experiences consndered to be drug-related.

4. Copies of the labet and all other labeling to be used for the
drug (2 total of 12 copies if in final printed form, 4 copnes if in
draft form): :

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

PREVIOUS EDlTION MAY BE USED UNTIL SUPPLY IS EXHUASTED.




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 fayman under all the conditions for which the drug is
intended for fay use or is t0 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 application
should .also contain labeling that ihcludes adequate information
for all such uses, inciuding all the purposes for which the
aver-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 supervision 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, incfuding all the purposes for which it
it is to be advertised or represented, in accord with §201.100
(21 CFR 201.100). The application should include any fabeling
for the drug intended to be made available to the layman.

d. If no established name exists for a new-drug substance, 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 submitted
for preliminary consideration of an application. An application
will not ordinarily be approved prior 10 the submission of the final
printed label and labeling of the drug.

f. No application may be approved if the !abelmg is false or
misieading in any particular.

When mailing pieces, any other labeling, or advertising copy are
devised for promotion of the new drug, samples shali be submitted

- at the time of initial dissemination of such labeling and at the time

of initial placement of nay such advertising for a prescription drug
(see §310.300 of the new-drug regulations). Approval of a
supplemental new-drug application is required prior to use of any
promotional 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 uss under the professional -

supervision of a practitiéner 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 p?eparation of any new-drug
substance, and in the preparation of the finished dosage form,
regardless of whether they undergo chemical change or are
removed in the process. Each substance shouid 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 quantitative
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 milliliter) and a batch formula representat_ive of
that to be employed for the manufacture of the finished dosage
form. All components should be inclqde&' in the batch formula

regardless of whether they appear in the finished product. Any

calculated excess of an ing dient aver the label declarﬁtion's‘hould
be designated as such and percent excess shown. . Reasonab!e
variations may be specified. : : ,

8. A full description of the methods used m, and the faculmes
and controls used for, the manufacture, procesmg, and packmg of
drug. Included in thxs description should be full information with

‘respect to any new- drug 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: i o

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

b. A description of the qualifications, inctuding educational
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 purports 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 control 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 such numbeis in
subsequent plant operations. '

£ If the applicant does not himself perform  all the
manufacturing, processing, packaging, labeling, and control
operations for any new-drug substance or the new-drug dosage
form, his statement identifying each person who will perform 2ny
part of such operations and desngnatmg the part; dnd a signed
statement -from each such person fully describing, direct!ly or by
referenée,-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. .

h. The instructions used in the manufacturing, processing,
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 characteristics 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.’

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

k. Whether or not the total weight or vglumejqf'evach batch is
determined at any stage of the manufacturing pfr’oc]m subsequent

-to making up a batch according to the formula card and, if so, at
what stage and by whom it is done.

{. Precautions to check the actual package yield produced
from a batch of the drug with the theoretical vield. This shoutd
include a description of the accounting for such items as discards,

“breakage, etc., and the criteria used in accepting or rejecting

batches of drugs in the event of an unexplained discrepancy.
m. . Precautions 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 1abeling of the drug,

".including a detailed description of the collection of samples and
“'tha analytical procedures’ to which they are subjected. The

analytical procedures should be capabte of determining the active

‘compaonents within a reasonab(g degree of accuracy and of

assuring the identity of such corhponent_s. If the article is one that

| is represented to be sterile, the same information with regard to the

manufacturing, processing, packaging, and the collection of
samples of the drug should be given for sterility controls. Include
the standards used for acceptance of each lot of the finished drug.

o. An explanation of the exact significance of the batch

_ control numbers used in the manufacturing, processing, packaging,
~and labeling of the drug, including the control numbers that

appear on the label of the finished article. State whether these
numbers enable determination 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, inciuding jnformation showing the
sutitabifity of the analytical method uscd. Describe any additional
stability studies underway or contemplated. Siability data shoulg
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,
including any proposed muitiple-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

prevent 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, processing, and
packaging of the drug are adequate to preserve its identity,
strength, quality, and purity i conformity with good
manufacturing practice and identifies each establishment, showing
the location of the ptant conducting thuse operations.)

9. Samples of the drug and articles used as components, as
follows: a. The following samples shall be submitted with the
application or as soon thereafter as they become available. Each
sample .shall consist of four identical, separately packaged
subdivisions, each c.ontainin.g at least three times the amount
required to perform the laboratory test procedures described in
the application to determine compliance with its control
specifications 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’ sampte or samples of each
new-drug substance, as defined in §310.3(g). from the batches(es)
employed in the production of such dosage form(s).

ii. A representative sample or samples of tinished market
packages of each dosage form of the drug prepared for .inital
marketing and, if any such sample is not from a commercial-scale

' production batch, such a sample from a representative
commercial-scale production batch; and a representative sample or
samples of each new-drug substance as defined in §310.3(g)_ of the

new-drug regulations, from the batchl{es) employed. in the

production of such dosage form(s).

iii. A sample or samples of any reference standard and ‘blank’
used in the procedures described in the apptication 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 appropriately‘ -

packaged and labeled to preserve its characteristics, to identify
the material and the quantity in each subdivision of the sample,

and to identify each subdivision with name of the apphcant and,-

the new-drug application to which it relates.

d. There shall be inciuded a full list of fhe samples submmed

pursuant to ltem 9a; a statement of the additional samples ‘that
will be submitted as soon as availabte; and, with respect to. each.

sample submitted, fult information with respect to its |denmy, the; .- :
origin of any new-drug substance contaired. therein (lncludmg noo
the case of new-drug substances, a statement _whetheiﬂiit‘_wés
produced on a laboratory, pilot-plant, or full-produéti.on's_cale) ‘
and detailed results of all laboratory tests made to determine ‘the
identity, strength, quatity, and purity of the batch repr_esented by‘

the sample, including dssays. Include {or any reference standard a

complete description of its preparation and the results ’of,all'

laboratory tests on it. If the test methods used differed from those
described in the application, full details of the methods employed

n obtaining the reported results shatl be supmitted.

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.

f. If samples of the drug are sent under separate cover, they
should be addressed to the attention of the Bureau of Drugs 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
use. a. An application may be refused uniess it contains full
reports of adequate preclinical tests by ali methods reasonably
applicable to a determination of the safety and effectiveness of the
drug under the conditions of use suggested in the proposed
labeling.

b. Detaited reports of the preclinical investigations, including
al studies made on faboratory animals, the methods used, and the
resuliis obtained, should be clearly set forth. Such information
should include identification of the person who conducted each
investigation, a statement of where the investigations were
conductad, and where the underlying data are available lor
inspection. The animal studies may not be censideied adequate
unless they give proper attention to the condiuons of use
recommended in the proposed labeling for the drug such as, for
example, whether the drug is for short-or long-term administration
or whether it is to be used in infants, children, pregnant women,
or women of child-bearing potential.

- ¢. Detailed reports of any pertinent .microbiological and in
vitro studies.

d. Summarize and provide a list of literature references (if
available} to all other preclinical information known to the
applicant, whether published or unpublished, that is pertinent to
an evaluation of the safety or effectiveness of the drug.

11 List of investigators. a. A complete list of all investigators
supplied with the drug including the name and posit office address
of each investigator and, following each name, the volume and
page references to the investigator’s report(s) in this application
and in any documents incorporated by reference, or the
explanation of the omission of any reports.

L. The unexplained omission of anyreports of investigations
made with the new drug by the applicant, or submitted to him by
an investigator, or the unexplained omission of any pertinent
reports of investigations or clinical experience received or
othuerwise obtained by the applicant from published literature or
other sources, whether 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 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 tests by all methods reasonably applicable to
show whether or not the drug is safe and effective for use as

. sugaested in the tabeling.

b. An application may be refused unless it includes substantial
evidence consisting of adequate and well-controlled investigations,
including clinical investigations, by experts qualified by scientific

.-training and experience to evaluate the effectiveness of the drug

involved, on the basis of which it could fairly and responsibly 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, recommended, or suggested in the

" proposed labeling.

c. Reports of all clinical tests sponsored by the applicant or
received or other wise obtained by the applicant should be
attached. These reports should include adequate 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 clincial
observations and laboratory examinations made, full information




concerning any other treatment inen previously or concurrently,

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 nE)t be regarded as adequate
unless they include reports from more than one independqnt,
competent investigator who maintains adequate case histories of
an adequate number of subjects, designed 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 individuais employed as controls. An application
for a combination drug may be refused unless there is substantial
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 infrequency in the United States as to make testing
impractical, some of the investigations shouid be performed by
competent investigators within the United States.

d. Attach as a separate section a completed Form FD-1 639,
Drug Experience Report {obtainable, with instructions, on request
from the Food and Drug Administration, Depaqment of HEW.
5600 Fishers Lane, Rockvillg, Maryland 20852), for each adverse
experignce or, if feasible, for each subject or patient experiencing
one or more adverse effects, described in Item 12¢, whether or not
full information is available. Form FD-1639 should be prepared by
the applicant if the adverse eiperience was not reported in such
form by the investigator. The Drug E xperience Report should be
cross-referenced to any narrative description included in 1tem 12¢.
In lieu of a FD Form 1639, a computer-generated report may be
submitted if equivalent in all etements 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 Administration:

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 i'nformation derived from
other -investigations or commercial 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 §310.9 of the new-drug regulations, about
related drugs; a bibliography will suffice. Include the evaluation of
the safety or effectiveness of the drug that has been made by the
applicant’s medical department, expert committee, or consultants.

£ 1f the drug is a combination of previously investigated or
marketed drugs, an adequate summary of preexisting information
from preclinical and clinical investigation and experience with its
components, including all reports received or otherwise obtained
by the applicant suggesting side effects, contraindications, and
ineffectiveness in use of such components. Such summdry should
include an adequate bibliography of publications about the ~
components and may incorporate by reference information
concerning  such components previously submitted by the
applicant to the Food and Drug Administration.

g. The complete composition and/or method of manufacture
ot the new drug used in each submitted report of investigation
shouid be shown to the extent necessary to establish its identity,
stiength, quality, and purity if it ditfers from the description in
Hem 6, 7, or 8 of the application.

h. In vivo bioavailabitity data or information to permit waiver
of this requirement in accordance with Subpart B of Part 320 (21
CFR Part 320, Subpart B).

13. If this is a supplemental application, full information on
each proposed change concerning ‘any statement made in the
approved application.

Observe the provisions of §3l4.8 of the new-drug regulations
concerning supplemental applications.

14. {Reserved]

15. The applicant is required to submit an environmental
impact analysis report analyzing the environmental impact of the
manufacturing process and the ultimate use or consumgtion of the
drug pursuant to §6.1 of this chapter. :

~CAR

- Samue ;
‘President

(Responsible offittfal or ayeSnV :
Giﬂtz i :B o I - N

el _(Indii:ate authority)

(Warning: A willfully false statement is a criminal offense. U.S.C. Tittle 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 nat reside or have a place of business 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 residing
or maintaining a place of business within the United States. :
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SUBJECT:
Inspection Request .
SUMMARY -
: In conncetion with ANDA - A
for: T*i'"i- AA | g Fow vhe
» ‘*
'REQUESFED: | : T ; 4‘/
A 1. _Eval_{tidn'of compliance with CGMP for:
17:;fa. The applicant ) ' i F
[gjfg;. Others
- P

[ J 2. Recommendation for dpproval/digaproval of the hbpifhEEESBY“ 4
communication/supplement, based on your evaluation of S
_compliance with CGM%
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59518

This permit exicnsion, as fssucd t
Campbell Soup Co. and sy~.}
-3 who participate in accorince

A Ne provisions set out ahiLe, €X-
2£€S €NNET 0N the effective
afflrmat\e order ruling oJ,
n. petition, or fy days after
1 the petition,

{Docket No. 76N-0185; DESI 3158}
" CERTAIN ANDZOGEN PREPARATIONS

Drugs for Humon Uta; Orug Efficocy Study (5%
plementation; followup Notice and Cpportu-
nity for Hearing

Correction

in FR Doc. 77-28771 appearing at
page 52487 in the issue for Friday.
September 20, 1977, the date “March
28, 1677" which appears in the
«DATES" paragraph and also in the
first line of the 2th full paragraph in
column one of £age 52489, should have
read “March 29, 1978." .

£4110-03)
-~ tDocket No. 7T7P-02561
1C1 AMTRICAS, INC.
iling of Food Additive Petition

food additive reguiatiorn
concerning 1,2-benzisothl
to be used for food-contac\ap
tions.

FOR FURTHER IMFORI ATIQN
CONTACT:

John J. McAuliffe, BurcdAu of Foods
(HFF-334), Food and Dfug Adminis-
tration, Department g1 Health, Edu-
catlon, and Welfapt, 200 C Street
SW., Washingto D.C. 20204, 202-

472-5690. .
SUPPLEMENTXRY INFORMATION:
Pursvant to provisions of the i'ederal
Food, Drug/and Cosmetic Act (sec.
408(b)(5), A2 Stat. 17é6 (21 U.Ss.C.
/ notice Is given that a peti-
P 3832832) has been filed by
lnericas, Inc., Proposing that
A05(cX5) (21 CFR 175.105¢X5)
Amended to include in the st of
mponents of adhcsives: 1,2-benzi-

‘ ' |«é§icss

vthinzolin-3-one for usc as & preserva-
r~; and that $196.170483(5) (21 CIR
170(ni5)) be amended to include
1.2-\¢nzizothiazolin-3-one for use as a
vative in paper aund paperboard
X\ compor=itions.

their intention to-speek and the Seg
tion of the proposed revisions to whi
they Wil direct their commyts.
Travel expenses will be providyAl for
tnvited witnesses only.
aviconmental Impact analysis Written commments on thg 1rroposed
nd other relevant material  revised Guldelines should Y addressed
reviewed, and it has been  go: Director, National Anstitutes of
E:‘Sl" n‘:’-‘h’gf‘;":s‘lgn:‘;g 1‘;{ Health, 9000 Rockvilte £ike, Buthesda,
environmenty! impact. Copies of the Maryland 20014, Thy/Executive Sucre-
impact analysis report tary. Charles Bt dyCarthy. PR.D., Na-
may be scen it\the office of the Hear- tional Institutes g4 Health, Building L,
_20). Food and Drug Room 201, Beiyesda, Maryland 20014
Administration, Room 4-65, 5600 Fish-  (301) 496-1484, will fumish resters of
fembers and guests, and

ers Lane, ItockvNle, Md. 20557, be-
tween the hours oA 9 a.m. and 4 p.M.,  guhstantiy€ program informaion. -
The tghtative agenda for ke meet-

Monday through Friay. -
Dated: November 16\ 1977.

Howarp R\ROBERTS.
Actlinyg Director,
Burexu of Foods.

[FR Doc. 77-33676 Filed 11-2 77; 8:45 am]

PxofOSED AGENDA FOR MELTING OF THE ApVT-
fny COMMITTTEX TO THE DIRECTOR, NIH,
rcCMBER 15-16, 1977

THURSDAY. Decrusrn 15

[41 10-08]} 9 a.m —Opening remarks—Dr. Fredrickson.

National institutes of Health
ADVISORY COMMITIEE TO THE DIRE
Meeting

Pursuant to Pub. L. 92-X63, notic
hereby given of the megling of the Al:
visory Committee t the Director)
NIH. December 15-}6, 1977, Nationai
Institutes of Healt}, Building 31, Con-
" The mecting wiil
a.m. to 9 p.m. on De-
{rom 9 a.m. to 5 p.m.
16. The entire meeting
to the public. )
pose of the meeting will be
to conifder proposed revised Guide-
or recombinant DNA molecule
rescgrch conducted and supported by
NIH. The proposed Guidelines Drs
re published in the FEDERAL REGIS- -
£R September 37, 1977, on Dages
49596 to 49509. Attendance by the
public will be limited to space avail-
able. : .

In addition to current members of
the Committee, a number of other sci-
entific and public representatives have
becn invited to serve on the Commit-
tee for Lhis public hearing. In order to
sure careful review, selected - wit-
nedses from the foilowing areas will ke
_invitod to comment on the Guidelines /
at the Yearing environmental, com-
mercial, organized labor, and scientif-
i

DISCUSSION OF SECTIONS OF RIVISED DNA
GUIDELINKS

30 a.m.—Introduction to revised gulde-
lines—Dr. Littlefield
Section L. Physicel Conlainment
Dr. Barkley

10 2.m.—Comments by invited witnesses.
16:30 a.m.—Coffee break.

10:45 a.m.—Comme=n's by other witnesses, -
" 1130 am.—Secticen [L Biolozical
Conicinmeand :

Dr. Gottesman

11:4N\am.~—Cornuracnts by fnvited ¥ilnesses.
12:30 A m.—Commcnis by other witaesses,
1 p.m.—\Lunch. .

2:15 m.--Sec!ton 111. Experimenial
guidelines

elinski. Rowe, and Duy

2:45 p.m.—Cclunents by tavited witnesses.
3:30 p.m.—Coflyc break.’

3:45 p.m.—ComNcals by larited witnesses.
§ p.m.>Dinner.

7:30 p.m.—Conm:miqls by other witnesses.
9 p.m.—Adjournmecyl.

Fripay, Dodew=zr 16, 1577

drickson. A i
9:15 a.m.—Scction I{. Roles and
Responsibii¥ics

Dr. Walters

9:45 a.m.—Comments dy tnvitAl witnesses,
10:45 a.m.—Coffee break.

11 a.m.—Comments by Other WitQesses.
12 a.m.—~Lunch.

1:15 p.m.-—-Commiltee discussion.
§ p.m.—Adjourn sine die.

Dated: November 15, 1977.

SUuzaNNE L. FREMFAL
Committee Management Qffic

.d  [FR Doc 77-33745 Filed 11-21-77: 8:45

C.

Other witnesses who wish to make
oral stateraents ncerning the pro--
posed revisions to t Guidelines will
be provided reasonabldppporiunity to
do so ai appropriate Umes indicated
on the ngenda. All witaes
quested to confine their commgents to
the proposed revisions. Person
wish to make oral statements shi
notify the Executive Secretary

. e
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9 a.m.—Sumrmary an commenls—Dr. Fre-



'1d be in the public interest and that
application should be approved.

On the basis of the record, the appli-
cation is approved for the reasons sum-
marized above. The transaction shall not
be made before the thirtieth calendar day
following the effective date of this Order,
or later “than three months after the
effective date of this Order, unless such
period Is extended by the Board. or by
the Federal Reserve Bank of Chicago
pursuant to delegated authority. i

By order of the Beard of Governors,®
effective September 23, 1977.

GRIFFITH L. GARWOOD,
Depuly Secretary of the Board.

{FR Doc.T7-28770 Filed 9-29-77;8:45 am]

- [6210-01 ]
SCHRODERS LIMITED

Proposed Acquisiticn of Robert C. Gilkison, -

Inc.

Schroders Limited, Schroder Interna-
tional Limited, and Schroder Interna-
tional Holdings- Limited, ail of London,
England, and Schroders Inc., New York,
N.Y., have applied. pursuant to § 4(c) (8)
of the Bank Holding Company Act (12
US.C. §1843(c)(8)) and § 225.4(b) (2)
of the Board’s Regulation ¥ (12 CFR
§225.4(b) (2)), for permission to acquire
the business and assets of Robert C.

- Gilkison, Inc., Washington. D.C. Notice
" of the application was published on Au-

~~t 1, 1977, in The Washington Post, a
spaper circulated in Washington,
"L, and on July 30, 1977, in The New
York Times. a newspaper circulated in
New York, N.Y. .

Applicant states that the proposed ac-
quisition would engage in the activities of
acting as investment counselors and reg-
Istered investment advisor under the In-
vestmeny Advisors Act of 1940. Such ac-
tivities have been specified by the Board
In § 225.4(a) of Regulation Y as permis-~
sible for bank holding companies, subject
to Board approval of individual proposals
In accordance with the procedures of
§ 225.4(b). . )

Interested persons may express their
views on the question whether consum-
mation of the proposal can “reasonably

" be expected to produce benefits to the

public, such as greater convenience, in-

. ereased. competition. or gains in effi-
clency, that outweigh possible adverse
effects, such as undue concentration of
resources, decreased or unfair competi-
tion. conflicts of interesis, or unsound
banking practices.” Any request for a
hearing on this question should be ac-
companied by a statement summarizing
the evidence the person requesting the
hearing proposes to submit or to elicit at

the hearing and a statement of the rea--

sons why this matter should not be re-
solved without a hearing,

*Voting for this action: Governors wal-
lch, Coldwell, Jackson, Partee, and Lilly. Ab-
P "¢ and not voting: Chairman Burns and

‘rnor Gardner, BRI

ronra v

" be expected to produce benefits to the .

ernors of the Federal Reserve System,

[ 4 o imvm
" aafe AcDiwian,
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Washington, D.C. 20551, not later than
Qctober 21, 1977,

Board of Governors of the Federal Re-
serve System, September 23, 1977,

GrRIFFITE L. GarwooD,
Deputy Secretary of the Board.

[FR Doc.77-28778 Filed 9-20-77;8:45 am]|

[4110-03 ] ,
DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE
Food and Drug Administrat_»i__o'nq
f Docket No. 76N—018§; DESI 3158] °
" CERTAIN ANDROGEN ‘RREPARATIONS

Drugs for Human Use; Drug\Eﬁicaey’Sfudy
Implementation; Followup Notice and
Opgortunity for Hearing

AGENRCY: Feod and Drug Administra-

The aprlication may be inspected at
tiie offces of the Board of Governors or
at the Federal Reserve Bank of New York.

Any views or requests for nearing
should be submitted in writing and re-
ceived by the Secretary, Board of Gov-
erncers of the Federal Reserve System.
Washington, D.C. 20551, not later than
October 21, 1977. {

Board of Governors of the Federal Re-
serve System, September 23, 1977.

- GRIFFITH L. GARwWOOD,
Deputy Secretary of the Board.

{FR Doc.¥7-28777 Filed 9-29-77:8:45 am]

[ 6210-01 ] St
-SCHRODERS LIMITED

Proposed Retention of Schroder Naess &
i Thomas

Schroders Limited, Schroder Interna-

tional Limited, and Schroder Interna- tion, s
tional Holding Limited. all of Londen, ACTION: Notice.
England, and Schroders Inc., New York, SUMMARY: This notice sets forth the

N.Y., have applied, pursuant to § 4(c) (8) ~
of the Bank Holding Company Act (12
U.S.C. §1843(c)(8))-and § 225.4(h) (2)
of the Board's Regulation ¥ (12 CFR
§225.4D) (2)). for permission to retain
the business and assets of the Schroder
Naess & Thomas Division -of Schroders
Incorporated, New York. N.Y. Notice of
the application was published in The
Wall Street Journal, as well as news-
papers of general circulation in Balti-
more, Md.. Washington, D.C., New York,
N.Y.,and Atlanta, Ga. -
Applicant states -that  the division
would continue to engage in the activi-
ties of acting as investment counselor
and registered investment zdvisor under
the Investment Advisors Act of 1940.
Such activities have been specified by
the Board in §225.4(a) of Regulation ¥
as permissible for bank holding com-
panies. subject to Board approval of
individual proposals in accordance with
the procedures of § 225.4(b). C
Interested persons may express their
views on the question whether consum-
mation of the proposal can “reascnably

conditions for marketing the androgen
preparations gescribed below for the in-
dications for which they continue to be
regarded as efective and ofers an op-
portumity for a hearing concerning those
indications reclassified as lacking sub-
stantial evidence of efiectiveness.

DATZES: Hearing Tequests due on or be-
fore October 31, 1977. Bioavailability
suppiements to approved new drug appii-
cations due on or before March 28, 1977.
Other supplements due on or before No-
vembar 29, 1977,

ADDRESSES: Communications * for-
warded in response to this notice should
be identified with the reference number
DESIK 3158, directed to the attention of
the appropriate office named below, and
addressed to the Food and Drug Admin-
istration, 5600 Fishers Lane, Rockville,
AId. 20857, .

Supplements (identify with NDA num-
ber) = Division of Metabolic and Endo-
crine Drug Products (HFD-130), Rm.
14B-03, Bureau of Drugs.

Original abbreviated new drug appli-

public. such as greater convenience, in-
creased competition, or gains in effi-
ciency, that outweight possible adverse
effects, such as undue concentration of
resouirces, decreased or unfair -competi-
tion, conflicts of interests, or unsound .
banking practices.” Arny request for a
hearing on this question should be ac-
companied by a statement summarizing
the evidence the person requesting the -
hearing proposes to submit or to elicit
at the hearing and a statement of the
reasons why this matter should not be
resolved without a hearing. .
The application may be inspected at
the offices of the Board of Governors or
at the Federal Reserve Eank of New
York. : - : -
Any views or requests .for hearing
should be submitted in_writing and re-
ceived by the Secretary, Board of Gov-

i’y as such): Division of Generic Drug
Monegraphs (HFD-530), Bureau of

Reguests for Hearing (identify with
Docket Number appearing in the head-
ing of this notice) : Hearing Clerk, Food
and Drug Administration (HFC-20),
Rm. 4-G3.

tional Academy of Sciences—National

Deocwement Center (HFC-18), Rm. 4-62.
Reqguests for opinion of the applica-

Diviston of Drug Labeling Compliance
IF»-310), Bureau of Drugs.

Other communications regarding this
motice: Drug Efficacy Study Implementa-
ton. Project Manager (HFD-501), Bu-
reanz of Drugs. oL

- . . . ~ ks
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catiosxs and supplements thereto tiden-

Regmests for the report of the. Na-

Research Council: Public Records and -

bilityr of this notice to a specific product:

FOR FURTHER INFORMATION CON-
TACT: . PN e L Y

Low . . ~- . KECN
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John H. Hazard, Jr., Bureau of Drugs
(HFD-32), Food and Drug Adminis-
tration, Department of Health, Educa-
tion. and Welfare, 5600 Fishers Lane,
Rockville, Md. 20857 (301-443-3630).

SUPPLEMENTARY INFORMATION: In
a notice (DESI 3158; Docket No. FDC-D-
183 (now Docket No. 76N-0185)) pub-
lished in the FepERAL REGISTER of August
1, 1970 (35 FR 12356), the Food and Drug
Administration announced its conclu-
sions that the-androgen preparations de-
scribed below are effective, probably ef-
fective, possibly effective, and lacking
- substantial evidence of effectiveness for
their various labeled indications. The
drugs are used to treat certain hormone
deficiencies. No data were submitted in
support of any of the less-than-effective
indications and those indications now are
Teclassified to lacking substantial evi-
dence of effectiveness.

‘The notice that follows does not per-
tain to the indications stated in the
August 1, 1970, notite to lack substantial
evidence of effectiveness. No person re-
quested & hearing concerning them, and
they are no longer allowable in the la-
beling. Any such product labeled for
those indications is subject to regulatory
action.

1. NDA 3-158; Oreton Methyl Tablets
containing 10 milligrams or 25 milli-
grams of methyltestosterone per tablet;
Schering Corp., Galloping Hill Rd., Ken-
{iworth, N.J. 07033.

2. NDA 3-234; Neo-Hombreol (M)
Tablets containing 10 millicrams or 25
milligrams methyltestosterone per tab-
let; Organon, Inc., 375 Mount Pleasant

<., West Orange, N.J. 07052.

s NDA 3-240; Metandren Linguets'

and Tablets containing 5 milligrams or
10 milligrams methyltestosterone per lin-
guet and 10 millisrams or 25 milligrams
methyltestosterone per tablet; Ciba

" Pharmaceutical Co., Division Ciba-Geigy
Corp., 556 Morris Ave., Summit, N.J.
07901.

b
4. NDA 7-029; Perandren Propiona.te\;){'

. NOTICES

9. NDA 11-424; TUltandren Tablets
containing 2 milligrams or 5 milligrams
fluoxymesterone per tablet; Ciba Phar-
maceutical Co.

Such drugs are regarded as new drugs
(21 U.S.C. 321(p)). Supplemental new
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. An approved new drug application
is a requirement for marketing such drug
products.

In addition to the holder(s) of the new
drug application(s) specifically named
above, this notice applies to all persons
who manufdcture or distribute a drug
product, not the subject of an approved
new drug application, that is identical,
related, or similar to drug product
named above, as defined in 21 CFR, 310.6.
It is the responsibility of every drug man-
ufacturer or distributor to review this
notice to determine whether it covers any
drug product he manufactures or distrib-
utes. Any person may request an opinion
of the applicability of this notice to a
specific drug product he manufactures
or distributes that may be identical, re-
lated, or similar to a drug product named
in this-notice by writing to the Division
of Drug Labeling Compliance (address
given above). -
\ A. Effectiveness classification. The
Reod”and Drug Administration has re-
viewed all available evidence and con-
cludes that the drugs are effective for
the indications in the labeling conditions
below. The drugs now lack substantial
evidence of effectiveness for the indica-
tions evaluated as probably and possibly
effective.in the August 1, 1970 notice.

B. Conditions for epproval and mar-
-keting. The Food and Drug Administra-
tion” (FDA) is prepared to approve new
drug applications under conditions de-
scribed herein. The type of new drug ap-
plications required for the various prod-

~~ucts is set forth und{,er Marketing Status
elow. . { :
1. Form of drug. 8. Testosterone enan-

Injection, containing 25 milligrams, 50 \thate is in solution form suitable for in-

milligrams, or 100 millicrams testoster-
one propionate per milliliter in sesame
oil; Ciba Pharmaceutical Co.

5. NDA 9-165; Delatestryl Injection
containing 200 milligrams testosterone
‘enanthate per milliliter in sesame oil,
and in disposable syringes containing 200
milligrams testosterone enanthate per
syringe in sesame oil, E. R. Squibb &
Sons, Post Office Box 4000, Princeton,
N.J. 08540,

tate Intramuscular Repository, Aqueous
Suspension containing 50 milligrams tes-
tosterone phenylacetate per milliliter
&nd 1 percent procaine hydrochloride;
Ciba Pharmaceutical Co. -
7. NDA 10-611; Halotestin Tablets
containing 2 milligrams, 5 milligrams, or
10 milligrams fluoxymesterone per tab-
let; The Upjohn Co., 7171 Portage Rd,
Kalamazoo, Mich. 45002.
. 8. NDA 11-359; Ora-Testryl Tablets
“containing 2 milligrams or 5 milligrams
fluoxymesterone per tablet; E. R. Squibb
and Sons. -

‘n

-

tramuscular administration.

b. Methyltestosterone is in tablet form
suitable for oral of Bilttal Administra-
tion. "

c. Testosterone proplonate is in solu-
tion form suitable for intramuscular ad-
ministration. ;

d. Testosterone phenylacetate is in
suspension form suitable for intramus-
cular repository administration.

-

. . -~ e. Fluoxymesterone is in tablet form
6. NDA 9-349; Parendren Phenylace-vle for oral administFation.

¥ 2. Labeling conditions. &. The label
{beats the statement, “Caution: Federal
" law prohibits dispensing without pre-
scription.” .

b. The drug is labeled to comply with
all requirements of ‘the act and regula-
tions, and the labeling bears adequate
information for safe and effective use of
the drug. The Indications are as follows:

-T'estosterone enanthate solution for
intrammuscular administration: In the
male: - -
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1. Bunuchism and eunochoidism.

2. Climacteric symptoms when thesze
are secondary to androgen deficiency.

3. Oligospermia. .

4. Deficiency after castration.

BMethyltestosterone for oral or buccal
administration: In the male:

1. Eunuchoidism and eunuchism.

2. Climacteric symptoms when these
are secondary to androgen deficiency.

3. Impotence due to androgen defi-
ciency.

4. Postpuberal cryptorchidism with
evidence of hypogonadism.

In the female:

1. Prevention of postpartum breast
pain and engorgement. There is no sat-
isfactory evidence that this drug pre-~
vents or suppresses lactation.

2. Palliation of androgen-responsive, -
advancing, inoperable mammary cancer,
in women who are more than 1 year, but
less than 5 years postmenopausal or who
have been proven to have a hormone-
dependent tumor as shown by previous
beneficial response to castration.

Testosterone propionate solution for
intramuscular administration: In the
male:

1. Postpuberal ecryptorchidism with
evidence of hypogonadism. :

2. Eunuchism and eunochoidism.

3. Impotence due to androgen defi-
ciency. : -

4. Climacteric sympfoms when these
are secondary to androgen deficiency.

In the female:

1. Prevention of postpartum breast
pain and engorgement. There is no sat-
isfactory evidence that this drug pre-
vents or suppresses lactation.

2. Palliation of androgen-responsive,
advancing, inoperable mammary cancer
in women who are more than 1 year, but
less than 5 years postmenopausal or who
have been proven to have a hormone-
dependent tumor as shown by previous
beneficial response to castration.

Testosterone phenylacetate suspension
Jor iniramuscular repository adminis-
tration: In the male:

1. Eunuchoidism and eunuchism.

2. Climacteric symptoms when these
are secondary to androgen deficiency.

I the female:

Palliation of androgen-responsive, ad-
vancing, inoperable mammary cancer in
women who are more than 1 year, but
less than 5 years postmenopausal or who
have been proven to have a hormone-
dependent cancer. With the use of this
long-acting preparation, it would be im-
possible to properly nullify the untoward -
effecis of tumor progression, hypercal-
cemia, or salt and water retention. -

Fhuozxymesterone for oral administra-
tion: In the male:

The primary indication in the male is .
repiacement therapy in conditions asso-
ciated with a deficiency or absence of en-
dogenous testicular hormone. Androgen
therapy prevents the development of
sirophic changes in the accessory male
sex organs following castration; as long
as replacement therapy is continued,
these organs can be maintained in & rel-
atively normal state. ) .
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1. Eunuchoidism and eunuchism.

2. Climacteric symptoms when these
«<e secondary to androgen deficliency.

3. Those symptoms of panhypopitui-
tarism related to hypogonadism. Appro-
priate adrenal cortical and thyroid hor-
mone replacement therapy are still
necessary, however, and are actually of
primary importance. .

4. Impotence due to androgen defi-
ciency.

5. Delayed puberty, provided it has
been definitely established as such, and
it is not just a familial trait.

In the female:

1. Prevention of postpartum breast
pain and engorgement. There is no sat-
isfactory evidence that this drug pre-
vents or suppresses lactation.

2. Palliation of androgen-responsive,
advancing, inoperable mammary cancer,
In women who are more than 1 year, but
less than 5§ years postmenopausal or who
have been proven to have a hormone-
dependent tumor as shown by previous
‘beneficial-response.to tastration.

[ ~.3. Marketing statusia. Marketing of
\.suchdrug productsthitiare now the sub-
ject of an approved or effective new

drug application may be continued pro- -

vided that, on or before November 29,
1977, thre holder of the application sub~
.- mits, if he has not previously done so,
(1) a supplement for revised labeling as
needed to be in accord with the labeling
“conditions described in this notice, and
- complete container labeling if current
container labeling has not been submit-
'd, and (i) for all products except de~
.yed or prolonged release dosage forms,
& supplement to provide updating in-
formation with respect to items 6 (com-
- ponents), 7 (composition), and 8 (meth-
ods, facilities, and controls) of new
" drug application form FD-336H (21 CFR
314.1(c)) to the exient required in ab-
breviated applications (21 CFR 314.1
(1)), and for delayed or prolonged re-
lease dosage forms, a supplement to pro-
vide full updating information with re-
spect to items 6, 7, and 8 of the new drug
application form FD-356H.

In addition, on or before March 28,
1977, the holders of such applications
for the following drugs are required to
stpblement their application to provide

() for methyltestosterone. tablets, evi-.
v+ dence from in vivo

_studies that demon-

ilitv_of the_ tablet

" strates the bioavail

.~ Yelative to the bioavailability. of s solu-

e A e e ? .y

.

) tion containing the same amount of drug
. &s in the tablet, and-alsg in vitro dissolu-

-+4ion rate data, and{(2) for-rethyliestoss

terone "buccal (or*.sublingual) tablets
and fluoxymesterone tablets, only in vi-
tro dissolution rate data. Theé disSolu-
tion profile shall be determined for 12
Individual tablets using FDA Paddle
Method at 50 revolutions per minute,
37°C and 500 milliliters of medium. Both
water and 0.1N HCI are to be used as
media. Twelve tablets are to be tested
In each medium.

~, ¢ b. Approval of an abbreviated new

*drug application (ANDA) (21 CFR 314.1
“€)) must be obtained prior to market-

: such product. For preparations in

aelayed or prolonged release dosage_

“tablets, evidence froii in Vivo studie:
vo st
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forms, the application shall contain full
information with respect to items 6
(components), 7 (composition), and 8
(methods, facilities, and conirols) of
new drug application form FD-356H.

In addition, for the following drugs
the abbreviated new drug applications ,
are to prb“ﬁ‘c‘ié‘('l'r'ior\mﬁ’hsﬁ'féstostggaql%

that demonstrates the ity o
blet relative t6 thie bioavailability
of a Solution containing the sameé amoutit
of drug as in the tablet, and also in vifro
dissolution -rate data; and (2) for
methyltestosteronie buccal (or “sublin-
gual) tablets and fluskyiiesterone tab-.
lets, in vitro dissolution,rate data. The
dissolution profile shall be determined
for 12 individual tablets using FDA Pad-
dle Method at 50 revolutions per minute,
37°C and 500 milliliters of medium.
Both water and 0.1N HC! are to be used
as media. Twelve tablets are to be tested
in each medium.

Marketing prior to approval of a new
drug application will subject such prod-
ucts, and those persons who caused the
product to be marketed, to regulatory
action..

C. Notice of opportunity for hearing.

“Qn _the 5asi§ of all the data-and infor-

mation available to him, th2 Director of
the Bureau of Drugs is unaware of any
adequate and well-controlled clinical in-
vestigation, conducted by experts quali-
fied by scientific training and experience,
meeting the requirements of section 505
of the Federal Food, Drug. and Cosmetic
Act (21 US.C. 355) and 21 CFR Parts
314.111ta) (3) and 300.50, demonstrating
the effectiveness of the drug(s) for the
indication(s) lacking substantial evi-
dence of effectiveness referred to in
paragraph A. of this notice.

Notice is given to the holder(s) of the
new drug application(s), and to all other
interested persons, that the Director of
the Bureau of Drugs proposes to issue an
order under section 505(e). of the Federal
Food, Drug. and Cosmetic Act (21 U.S.C.
355¢e)), withdrawing approval of the
new drug application(s) and all amend-
ments and supplements thereto provid-
ing for the indication(s) lacking sub-
stantial evidence of effectiveness referred
to in paragraph A. of this notice, on the
ground that new information before him
with respect to the drug product(s),
evaluated together with the evidence
available to him at the time of approval
of the application(s), shows -there is a
lack of rubstantial evidence that the
drug product(s) will have all the effects
it purports or is represented to have
under the conditions of use prescribed,
recommended, or suggested in the label-
ing. An order withdrawing approval will
not issue with respect to any applica-
tion(s) supplemented, in accord with
this notice, to delete the claim(s) lacking
substantial evidence of effectiveness.

In addition to the ground for the pro-
posed withdrawal of approval stated
ahove, this notice of opportunity for
hearing encompasses all issues relating
to the legal status of the drug products
subject to it (Including identical, related,
or similar drug products as defined in 21
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CFR 310.6), e.g., any contention that any
such product is not a new drug because it
is generally recognized as safe and effec-
tive within the meaning of section 251
(p) of the act or because it 1s°exempt
from part or all of the new drug provi-
stons of the act pursuant to the exemp-
tion for products marketed prior to June
25, 1938, contained in section 201(p) of
the act, or pursuant to section 10%7(¢c) of
the Drug Amendments of 1962; or for
any other reason.

In accordance with the provisions of
section 505 of the act (21 U.S.C. 355) and
the regulations promulgated thereunder
(21 CFR Parts 310, 314), the appli-
cant(s) and all other persons who manu-
facture or distribute a drug produet
which is identical, related, or similar to
a drug product named above (21 CFR
310.6), are hercby given an opportunity
for a hearing to show why approval of
the new drug application(s) providin:
for the claim(s) involved shouid not be
withdrawn and an opportunity to raise. -
for administrative determination. al'
issues relating to the lezal status of »
drug product named above and sall ider -
tical, related. or similar drug products..

If an applicant or any person subject
to. this notice pursuant to 21 CFR 310 &
elects to avail himself of the opportuniry
for a hearing, he shall file (1) on or he-
fore October 31, 1977. a written notice
of appearance and request for hearin-~
and (2) on or beiore November 28, 1957
the data, information, and analyses cn
which he relies to justify a hearing. a<
specified in 21 CFR 314.200. Any other
Interested person may also submit com-
ments on this proposal to withdraw ar-
proval. The procedures and requirements
governing this notice of opportunity for
hearing, a notice of appearance and re-
quest for hearing. a submission of data.
information, and analyses to justify »
hearing, other comments, and a grant or
denial of hearing, are contained in 21
CFR 314.200. .

The failure of an applicant or any
other person subject to this notice pur-
suant to 21 CFR 310.6 to file timely writ-
ten appearance and request for hearing
as required by 21 CFR 314.200 consti-
tutes an election by such person not to
avail himself of. the opportunity for a
hearing concerning the action proposed
with respect to such drug product and a
waiver of any contentions concerning the
legal status of such drug product. Any
such drug product labeled for the indica-
tion¢s) lacking substantial evidence of
effectiveness referred to in paragraph A.
of this notice may not thereafter lawfully
be marketed, and the Food and Drug Ad-
ministration will initiate appropriate
regulatory action to remove such drug
products from the market. Any new drug
product marketed without an approved
NDA is subject to regulatory action at
any time. ' -

A request for a hearing may not rest
upon mere allegations or denials, but
must set forth specific facts showing that
there Is a genuine and substantial issue
of fact that requires a hearing. If it con-

‘clusively appears from the face of the

data, information, and factual analyses
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_ In the request for the hearing that there
i{s no genuine and substantial issue of
fact which precludes the withdrawal of
approval of the application, or when a
request for hearing is not made in the
required format or with the required
analyses, the Commissioner will enter
summary judgment against the per-
son(s) who requests-the hearing, making
findifigs and conclusions, denying a

hearing.

All submissions pursuant to this notice

of opportunity for hearing shall be filed

" in quintuplicate. Such submissions, ex-
cept for data and information prohibited
from public disclosure pursuant to 21
U.S.C. 331(j) or 18 U.S.C. 1905, may be
seen in the office of the Hearing Clerk
(address given above) between the hours
of 9 am. and 4 pm., Monday through

Friday.

This notice is issued under the Federal
Food, Drug,-and Cosmetic Act (secs. 502,
505, 52 Stat. 1050-1053, as amended (21

. U.S.C. 352, 355)) and under the author-
ity delegated to the Director of the Bu-~

reau of Drugs (21 CFR 5.82).
‘Dated: September 22, 1977.

J. Ricaarp CrROUT,
Director, Bureau of Drugs.

1FR Doc.77-28771 Filed 9-29-77;8:45 am|]

[Docket No. 77N-0230]

DIAMOND SHAMROCK CHEMICAL CO.,
: ' ET AL .

Penicillin-Containing Premixes;
Opportunity for Hearing

Corrections

‘In FR Doc. T7-24971 appearing at page
43772 in the issue for Tuesday, August 30,
1977, the following corrections should be

made.

1. On page 43772, second column, line
%7, the citation, 21 CFR 558.78", should

read, “21 CFR 558.76".

2. On page 43773, second column, line
37, the citation, “U.S.C. 3497, should

read, “US.C. 348".

. 8. On page 43774, first column, line 9
of paragraph 2., the designation, “{(&) ",

should read, “(c)”.

i v

_*“advisory”, should read, “discovery”.

- & 5.On page 43780, second column, line
".—-35, the word, “translate”, should read,

. . ®translocate™. .

"' 6. In the third column, line 5 of
reference 11., now reading, “Biology, 97:
“Biology,

561-515,1975", should read,
97:561-575,1975". ’ :

9. In line 3 of reference 13, influenzae

- type “D", should read, “B".

8. In the tables on pages 43781 and
43783, under the heading “Group”, “B'
should read, “B,”; “B™, should read,

. By"”; “D'", should read, “D,”, and “D",

" should read, “D,".

8. On page 43792, first column, line 8-
of paragraph (e), the word, "letter”,

- should read, “latter”.

_4. In the third column, line 2, the word,

NOTICES

[4110-03] .
" HEALTH CARE SEZRVICES
Open Meeting
AGENCY: Food and Drug Administra-
tion. ’
ACTION: Notice.

SUMMARY: This document announces
the forthcoming Boston regional Ad Hoc
Professional and Consumer Meetings to
be chaired by the Commisisoner of Food
and Drugs. -

DATES: The professional meeting will
begin at 7:30 p.m., Tuesday, October 18,
1977. The consumer meeting will begin
at 9 a.m. on Wednesday, October 19,
1977. Registration will begin one half
hour prior to each meeting.

ADDRESS: Both meetings will be held
at the Museum of Science (Morris Audi-
torium), Science Park, Boston, Mass.
02114.

FOR FURTHER INFORMATION CON-
TACT:

Yolan Harsanyi, Consumer Affiairs
Officer (HFR~-1145), Food and
Drug Administration, Department of
Health, Education, and Welfare, 585

- Commercial St., Boston, Mass. 02109,

(167-223-5857).

SUPPLEMENTARY INFORMATION:

The purpose of each meeting is to ex-
change views and information of mutual
interest. The professional meeting will
focus on medical and other scientific is-
sues relating to the Food and -Drug Ad-
ministration (FDA). In addition, there
will be an opportunity for practitioners
to identify with the Commissioner ways
in which FDA can better serve the prac-
titioners and their patients. The con-
sumer meeting will focus on consumer
issues (i.e., food additives, over-the-
counter drugs, and other FDA-related
topics). It will also provide an oppor-
tunity for consumers to discuss with the
Commissioner ways in which FDA can
better meet their needs. Both meetings
are open to all interested persons.

Dated: September 23, 1977. -

i Josepr P. HILE,
Associate Commissioner
for Compliance.

[FR Doc.77-28578 Filed 9-29-77;8:45 am]

{4110-03]
MA7RIX APPROACH SUBCOMMITTEE OF
THE SCIENCE ADVISORY BOARD -

S " Meeting Change -
"AGENCY: Food and Drug Administra-
tion. o S

ACTION: Notice. - .-
SUMMARY: The Matrix Approach Sub-
committee of the Science Advisory Board

meeting scheduled for September 30, -

1977 has been rescheduled for October
18, 1977.
FOR FURTHER INFORMATION CON-
TACT: S

Ruth S. Magee, National Center for
Toxicological Research, Jefferson, Ark
72079, (501-541-4528). )

SUPPLEMENTARY INFORMATION.
Under the Federal Advisory Committee
Act of October 6, 1972 (Pub. L. 92-463, 8§
Stat. 770-776 (5 U.S.C. App. I)), the
Food and Drug Administration an-
nounced in a2 notice published in the
FEDERAL REGISTER of August 12, 1977 (42
FR 40958), meetings of FDA public ad-
visory committees and other required in-
formation in accordance with provisions
set forth in section 10(a) (1) and (2) of
the act.

Notice is hereby given that the meet-
ing of the Matrix Approach Subcommit-
tee of the Science Advisory Board sched-
uled for September 30, 1977, has been
changed to October 18, 1977. The open
public hearing will begin at 9 a.m. at the
National Center for Toxicological Re-
search, Jefferson, Arkansas,

‘Dated: September 22, 1977.

WiILLIAM F. RANDOLPH,
Acting Associate
Commissioner for Compliance.

[FR Doc.77-28577 Filed 9-29-77;8:45 am]

{4110-03]
[Docket No. TTF-0262]
USS AGRI-CHEMICALS DIViISION

Filing of Petition for Food Additive
Permitted in Animal Feed

AGENCY: Food and Drug Administra-
tion. .

ACTION: Notice. :
SUMMARY: USS Agri-Chemicals Divi-
sion has filed a petition proposing that
the regulations for food additives per-

mitted in animal feed be amended to
provide for direct mixing of anhydrous

ammonia with corn plant material. .

FOR FURTHER INFORMATION CON-
TACT: .

William D. Price, Bureau of Veterinary
Medicine (H¥FV-123), Food and Drug
Administration, Department of Health,
.Education, and Welfare, 5600 Fishers
Lane, Rockville, Md. 20857 (301-443-
. 3442). -

SUPPLEMENTARY A INFORMATION:
Pursuant to provisions of the Federal
Food, Drug, and Cosmetic Act (sec. 409
(b) (5), 12 Stat. 1786 (21 U.S.C. 348(b) ¢
(5))), notice is given that a petitiort
(MF-3673) -has been filed by USS Agri=
Chemicals Division, United States Steel
Corp., P.O. Box 1683, Atlanta, Ga. 30301;
proposing that § 573.180 Anhydrous am-
monia (21 CFR 573.180) be amended to
provide for direct mixing of cold liquid
ammonia with freshly chopped corn
plant material before ensiling,  as a
source of nonprotein nitrogen in cattle
feed. :

The Commissioner of Fosd and Drugs
has reviewed the potential environment-.

-al iImpact of the proposed regulation. He

has concluded that the proposed action
would not significantly affect the quality C
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others: shall arranne for the paymient of
Piterest ou and the tepavment of such
Lorroviuns: shall arcinze for the pay-
meat o inlerest on Wie capital stock of
the Corporation: shall conrdinate and
elve neneral supervician to the claims
activitics of the Corporation and shall
have autherity to coll «t alt monics: due
the Corporation, tn recipt therefor and
to depnsil same for the aceount of the
Carporation: aud shail 1-erform
other dutics relating fo the fiseal and
accounting affairs of {he Corporation as

may be prescribed froan time to time by -

. the Controlier.
Tne CHIEF At QUNIANT

21. The Chicl Accountant, under the
eneral supervision and direction of the
Controllcr, shall have charee of the cen-
eral books aud accounts of {he Corpora-
tion and the preparation of financial
statements and reports. He shall be re-
Sponsible for the initiaticn, preparation
and issuance of policics and practices
related to accounting :aatlers and pro-
cedures, Including offcial inventories,
records, accounting and related oflice
procedures where stanriardized. and ade-
quate subsidiary recordz of TCVCnues, ex-
penses, assets and liabilities: and shail
perform such other dutics rclating to the
fiscal and acrounting affairs of the Cor-
poration as mayv be preseribed from time
‘to time by the Controiler.

- OriEer OrrFicIALS

22. Excent as otherwise authorized by
the Secrctary of Agriculture or the
Board, the operatiens of the Corpora-
tion shall be carried out throuzh the fa-
cilities and personnel of the Arricultural
Stabilization and Conservation Service,
the Foreizn Asriculutral Sarvice, the Ex-

‘port Miarketing Service. tiie Food and
Nutrition Service and the Consumer and
Marketing Service, in aceordance with
any assignment of functions and respon-
sibilities made by the Secretary -of Aori-

culture and, within his respective agency;

by the Administrators of the Agricultural
Stabllization and Couservation Service,
Foreicn Arricultural Service, Food and
Nutrition Scrvice, Consumer and Afarket-
ing Scrvice, or the General Sales Man-
ager of the Export Mavketing Service.

23. The Dircctors of the divisions and
commodits ofiices of the Aqrienltural
Stabilization and Censervation Service
shall be contraefing oficers and execu-
tives of the Corporation in seneral charge
of the aclivitics of the Cerporation car-
ried out through their respective divisions
or ofiices. The responsibilities of such
Directors in curtying out activitics of the
Corporation, which shail inelide the au-
thority to scltie and ndjust claims by
and against the Corporation arising out
of activitics under their jurisdiction, shall
be dischinrred in cotiformity with thesc
bylaws and applicable nroaras, policices,
and procedures.

BEoxps

24, Such ofiicers and cmployees of tie
Corporation, inctudine oflicers and cme-
ployecs of the Departinent of A«criculture
who perform duties for the Curporation,
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sucht

NOTICES

as may be specificd by the Cecietory of
Arricultire, s«hall be bond-d fn such
manneys, upon speh eanditions, aned In
such amounts as the Eecretaty of Arri-
cullure may delermine. The Coarporation
shall pay the premium of-any Lund or
Londs.

CONTRACTS OF IUE CORTORATION .

25. Contracts of the Corporation re-
Iating to any of itz aclivilies may bhe
executed in its name by the Secerctmy
of Arriculiire or tiwe DPresident. The
Vice Prezidents, the Depudy, Vice Presi-
dents, the Compirnller, the Treasurer,
and the Dircctor: of the divisions aud
commoadily olices of the Arrigulturat
Stabilization and Conservation Service
may execule contruacts reintine to the
activities of the Corporation for which
they are respectively respousibice,

<G. The FExccutive Vice President whe
s the Administrator of ASCS and, sub-
ject to the written approval by such
Executive Vice President of cach ap-
pointment, the Vice Presidents, the
Deputy Viee Presidents, the Comptrol-
ler, and the Dircctors of the divisions
and commodity ofices of thie Arricul-
tural Stabilizatien and  Conservation
Service may appoint, by written instru-
nment or instruments such Conlracting
Oflicers as they deem necessary, whe
may, to the cxtent authorized by such
instrument or Instruments, execute con-
tracts in the name of the Corporation.

A copy of cacli suzh instrument shall be-

filed with the Secreiary,
7. Appointments eof Contracting Of-

ficers may be revoked by written instru-.

mernt or instmmcx’.'ts by thic Iizecculive
Vice- President or by the official who
made the appointment. A copy of cach
such Instrument shail be filed with the
Sceretary.,

8. In exccutlnz a contract ¢a the

name of the Corporation, an oflicial shzif

indicate his title.
ANXUAL REromt

29. The Executive Vice President sha®
be responsible for the preparation of an

.annual report of the aclivities of the

Corporation, which siiall be filed witx
the Sccrefary of Agriculture and with
the Board.

AMENDMENTS

30. These bylaws may be altered or
amended or repcaled by the Secrotary

of Agriculture, or subjecl to his approval

by action of tha Eoard at any regular
mecting of the Board or at any speeial
meeling of the Board, if notice of the
preposed alteration, amendment, or re<
peal be contained fa the notice of such
special meeting, R

APPROVAL OF PBOARD “AcTioir

21, The acticns of the oard shall be
subject to the anpioval of the Seeretary
of Arriculture and the Assintant NCIe=
tary for International Affairs and Come-
modity Preprams.: :

I Sceley Gl Lodwick, Actinn Secrelary,
Conunodity Credit Cormporation, do
hiereby eertily that the aliove i a fo'l
truc. and correct copy of the bykws of

. Mich. 49002 (NDA 10-G11»,_

o—

Conunndily Credit Corporation, adopted
by the Loard of Diceetnrs, Commc e
Credit Corporation: at a mecting: held
Junc 30, 1970, and approved by the See-
retary of Asriculture, elicective Ciuse of
business July 2, 1970,

In wilness wlirvcaf T have olicially
subscribed mmy name and have cauced
the corporate scal of the sxid Corpora-
tion to be aflixed this sccond day of
July 1970, .

[seaL) SreLEY G. Lovawrcsk,
Acting Sccrctary,
Commadily Credit Corporat:on.
[F.R. Dec. 90-9552: Filed, July 31, 10%0;
B:40 am.] .

EPARTIERT OF NEALTH,
EDUGATION, AND VALFARE
Food and Drig” Adminisiration

_ IDEST 3150
[Docket No. FDE-D-183:-TDA’ No. 3-158
o et al.| .
CERTAIM ANDROGEN PLITARATICNS

Drugs for Human Use; Drug Efficecy
Study Implamentation

The Food and Druz Administratinon
has evaluated repoarts received {roam the
National Academy of Scic ces-Nationdl
Rescarch Council, Drug Lilicacy Study
Group, on the folicwine druss:

1. Perandren _Iropionate, for Intra-
muscular Injecticn, Vials, containing 25
millicrams, 50 milli:rams. or 100 miili-
grams lestosterone prepionate per mil-
liler; . Ciba  Pharmaceuticnl Ca., 556

Alorris Avenue, Sununit, N.J. 97051 (NDA

7029),
~ I Perandren__Phenslacelnte  Intra-
muscular Repository, Vi contuzining

50 millisrams tcstosterone phenriacetare
per nilliliter and 1 prrecut procaine
hydrochloride; Ciba Phanaaceutical:
Company (NDA 5353),

3. Oteton Peilets for Subcutanecons Im-
plantatlon, conizining 75 nillierams
testosterone per petlet: Schiering Corp.,

€0 Orange Street, Bloomficld, N.J. 67003 -

(NDA 46523,

4. Halotecztln Tablets, contaln 19 mil-
Ngrams, 5 milligrams: or 2 mitliarams
fluoxymcesterone per tablet; The Upiohn
Co.. 7171 Portace Read. Kalaimazoo,

3. Ultandren Tablets conlainine 2 mil-
YMrrams or 5 miliigrams {luoxyme-terone
per  tablet. Ciha Pharmaceutical Ca.
ENDA _11-424),

6._Ora~'1‘cs(r.\'l. Tablets, containing 2
millirrams or 5 nu:llirrams fluoxynicaiere
oene per tablet: B I Squivh and Sons
Inic., Georsnex Inad, New Lrunswick, NJ.
G267 (NDA 11-350) :

.. Delatestyyl Sterile Sciution, for
Intramusculsr Injeelion, eontainir~ 200
millizrams testosterone enanthate per
milliliter, and in disposable syrineces con-
taining 200 mag. testosterone cunnthate
Ler syrinse; E R Squibb and Sous Ine.
ANDADIGH, T T
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8. Neo-Hombreol (MY, Tablets, con-
talnine 0T inillErans or I millitrans
methyitestodderone per tablet; Qroanoen
Inc., 315 Mount Plecaint Avenue, West
Oraure, N.J. 07052 (MJOA S2dl).

9. .Metendren Linuzuet:and.Lablete,
contuining & millinrams or 10 millirrans
mct.h.vll(-slu:;u:ronc per luyuct, ancd 10
mitligrams or willinrams methyl-
testosteronce per tablet; Ciba Pharmaceu-
ticat Co. l\II)UL‘.Jm_

10. JOrelon Methil Tablels, containing
10 milligrams or 25 miilizrams methyl-
testosterone per tablet; ‘-‘t.hounf', Corp.
(NDA 31531,

¥ e drugs are resarded as new Cruss
(21 US.C. 321(pr). Supplemental new
drug applications are required to revice
the labeling in and to update previously
approved applications providing for such
drugs. A new-drug application is required
from auy person wmarketling such druss
withiout approval.

The Food and Drug Administration is
prepared to approve new-drug applica-
tions and supplements to previousiy an-
proved new-drug spplications under
conditions described in this announce-
ment.

1. Testosterone for stbeutauneous im-

lantalion—X. EFjcclitcncas—elassijica-
“Tion. Tlie Food :md Drur Administration
has considered the Academy report, as
well as other availuble evidence, and
concludes that:

1. This drug is eflcclive for eunuchism,
eunuchoidism, and muade climacteric.

: 2. It lacks substantial evidence of ef-
fectiveness for advanced breast carci-
- poma, )

B. Form of drua. This preparation is
in pellct form suitable for subcutancous
implantation.

C, Labeling _corditions. 1. The luabel
‘bears the statement “Caution: Federal
law prohibits dispensing \uthout pre-
scription.”

2. The drug is labeled to comply with
all requirements of the Act and regula-
tions. Its labeling Lears adequate infor-
mation for safc and effective use of the
drug and is in accord with the guideline
for uniform labeling published In the
‘FEpERAL RrcisTer of February 6, 1970.
The “Indications™ scction of the labeling
is as follows:

IN’D!CAT(ONS

1. Eunuchnidizsm and cunuchism.
2. Male climacteric symptoms when these
are sccondary to testonterouc deficiency.

a.)

D. RMarlkcling ztalus. Marleting of Lhie
druz may contintic undor the conditions
described in items VIII and IX of this
“announcement.

I _ZXcstosterone cenanthale solufion
lor_irtramyscular THic on—A. Ljcc-
tiveness classificalion. The Food and
Drun Adminisiration has considered the
Academy report, as well as othier avail-
able cvidenuce, aud concludes that;

1. This drue is _clTective in the therapy
of cunuchizm, cunuclm.dl-m deficiency
after castration, mals climacleric symp-
toms, and oligosperniia.

2. The druz is m !nh]_L_cnfcrtm. for
postinenopausal or weile osteoporonis.
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3. This drug Iz possibly eTertive, for
use in senile pracd L e sirophy in
reriatric paticnts; m_\'ptnwh&dis.m with
evidence of hypesouadizng; and for an
anabolic cilect i protein depleling ancd
chronic debility, depletion of prolein os-
seous  tissue during cotlicmd  therapy,
spinal paraplegia, and detayed fracture
uuion :

Testoslerone cnanthate lacks sub-
st; mh'\l_g' adenee OL,CITCCIL\LH """ Tor in-
Volutional  meinncholia,  dy ‘fuuclmnﬂl
ulerine bleedhingr, prevention of postpar-
tum breast encorgement and inhibition
ol lactation, mcnopausal syncdrome, fri-
ridity, and manunary cancer in pre-
nicuopausal women. ) )

B._Form_of drug. Testoslerone chan-
thate prepacations are solutions suitable
for intramuscular adminiztration,

G Labeling_conditions. 1. The label

_bL'us the statcmenl “Coution: Federal

Iaw prohibits dispensing without pre-
scription.”

2. The drux is labeled to comply with
all requirements of the Act and resula-
tions. Its labeling bears adecquate infor-
mation for safe and elffective uic of the
drug and is in accord with the cuidelines
for uniform labeling published in the
Feprral Recister of Februarvy 6, 197%0.
The.“indications” scction of the labeling
is as follows:

. INDICATIONS
In the male:

1. Eunuchism,
afler castration. .

2. Male climacteric symplomis when these
are secondary to androgen deficiency.

3. Oligospermia.

In the fecmale or male:

1. Postmeunopausal or scnile osteoporosis.
Androgens are without value as & primary
therapy, but may be of value as adjunctivo
therapy. Equal or greater consideration
should be given to dict, calciuim halanece,
physiotherapy, and good general hc:llux-pro-
moting measures.

eunochoidism,

_D. Marleting stefus. Marketing of the
drug may coulinue under the condifions
described in items VIID and IX of this
announcement except those claims rof-
erenced in item VII below mayv continue
to be Included in the labeling for the
periods stated.

I11. Methullcslosicrone  for oral or

.lL".CCal_{!(l_'ll..“ﬂ:!I_Q Hon—A. Efecliveness

classification. The Food and Druz Ad-
ministration has considered the Academy
reports, as well as other available evi-
dence, and concludes that:

1. This drug is effective_for cunuchizm
and eunuchoidizm, male~ clintacteric
symploms vhea these are sccondary to
androgen deficicuey, impotence due to
androgenic deficieney, androven-reipen-
sive breast cancer, prevention of pest-
partum breast manifestalions of pain
and cnrorrement, and  postpuberat
cryptorchidism with evidence of
h¥poounadism., .

2. This drug is nmh"blv eifective for
pastimenopausal ostcoporonic,

3. This deur is _pomibly_cffective_for
suppreszion  of  lactation,  prepubernd
cryptovchidism with evidence of hypo-
gonadism, convalcscent and cachectic

. slates for anabolic offect.

deficiency -

1235

4. Mcelhyltestosterone larks_ =
tinl _evidence of_ ¢fective <
menoiraeEd swidrome, iysimenorrhe
and premenstraal tension, and  fune
tional uterine bleeding,

L Farm of drug. Methyllestosteron
preparations ave an ablet form suitaly:
for oral or buccal arnsinictration,

C. Lobeling Tond fiprs, 1. The lab
beats the statement “Ciuttion: Feder:.
Iaw  prohibils  dispensing withowu
prescription.” ’

2. The drur is Iabeled to comply wit®
all requirementts of the Act and regul:
tions. 1ts labeling bears adequate infov
mation for safe and cifective use of th:
drug and is in aced with the guidelin:

“for uniform labeling published in ti:

Ieorrat. TlecisTER of Yehruary 6, 197
The “Indications” scction of the labolin
is as follows:

- Tanr-lec\"",
In the male:

1. Eunnuchoidism and eunuchism.

2. Male cliimacleric symptoms when the.
are sceondary to androzen deficiency.

3. Imnoicnce duce t nudragenic delicieuc:

4. Pustpuberal ery plDlC‘ll(ll"l“ with -ev.
dence of hiyposunadisut. .

In the female: .

1. Prevention of posipartum breast man?
festations of patn and cogorgemcent. Ther
Is no satislactory evidence that this dru
prevents or suppresses lactation peor se.

2. Postmenopausal osteaparesis. Androces
are without value as a primary therany, by
may be of value as adjunctive thernpr. Equ.
or greater consideratlon should be given ¢
dict, calcitun balance, physiotherapy, an
good general health-pronsoling measurces.

3. Palliatton of androscen-responsive, ad
vancing, inoperable breast cancer, fn wonic
wiio are more than 1. but less than § yea-
postmenopausal or who hitve been prove
to have a hormone~dependent tiimor,
siiown by previous hcuuxc‘.al response
castration.

D. Marl:cting status, Marketing of tI:
drug may continue unrler the conditio:
deseribed in items VIII and IX of th
announcement except thiose claims re:
erenced in item VII below may continu
to be included in the labeling for ti:
periods stated.

IV. Testasicronn sronionefe splutic
Iof_jatramuseria-_swicctinn—A. Efc
liveness clussifieelion. The Food or
Drug Administration hias considered th
Academy report, as well as other avai!
able cvidencee, and conciudes that:

1. This drur is eTective for postpr
beral cryptorchidism with evidence «
hypogconadism, cunuchism, and cunuci:
oidism, male climacteric symplos:
due to testosterene deliciency: polliatin
of mammary cancer, impolence due
inadequite androren nroduction. and £
prevention of post-partwm pain arn
curorscicnl.

. The drug is probobly cfective
postmecnoepanzal oxtcoaporosis,

3. The drug is po:sibly efective f-
mepuberal eryptorchidism with evidern:e
of hyporonadism, suppression of lact:
tlon, convalescence and cachectic stals
Ior anahalic efiect.

. Testosleroue projdonatc l'\CnS sul
st'\utnl evidence of cllcctivent:i—

1970



. In the male:

2358 .

menopause. dvsmenorritea, and premen-
struat tensdon, fanctional uterine Weed-
{iv, menorrhacia, metrorrhasia, endo-
metrionts, and chronic eystic miatitio,

15 Forin _of ding, “Lestosterone pro-
ponale preparations ave solutions suil-
able for intramwacular adiministration.

C. Lahelina_cauaditions, 1, The label

“beatrs the statement —Gautien: Federal
lawy prohibils dispensing
seription.”

2. The drur iz labeled to comply with
all reauircmicnts of the Act and rorula-
tions. Its fabeline bears adequate infor-
malion fer safe and effcative v e of the
drus and 5 in accerd with the ruidelines
for uuiforin labeling publislicd in tie
Fereeal RecistEx of February 6, 1970,
The “indications™ scction of thic labeling
is as follows:

L. Postpuberal creptorchidism  with cvi-
dence of hypoponadizm,.

2. Eunuchism and cunochoidism, Treat-
ment s not usuady begun until puderty.

3. Impotence (duc (2 inadequate audrogen
produciion}.

4. Male climacteric sympioms, If these are
duc to testosterone deficicney,

In the female: . .

1. Prerention of peeiparium breast manie
festatlons of paln and ensorgement. There
Is no satisfoctory evidence that this prepara-
tlon prevents or suppresses lrctation fiself.

2. Pestmenopausal  ostecporesis.  Andro-
gons are without value as a primiary therapy,
but may be of value as adiunctive theraps.
Equal or greater constderation showld be
glver to dist, cateiuia balance. physictherapy,
and good general health-promoting measures.
- 3. Palitation of androfen-respousive. ad-
vanecing, Inoperable mammiary cancer In

‘oien who are more than 1, but kens than
5 ycars postmenopanusa or wio have been

. proven to have hormonc-dependent tumor,

83 shown by previous beneficial recponsc to
castiration,

D 2arketing status. Marketing of the
drug may continuc under the conditions

- described in items VIII and IX of this

announcement except Lhose claims ref-
erenced In item VII below may contlinue
to be included- in the labeling for the
periods stated. .

- X, Testosterone phenydncelqtc sussen-
gion__for__intramuicular _renosilori—A.
Eficclivencss classification. The TFeod
and Drug Administration has considered
the Academy rcport, as wcll as other
available evidence. and conalides that:

1, This drutis eflective for cunucheid-
ism, male climacicric symptoms when
these are sccondary o testostorene de-
ficicncy, and palllation of manumnary
cancer. -

2. Tihds drug is _prohoblys effeetdve for
osleoporosis (posiicnoypausal),

3. This diug s nossialy_effective for
anabolic cflcet in fracture afler sursery
and Injury "in convalesconee to oppose
catlabolic action of cort'sone,

4. Testosterone pheiyiacelale lacks
Subslantal evidence of el tiveness. {or
prepuberat hypogonadinm, memorrhagia
and metrorragia.

B_Form of. drua. Tertorterone phen-
Shiectate preparations are st pensions
stilable for intramuwicwar roepo. wry

dministration.

without pre- -

NOTICES

C. Lebrling conditions. 1, ‘The Libe)
bed i T SEIamET T "Chution:  Fed-
aal Iaw prohibits i pensing without

prescrintion,” -

S. Tie drug is Iabeled to comply with'
all reguirements of the Act and repula-
tions. Is lbeling bears adequate in-
formation for safec and cilective ure'of
the drur and is in accrd with e
fuidelines for wmiifonn Iabeling publizhed
in the Fravnan Recesumn of Frbruary 6,
1370, The “Indications™ scction of the
labcling is as foliows:

VOTCATIOS

Inthe made:

1. Funuchoidl*mand oapuehi: m.

2. Climacteric sympicaias when *tese are
tecondary to testosterune deficicnrs.

In the fainale:

1. Pustitenopauzal osfeopareriz. Androsens
are without value as a primary therapy, but
may e of value as adjunctive therapy. Etgual
or yrcater constderattun should be given W
dict. calcium balance, physioiherapy, and
other cood geaeral | health-promoling
measures. :

2. Pallitatlon of andromen-renonsive, ad-
vancing, lnoperable mammary cancer W

women who are more than 1 year, or less thaa

$ years pestmencpausal who hase been
proven to have a hermene-depsndent can-
cer. With the use of thls Jouy-aciing prepa-
ation, It wonld be impossible to properiy
nullify the untoward e'fects of {umor pro-
fression, hrpercaicemita, or salt and watee
relention. .

D. Markcling stafis. Marketine of the
druy may continue ulxior the conditions:
doncribed in items VIIL and IX of this
announcement except thcse claims reof-
crenced in item VIT below may continue
to be included in the lakeling for the pe-
riods stated. .

VI. Flunxnmesierone for oral céminis-
tration—A. ELCCLTTirgs  Classifceiion.
The Feed and Drugz Administration has
considered the Academy reports, as well
as other available evidence. and con-
cludes that:

1. This drug is effeclive for panksypo-
pituitarism, eunucliisimi @nd cnnuchoid-
ism. delaved puberty, male climacteric
sympioms when these are sccondary te
andrezen deficieney, pallintion of ad-
vanccd inoperable mammary caneer, pre-
vention of postpartum breast manifesta-
tions and impotence due lo androgen
deficieney.

2. This drug is probably cffective far
osicoporosis (postracanIgTIT

3. This drus is pooribly _effeclive far
contral of lactation: in the tronimont of
protein depletion states which oceur in
reriatric paticnts, in dobilitation disore
ders, in chroznic cortiroid therapy; reuist-
ant fractures; eryplorchidism: creating
a positive nitrosen kalance, tissue repair
end oll.or anabolie eficcts,

4. Fluoxymesterone lacks _substantid

cvidenre of ¢ff e far menorritien

and Tactrorrhiagia, and treatment of
{ri=!dity.
RB. Fory, “ drua. Fluoxymesterone

preparations are i {ablel form suitable
Jor orul administrution.

C. Labeling_condditions, 1. The labal
bears the statement * Caution: Veder:
law prohibils dizpensing without pro~
scription.”

2. The dree is laheled to comply witly
ol requivements of the Act and reciline
tions. Is labcline bears adequte jfnfoga
mation for wofe and cffective use af the
druz and is in arcord with the cuididines
for uniform Iabelles publcad in the
I'voeeal Riersorg of February 6, 1070,
‘The “Indication:™ scetion of the [akeling
Is as [ollows:

INMICATIONS
In the male:

The primmary incdication in the ma'e ta
replaccent therapy tn condbiions . Seinted
with a deficleney or abeeace of encl
testienine rmone, Ancrogen ther
vents the development of atreniie ¢
in the accessory niale seyx ory
castratlon; as lone as replacenent the R
Ie coutinucd, theic orcans can be noaintalncy
Bt a retatively normat state, .

1. I'rimary cunuchoidism and canuchian,

2. Male clituncteric syinptoins whicn these
ure secondary to androgen deliciency.

3. Those syinpioms of panbypopaailaricm
related to hyporonadizm., Appropriate asirenal
cortiend and thyroid hormone replaceirent
therapy are still necesmary, howover, and are
actually of primary importance,

4. Impolence e to androren deficiency.

5. Driayed puberty, provided 1t has been
definitely estabiished as stich, and it is not
Just a familial trait.

In the fomale: :

1. Prevention of postpartum treasd waani-
festaiiuns of pain ond ennoreement. There is
no satisfactory cvidence that this drug pre-
VCALS or suppresses lactation per se.

2. Postmecnopa fostenporonls. Andregens
are without value=s<a prim therapy, but
nay be of value as adjunctive therapy. Equal
or greater coensidemation should be civen to
dlei, calciwmn baisuee, pirtvsiotherapy, and
_goocd general healthepromoring: measures.

3. Talliatlon of androgen-re ;ponsive. ad-
vanced, Inoperable femaie breast ean . in
wonien who are msre.than 1, but less than
5 years postmenopausal er wha have been
proven to have a hormeone-dependent tumor,
2s shewn by previous beneficial response to
castration, :

D, Markeling sfefes Marketine of the
drur may continus under the conditions
described in itemis VIT and IX of this
announcement except those claims ref-
erenced in ftem VII below miay contitnue
to be incladed in the labcling for the pe-
riods stated.

YII _Indications peryittcd durirg tha
cuded period for obleining substautial
cridenes, A, Those indicalions for whicn
the druws are deseribed in pararraphs
LA MEA IVA, V.A, and VLA aboce as
probably cllective ore anchided i the
Iabeling counitions and may continue to
be used for 12.months followineg tiie Cate
of this publication to allow adaliional
time within vhich holders of previotsiy
2pproved applications or perssus mar-
Ecting the- druss without apiroval may
ebtain and submit to the Foad and rug
Administration data te provide sub-
stantial evidence of effcotiveness, )

B. Those indications for whichh the
druns are described in parasraphs I1.A,
ITLA, IV.A, VA, and VLA _ahave as pos-

£ibly cifcctive (not included in the label-
tng conditions) may continue to be used

iur 6 months following the dale of tils
publicatlion {o allaw additlonn!  Ume

within which such persons may obtain
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and submit to the Foad and Drur Adniin.
istration data to provide substantial evi-
deuce of cilectivenens, ‘To be acceplable
for conzldcration in support of the
elfectiveness of a drur, any such dala
must be wrevioudly unsubmuitted, well-
organized, and include data from ade-
quate and well-controlled clinical fn-
vestigations Gidentificd for ready review)
as deseribed in 2 IS0.12¢0 45 of the

4

regulations published as a final ovder -

in the Fenenat Iircisten of May 8. 1970
(353 F.R. 7250Y, Carcfully conducted and
documented clinical studies obtained uni-
der controlled or partinlly controlied
situations are not acceplable as a sole
basis for the approval of claims of cilce-
tiveness, but such stndics may be cone-
sidercd on their mcrits for corroboralive
support of eflicacy and cvidence of safety.

ML Previously __anproved annlica-
tiors. 1. Each hoider ol a —decmied ap-
proved” new-druz application (ie., an
application which became etfective on
the basis of safecty prior to Oct. 10. 1962)
for such drug is rcquested to seck ap-
proval of the clainis of eflcctiveness and
* bring the application inio conformance
by submitting supnicments containing:

8., Revised Iabcling as necded to con-
form to the labeiing conditions described
here for the drug. and complete cur-
rent container labeling, unless recently
submitted.

b. Adequate data to assure the bioloric
svallability of the drug in e Jonaita-
EIOH. which Is markeied, For RI‘C["U"IUOHS
claiming sustained actich, tinted Teicw
or_other. dEF-‘H or ]"obn"c'J ellec

available :\t 8 n.*‘U_Lxg‘cgsb which g
safe and_cf&éiive. it
rcndy inciuded 121 the apnlication, spe-
cific refercnce thercto may be made,

¢, Undaling information as needed to
make the applicaiion current in regard
to itemis 6 (components), 7 (composi-
tion), and 8 (methods. facilities, and
controls), of the new-drug application
fonn 356H to the extent described for
abbreviated new-drug spplications,
§130.4(f), publiished in the FrocraL
Recister of April 24, 1970 (35 FLR. 6574).
(One suppiemient may contain all the in-
formation descriied in this parasraph.)

2. Such supplements should be sub-

mitted within the followin=T periods after.

the date of publication of this notice m
the FenenaL REGISTER:

a._60_days_for revised labeling—ihe
supplement sheuld te submitied 1 under
the provisions of £ 130.9 (d) and (¢) of
the new drug rcguln:.iuns (21 CFR 130.9)
which permit certiain ehanges to e put
Into effect at the carliest possible time.
b_180_days for biologic availabilily
data, DEEeaaani

g_\ﬁio_g_nyi for updating information,.

3. _Marketing of_the diur may continue
until the_supplemental applieations subs
mitted in accord with Ll.Q mcu (lm(' sub-
pamazrapis. 1_:
provided_that_wiiiyn \
date_of_this_publication. mc lnbr‘hn" 0[
the_preparation_shinped_with! n_the ju-
xisdiction of the Art is in accord, withi tha

Iaheling conditions déccoted. i this an-

nounccmc'\t (1t may continue to include
LG I LIRS SR
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“If such data are al-

NOTIC[S

the fndications rol’rxrnrcd in_scction VII
for {he periods stated.)

T\ New applications. 1. Any other
person whe detribuies or intesids Lo dis-
tribute such deus which is Intended for
the conditions of uze for wlhich it has
heen shown to be cffective. as deseribed
under A ahove, should submit an abhee-
viated new drag application meeling the
conditions speentied in § 1204000 (D (2),
and (3), published in the Frerratl Rrcis-
TR of April 24, 1970 (35 LI 65743, Such
applications should include proposcd
labeling whichh is in accord with the
labeling conditions described hercin and
adequate data to assiire {he biclogic
availability of the drus in the formula-
tion which is markected or proposed for
marketin:. For preparations claiming
sustained action, timed release, or other
delaved or prolonged cffcct, these data
should show that the drug is available
at a rate of relcase which will be safe
and ellective.

2. Distribution of "n_v such prepara-
tion eurrently on the mitict without an
cd nesy_ dru npnhcqtmn _niny e

publxcthn of thm anvounccmcnt m_ thc
FepeEraL REsIsTER, the loheling of such
preparation shipped within the jurisdic-
tion of the Act is in accerd with the
labeling conditions described herein. (It
may continue fo include the indiestions
referenced in item VII for the periods
stated))

b. The manufacturer, )nckcr or_dis=
t,nb_gt.or of _such drug__éumm:.sgmt.hm
180.days_ from the date of this pullica-
{ion, a new driig application %o tixe Food
and’ Drug: Administration.

c. The applicant submits withia a
reasonable tinie, additional informartion
that_may_be_ rcquuc(i T6F the :mmml
of the appluatmn as specified in 2 writ-
ten comniunication frem the Food and
Drug Administration.

d. The anplication has not ot been zuled
incompietc or Cunapprovasle

X._Excnrplion from periedic mﬁrm
The periodic reporting reouircinents of
§§ 130.35(e) and 130.13(h? (4» are waived
in regard to applications approved for
these drugs solely for the conaitioms of
use for which the drues are reparvded as
eficctive as described hercin. Tha» re-
porting requirements of $§ 13035 and
130.13¢b) (1), ), and (3} are not
waived by this exemption and are a con-
tinuin.': ob)ir:u.ion of the app]icam!:

poscs to l.ksuc an ordcr undcr the gwovi-
sions’ of scction 503(e) of the Frederal
Food, Drug. and Cosmetic Act withazaw-
ing approval of all new-dru~ applicatiions
and all amendments and supplements
thiercto providing for the indications
for which substinticl evidence wf cof-
fectiveness is lacking as deseribmd in
paragraphs LA, ILA LA IV.A, V.2 and
VIA of this announcement, An erder
withdrawing approval of the applientions
will not issuc il such applications aresup-
plemented, in accord with this note, to
delete such indications, 'romulunn of
the proposed order would cause sy drug
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for human usc containing the same cor
ponents and oflered for the indicatie
for which suhetantinl evidence of effe
tiveness is lacking, to be o new drue
which an approved new-drus applic
tion is not {n cifect. Any such drug th
on the marliet would be subject to Teg
latory procecdings,

B. In accordance willh the provisie
of section 505 of thic Act (21 US.C. 35
and the reculalions promulsated ther
under (21 CFRR Part 130Y, the Comm:
sioner will cive the holders of any su
applications, and any interested pers
who would bhe adversely aflected by st
an ovder, an opportunity for a heari:
to show why such indications should n
be dcleted frem labeling, A request
a hearing must be filed within 30 ds
afler the date of publicaiion of this &
tice in the FootrnaL REGISTER. A TCqQuUC
for a hearin:g may nof rest ujon mc
allerations or denials, but must sct for
specific facts showing that there is
genuine and substantial issuc of fact tb
requires a hearine. together with a we!
orzanized and full-factual analyvsis
the clinical' and other investication
data the objector is prepared to prove .
a hearing. Any data submitied in r
sponse to this notice must be previous
unsubmitted and include data {rom ad
quate and well-controlled clinical f:
vestications (identified for ready reviev

“as desceribed in scetion 130.1242) (35)

the regulations publisiied in the Feper
RecisteER of May 8, 1970 (35 F.R. 7250
Carcfully conducted and document:
clinical studies obtaincd under unco
trolied or partially controlled situatic.
arc not acceptabe as a sole basts for a:
proval of claims of effectiveness, hut sue
studics mnay be considered on their mer!
for corroborative support of eilicacy a:
evidence of safcty. If a hearing is 1-
quested and is.justificd by the respen
to this notice, the issues will be defing
a hearing examiner will he named., a1
he shall issue 2 written notice of the tin:
and place at which the he'lrin" w
comnience,

XII. Unapprored vsc or fcrm nl dri:
1. If the article is Iauecied or acdveriis.
for use¢ in any condition othier than the
provided for iIn this announceinent,
may be regarded as an unapproved ne¢
drug subject to rezulatory proceedin:
until such recommended use is approve
in a new drug application, or is otherwi.
in accord with this announcement.

2. If the article is proposed for ma
keting in another form or for use oth:
than the use provided for in this a1
nouncement, appropriate additional &
formation as described in § 1304 o
£ 130.9 of the reculations 21 CFIR 130.
130.9) may be reguired, including resul
of animal and clinical teqts inteuded
show whether the drug is s:xfc at
cflcctive.

A copy of the NA%-\'RC report he
Leen furnished to cach firm referred
above. Any other intcrested person n
obtain a copy by request to the apprs
priate oflice named below.

Communleations forwarded in- n
rronse to this announcement shauld 1
fdentificd with the referciice numb
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"DESI'JIGB' and be directed to the atten- -

60,

1

tion of the following npproprinte office
aud unless otherwise specificd be ad-
dressed-to e Fond and Deur Adminis-
tration, 5600 Fishicrs Lane, tockville, Md.
20852 .

quests for Hearling (dentify with dacket
fumnber) : Hearlng Clerk, Ofllee of Ceneral
Counsel (GC-1) Roum 6G-62, Parklawi.,

Bupplements (Identifly with NDA number):
Ofliee of Markcted Drupgs (BD-200), Bureau
of Drugs, .

Original abbreviated new-drug applications
{ldentify as such): Office of Alarketetd
Drugs (BD-200) Durecau of Drug..

All other communications regarding
this announcement:

Special Assistant for Drup EMcacy Study
Implementation (BD-201), DBurcau of
Drugs. -

Requests for NAS-NRC reports: Press Rela-
tions Office (CE-200), Food and Drug Ad-
ministration, 200 € Stirect SV.. Washing-

- ton, D.C. 20204. :

This notice is issucd pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (sces. 502, 505, 52 Stal.
"1050-53, as amended: 21 U.S.C. 352, 355)
and under authority delegated to the

Couissioner of Food and Drugs (21 .

CFR 2.120).
Dated: July 6, 1970. Co

Sast D. FiIng,
Associate Commissioner
_ for Compliance.
{FR. Doc. 70-8060; Filed, July 31, 1970;
. 8:47 am.} .

GEIGY CHEMICAL CORP.

Motice of Filing of Petition for Food
Additives -

Pursuant to provisions of the Federal
Food, Drup, and Cosmnctic Act (scc. 409
(b)¢5), 72 Stat 1786; 21 US.C. 348(»
($)2, notice is given that a petition (FAP
0B2366) has been filed by Geiny Indus-

trial Chemicals, Division of Geizy Chemi- -

cal Corp., Ardsley, N.Y. 10502, propos-
ing that § 121.2566 Antiozidants and/or
stabilizers jor . polymers 21 CFR

121.2566) be amended to provide for the

safe use of octadecyl 3.5-di-tert-butyl-4-
hydroxyhydrocinnamate as an antioxi-
dant and/or stabilizer at levels not to
exceed 0.25 by weight of polystsrene and

-rubber-modified polystyrene, complying

with  §121.2510,
contact use. :

Datgd: July 23,'1970.
) R. E. Duccan,

-Aating Associalc Commissionir
for Compliance.

(P.R. Doc. 70-D966G: Filed, July 31, 1970:
: . 8:46 am.]

-intended for food-

o-ISOPROPOY.YPHENYL

" METHYLCARDAMATE
Notice of Extension of Temporary
Tolerance
Chemacro Cotp., Post Oflice Rox 4913,
Kansas City, Mo. 61120, was rranted a
teraporary tolerance for residues of the
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Insecticide o-Liopropoxypheny! methyl-
carbamate in or on the raw apricuttural

commoditics straws of bagrley, oats, and -

wheat al 1 part per mill:on and frains of
barley, oals, and wheat at 0.5 part per

million on April 23, 1969 (notice was®

published in the Fenreat Rrciseer of
May 1. 1969: 31 F.IR. T180» which ox-
pired April 23, 1970, .

The firm has amended its petition by
reducir the tolerance levels to 0.2 part
per million for the straws and 0.1 part
per million for the grains of barley, oats,
and wheat and has requested 2 I-yvear
extension to permit ndditional tests in
accordance with temporary permits is-
sucd by the U.S. Department of Agricul-
ture. . .

The Commissioner of Food and Druss
has determined that such  extension
wotld protect the public health, There-
fore, an extension has been granted and
will expire July 24, 1971.

This scclion is taken pursuant to pro-
visions of the Federal IFood, Drue, and

"Cosmctic Act (scc. 408¢j), €8 Slat. 512

21 US.C. 346a(j)) and under authority
delesated to the Commmissioner (21 CFR
2,120y, .

Dated: July 24, 1970.

. Sam D. FINE,
Acting Associate Commissioner
. Jor Comnpliance.

{F.R. Doc. 70-9955; Filed. July 31, 1970
8:46 am.] - .

DEPARTMENT OF COMUERCE

Office of the Sccretary

ch'p:\rt'mcnt' Organization Order
Amdt. 1§

ASSISTANT SECRETARY FOR SCIENCE
. AND TECHNOLOGY

Delegation of Autherity

16-1;

The following amendment to the order
was issucd by the Sceretary of Commerce
on July 1, 1950. This material supersedes
the material appearing at 30 F.R. 15042
of December 4. 1965; and amends the
material appearing at 34 F.R. 12840 of
Aucsust 7, 1969, ] -

The Office of State Tcchnical Services
(OSTS) is hereby abolished, and De-
partment Organization Order 10-1 of
July 25, 1969, i{s hcreby amended as
follows: N

1. Sec. 3. Scope of authority. Para-
graph .01 Is amended to delete the refer-
ence to thie Oflice of State Technical

- Services, and a new paragraph .02, is

added to read: ) . )
“}. To exercisc the functions, powers,

_ duties, and authorities of the Secretary

of Commerce pursuant to the provisions
of the State Technical Services Act of
1965 (Public Law 89-182, 15 US.C. 1351~
1368y, as may be required, including re-
duction of the Department's activities
under thie Act in the absence of author-
fzed funds.”

2. Sec. 6. Suring provizion. References
In any document or order to OSTS or the
Director, OSTS, shall be deemed to re-

Iatc to or refer Lo the Assistant Scerelary
for Sclence and Techinology.

Lifcctive datc: July 1, 1970,
Larry A. Jour,
Assistant Scerctary
for Administralion.

[P.I.. Doc. 70-996G1; Filed, July 31, 1970;
8:40 n.m.}

BEPARTMENT GF HOUSING AND
CRBAN DEVELOPLIENT
ACTING FEDERAL INSURANCE
ADMINISTRATOR

Designation

The following persons are hercby
designated to scrve as Acting Federal
Insurance Administrator during the ab-
sence of the Federal Insurance Admin-
strator. with all the powers, functions,
and dutics delepated or assirned to the
Administrater: Prorided. That no offi-

.

eial is authorized to act in the Adminis-

- trator’s capacity, unless all of the offi-
cials whose position titles precede his in
this designation are unable to act by
reason of absence or a vacancy:

1. Charles W. Wiccking, Assistant Ad-

ministralor for Program Development. -

2. Richard W. Krimum, Assistant Ad-
ministrator for Flood Insurance.

. This designation amends the desiona-
fion effective March 26, 1970 (35 F.IR.
5370, Apr. 3, 1970,

{Seccretary's delegations of authority effec-

tive Feb. 27, 1969 (31 F.R. 2680, Feb. 27,
1969) ). ’ :

Effective dale. This desiznation shall
be eflcctive as of Monday, July 22, 1970,

Grorce K. BERNSTEIN,
Federgl Insurance Administragtor.

{FR. Doc. T0-9970; Filed, July 31, 1970;
8:47 am.]

- DEPARTHENT OF
TRATSPGRTATIGH

Coast Guard
{CGFR 70-104}
" BOSTON HARBOR

Security Zone

et

By virtue of the authority vested in
the Commandant, US. Coast Guard, by
Executive Order 10173, as amended (33
CFR Part 63, =cc. 61br (1, 80 Stat. 937,
£3 USC. 1635tb1¢ly, 49 CIFIZ 146G
and the redelegation of authorily to
LChicl, Oflice of Operations, U.S. Coast
Guard, as coutzined in the Fenkuawn
Rucistez of May 27, 1970 (35 *.R. 8279,
E Liercby affirm for publication in the
Froenal ReGster the order of W. B.
Fits, Rear Admiral, U.S. Coast Guard,
Commander, First Coast Guard District.
who has exercised authorily as District
Conunander, such order reading as fol-
Bows:



ATTENTION: Dr. Jerome P. Skelly

Fion #: ?7#0?;2
Mmf:a; /(2{@ /Qgi

PRODUCT: m %
QPW%# Q

Please review the bioavailability study on the above drug.

- A
-
é%y “Mhrvin “Seife, M.D. b/"

APPLARS THIS WAY
ON ORIGINAL

wewoRecors - | aron o °‘,;§ /9 26
FROM.  Marvin Seife, M.D. oo |
to. Division of Biopharmaceutics HFD-520 DW'M:FD_S?,O
SUBJECT:
SUMMARY

SIGNATURE DOCUMENT NUMBER

L

FD FORM 2034 (2/72)




&

-

WAL

% 7 .
KON Food and Drug Administraticn

Drug NON-PROPRTETARY NAME:

L!é DEPARTMENT OF HEALTH & HUMAN SERVICES ~ Public Heslth Service

Rockville MD 20857
DATE:: M#LM"W_EZQJ 9, 178 @
TO: Division of Drug Manufacturing (HFD- 320)
FROM: Division of (Gu isvic (\/7/4 /‘{mftac, sm,g/{ 3 , HFD- S3Y
Requester's Name: /‘?L,,,/; ﬁ Dﬂqg/m Phone: ‘/43"/370
SUBJECT: GMP_EVALUATION REQUEST

(A)NDA and Supplement Number: '&7- TG X
Drug TRADE NAME: MQ {/{uf/ :US }vs /é’r YO

R S

PRODUCT CODE: /(71‘4 (description of dosage form, e.g., compressed tablet, liquid, etc.)

180 DAY DATI:: 2/</03 DRUG CLASSIFICATION:

APPLICANT'S NAME: ﬁ\{, Z,,nh,;;jj Con ,l%ﬁu
4. LRESS: ?/5;00 ) /w]ﬁa /E/mca : P/: ﬂ/’//a /0/{,«7 /%‘ /913

FACILITIES TO BE CVALUATED: (Namc, Address, and Respon51b111ty)

O hpplicant (Moot )

- - " ’ 1 /
- . '
S
-}:- e i .
/ _FOR HFD-320 USE ONLY /
ACTION: DATE: CSO:

¢~ HFD- (C riginal returned to NDE Div.)

/ ADDITTONAL COMMENTS CONCERNING THIS REQUEST SHOULD BE DESCRIBED ON AN ATTACHED SIEET /




Attachmant

As & further condition of approval, we request that the package
insert be revised within 180 days or at the time of next
printing, whichever s sconer, in accord with:

aj 21 CFR 267.100 {e) to include the name and place of
business of one of the following at the end of the
{nsert; manufacturer, packager, distributor, ov
dispenser. '

b}  the enclosed class labaling guidelines for androgens.
Draft labeling should be submitted for review and
compent before FPL is prepared.

#PPEARS TH(s ay
RS THIS 1y
ON ORiGiNs |



NOA HUMBER -
HROTICE OF APPROVAL 37-092 —
NEY DRUG APPLICATION OR SUPPLEMENT OATE aPPROVAL LETTER 1s3UED
10: FROM: . 1'

{D
Press Relstions Staff 1iF1-40) m Bureau of Drugs

[ ) Buresy of Veterinary Med:cine

ATTENTION

Forwasd origina! of this form for publication only sfter approval letter has been fesued and the date of
approvs!l bas been entered sbove.

TYPE OF APPLICATION CATEGORY

WPPLEMENT ABBACVIATED WPPLDIENT
[:]cmcnu.g woa Dvo ~E A ) OMGINAL NDA Dve ANDA [;z.:g:.u Mveveniva
YRATDE KKME (or ecier dasigneted nage) AMD ESTABLISHED OR NONPROPRIETARY NAME ((/any)0F DRVG,

00sAGE #MU’“S”S“' oRes—16-fg- Cen e : HOW DISPENSED
N 5% z&ék ..-,.“ I q.‘ D orTe

Taltelad ) HERTIREIR
ablished or nanpropeletary namers) srd include anoamife), Il a=ount le
~ .
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MDA 87092

The Lannett Company e
Attention: 2Zmrish R. Patel

2000 State Foad

Philadelphia, P2 19136

Lear Sir:

This letter concerms reporting requirements under Section 505(k) of the
Federal Food, Drug, and Cosmetic Act for drug products that have been approved
in accordance with the provisions of Section 505(j) of the Act.

The New Drug Regulations (Secticn 314.81(b) (2) set forth requirements for
periodic reports which are to be submitted for each praluct covered by an
approved abbreviated new drug application (ANDA), whether or not the drug is
marksted. Cur records indicate that no reports Iave been received for
Hethyltestosterone Tablets, 10 mqg.

Failure tc submit reguired reports is a grownd for withdrawal of approval of
the new drug application under Section 505(e) of the Act. A copy of the
required trarsmittal Form FD-2252 (framsmittal of Periodic Reports for Drugs
for Human Use) is enclosed for your canvenience.

If you have ceased to market this drug product and you anticipate no further
marketing of it in the future, you may, if you wigh, request that the Food and
Irug Administration withdraw approval of the abbreviated rew drug
application. If you elect to request withdrawal of approval, vou must also
indicate that you voluntarily waive your opportunity for a hearing. We would
then proceed to publish in the Federal Register a notice withirawing approval
of the application, stating that marketing of the drug has been discontinued
and the applicant has requested withirawal of approval of the application and
waived opportunity for a hearing. The growds for withdrawal of tle approval
will be that the applicant has requested withirawal of approval because the
product is no langer marketed.

If you choose neither to sibmit the required reports nor to meke such a
request. with waiver within 30 days of receipt of this letter, we will proceed
to pwblieh a notice of opportwnity for hearing on a propomal to witliraw
approval of the @bbreviated new drug application an the grounds of failure to
report.

APPEARS THIS way
ON ORIGINAL
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Please sumit all commmications regarding this ANIA with the following
gpecific address information:

Center for Drugs and Hologics
Division of Generic Drugs (HFN-230)
Foom #17B~25

5600 Fishers lane

Fockville, Harvland 20857

/Eiv neerely vaufs) A
S L/
‘f 3 v . Q( l(
- [/ éa n Seife, M.D. ;7 \2@

_ Director
Divisicm of Ceneric ll-xas
Cffice of Drug Standaxis
Center for Drugs and Biclogics

£

Envlosure: Fomm FD 2252

cCe

HFN-230

MSei fe/DRosen/jt/11-21-86
0405b

Failure to Stbmit PR

APPEARS THIS WAY
ON ORIGINAL




THE LANNETT COMPANY, INC.

Manufacturing Pharmaceutical Chemists

9000 STATE ROAD

DEPARTMENT : PHILADELPHIA, PA. 19136
OF RESEARCH AND
DEVELOPMENT

October 8, 1982

Food and Drug Administration
Division of Generic Drug Monographs
Office of the Associate Director
for Drug Monographs
Office of Drugs
National Center for Drugs and Biologics
5600 Fishers Lane
Rockville, MD 20857

RE: Methyltestosterone Tablets, 1lOmg.
N.D.A. #87-092

Gentlemen:

Reference is made to your communication dated October 5, 1982
and our telephone conversation with your Mr. David Rosen of this

afternoon relative to the above mentioned N.D.A. for Methyltestosterone
Tablets, 1l0Omg.

Please e advised that in accordance with your recommendation
contained in the above mentioned letter we did submit on August 5,
1982 our updated dissolution specifications which our fully incor-
porated into our manufacturing controls and stability program.

We trust the above will now enable this application to be

approved in accordance with the contents of your letter
October 5, 1982.

Many thanks.

Cordially yours,

THE LANNETT COMPANY,

%éaZgij /&Z/é;%fi f‘J*?

Amrish R. Patel, M.S.,

Director

Dept. of Research & Development
ARP/dn
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KpA 87-092

The Lannett Company, Iac.
Attention: Amrish R. Patel
§000 State Road
Philadelphia, PA 19136

Gentlemen:

Reference is made to the dissolution data you submitted for Methyltestosterone
Tablets, 10 mg. : '

The data have been reviewed by our pDivision of Biopharmaceutics and they have
the following comments:

“The firm has not conducted an acceptable in vive bieavailability study,
but the application is approvable from a Biopharmsceutics point of view
because other firms have heen granted spproval on the basis of dissolu-
tion only. These approvals, however, have been coded BP in the Approved
Products List. Since methylestosterome has been recognised as a ble-

problem drug, the firm must Mﬁaﬁmawimzﬁiuﬁve bioavailability

study to gain a therspeutic eq

RECOMMENDATION:

1. Dissclution testing comiuc red by the Laamett Company, Ine., on its
 methyltestostercne tablets, 10 mg is scceptable. From a blo~
pharmaceutics point of view the application is approvable. The
£4irm, however, has not conducted an in vive bloavailability study
to demonstrate that the test product is bioequivalent to the
reference product.

2. The dissolution testing should be i{neorporated into the firm's
masufacturing controls snd stability program. The dissolution
testing should be conducted in 900 ml of water at 379¢ using
USP XX apparatus IL at 50 rpm. The test product should meet the
following specification:

Not less than — of the labeled amount of drug in the dosage
form 1is dissolved ia 60 minutes.” '

8incerely yours,

Marvin Seife, M.D.

Pirector A
Divieion of Generic Drug Momographs
cc: office of the Assceiate Director
PHI-DO  ger Drug Honographs '

HFD-530  HFD-616 office of Drugs ,
HFD-520 MSeife/djw:10-4-82 bio National Center for Drugs and Biologies




Methyltestosterone Tablets, 10 mg ' Lannett Company, Inc.

ANDA 87-092 Philadelphia, PA
Reviewer:F. Pelsor Submission Date:
Wang # 9548M August 5, 1982

0ot 4 1eg?

REVIEW OF DISSOLUTION DATA

The purpose of this study was to compare dissolution profiles of
methyTtestosterone tablets, 10 mg manufactured by Lannett and Schering
(OretonR). The dissolution tests were conducted on 12 tablets each in 900
ml of water using U.S.P. Method II at 50 rpm. The table below shows the
results.

Percent Labeled Amount
Methyltestosterone Dissolved
in 60 Minutes

Methyltestosterone Tablets, 10 mg Oreton Tablets, 10 mg
Lot #20676 Lot #0JD1 P 14807
*Range.

**Coefficient of Variation.
COMMENTS:

1. Lannett methyltestosterone tablets, 10 mg, lot #20676 were manufactured in
6/79. The expiration date was set as 7/81. For samples of this Tot
stored at room temperature for 37 1/2 months, i.e., tested on 7/29/82,
dissolution (60 min.) averaged _~—™"for 6 tablets. A new lot (21746)

manufactured 2/81 was also tested. The average dissolution of 12 tablets
was —

2. The firm has not conducted an acceptable in vivo bjoavalability study, but
the application is approvable from a Biopharmaceutics point of view
because other firms have been granted approval on the basis of dissolution
only. These approvals, however, have been coded BP in the Approved
Products List. Since methylestosterone has been recognized as a
b10-probiem drug, the firm must conduct an acceptable in vivo
bioavailability study to gain a therapeutic equivalence(ABT rating.

Recommendation:

1. Dissolution testing conducted by the Lannett Company, Inc. on its
methyltestosterone tablets, 10 mg is acceptable. From a biopharmaceutics
point of view the application is approvable. The firm, however, has not
conducted an in vivo bioavailability study to demonstrate that the test
product is bicequivalent to the reference product (see Comment #2).
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2. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution testing
should be conducted in 900 ml of water at 37°C using USP XX apparatus II
at 50 rpm. The test product should meet the following specification:

Not Tess than — of the labeled amount of drug in the dosage form is

dissolved in 60 minutes.

The firm should be informed of the recommendations above as well as Comment #2.

- /8 - el

Francis R. Pelsor, Pharm. D.
Biopharmaceutics Review Branch

cc: ANDA 87-092 orig., HFD-530(4), HFD-522 (Pelsor), HFD-503 (Hare), Chron
File, Drug File, Review File.

FPelsor/dea/9/1/82:9548M

-~

‘2
//ziﬁ

ARPPEARS THIS WAY
ON ORIGINAL
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THE LANNETT COMPANY, INC.

Manufacturing Pharmaceutical Chemists

9000 STATE ROAD

DEPARTMENT PHILADELPHIA, PA. 19136
OF RESEARCH AND
DEVELOPMENT

August 5, 1982

Food and Drug Administration
Bureau of Drugs

Division of Generic Drug Monographs
(HFD-530)

5600 Fishers Lane

Rockville, MD 20857

RE: IMethyltestosterone Tablets, 1lOmg.
N.D.A. #87-092

Gentlemen:

This 1s in response to your letter of comment of November 17,1980
concerning the above captioned unapproved N.D.A.

We are submitting updated dissolution specifications as requested
by Bio-Pharmaceuticals division (per Charles M. Ise, PhD) and dissolu-
tion data generated by new specifications. .

Also we are submitting comparative dissolution data of Methyl-
testosterone Tablets, 10mg. versus Oreton Tablets, 1Omg. of Shering
Corporation. We have analyzed according to our o0ld specifications
in which we have used 500ml water as medium instead of 900ml of H,O
water suggested by Bio-Pharmaceuticals. By reviewing our data in
900ml of H,O of same lot number of Methyltestosterone Tablets you
will see tﬁat the tablet dissolves more in 900ml water than in 500ml
water.

We are committing ourselves to perform all of the proper proce-
dures listed as requested per your .letter of October 24, 1979.

We are submitting accelerated stability data along with stability
protocol and ongoing stability data. Copiles of certificate of analysis
are enclosed for all ingredients used in product and finished product
certificate of analysis along with product formula copy for your
information.
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We believe that we have submitted all the above information
you requested for approval of our product.

Sincerely,
THE LANNETT COMPANY, INC.

W”/« /7 Cor ]

fa)

Amrish R. Patel,M.S.,

Director

Dept. of Research & Development
ARP/dh

Enclosures

APPEARS THIS WAY
ON ORIGINAL



HDA 87-082

Certified Mail
Returr Recelpt Request

The La&nnett Company
Attention: Mr. A.K. Pztel
2000 State Road
Philedelphia, PA  1813§

Gentlemen: -~

Reference is made to vour shbreviated new drug application submitied
pursuant to Section 505(L) of the Federsl Pood, Drug and Cosmetic Act for
Methyltestosterone Tablets, 10 mg.

A review of eur files indicates that there has been no activity on this
application since cur letters of Novemher 17, 1980 and November 25, 1%80
(Blo) which detalleé inadequaciez in the application,

If you have no further interest in pursuing this spplicatien, we suggest
that you reguest that it be withdrawn in accord with section 314.7 of the
regulatione (21 CFR 314.7). Such withdrewzl may be made without
prejudice to future filing,

If we have not received a reply within €0 days of the dete of this
letter, the application will be considered withdrawn; no further review
or svaluation will be undertaken &nd the application will be sent to the
Federal Records Center for storage.

Plezse let us have your responge promptly.

sincereiy epxs,

—

Davidé L. Roszen
Consumer Safety Qfficer
Division of Generic Drug MarOQr&phs
Office of brug Moncgr&phs_wJﬂf
Bureau of Drugs e
PHI/DO/HFD 530/Rosen
DRosen/mlb/ft/4-6-82
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Food and Drug Administration
Rockvifle MD 20857

NDA {See attachment)

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

The Lannett Company, Inc,
Attention: Amrish R. Patel
9000 State Road
Philadelphia, PA 19136

Gentlemen:

Reference is made to your abbreviated new drug applications (outlined in
the attachment) submitted pursuant to Section 505(b) of the Federal Food,
Drug, and Cosmetic Act. ~

We have reviewed these abbreviated new drug applications, and other material
submitted to them, and request that you appropriately update these
applications in accord with currently official compendia with respect to:

1. Specifications and tests for components and the final dosage
form.

2. Labeling.
Please let us have your response promptly.

Sincerely yours,

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
O0ffice of Drug Monographs

Bureau of Drugs -

Attachment
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The Lannett Company, Inc.
Attention: Mr. A.R. Patel
3000 State Road
Philadelphia, PA 19136

fientlemen:

Reference is mads 10 the bioavailability studies you submitted for Methyl-
testosterone Tablets, 10 ma.

The studies nawe been reviewed by outr rivision of Biopharmaceutics and they
have the following comments:

#1. The firm should perform the biceguivalency study which empleys
a specific assay for the mathyltestosterone.

N~
L)

The firm should determine whether enough serusm samples are available
to repeat the assay for specifically methyltestosiercne.

3. If tha above is not possible, the firm should repeat the study
emplay%ég an assay method specific for methyltestostierone.

RECOMMERDATIGH:

This studgy is not acceptable as an indication of the bicequivalence of their
‘methyltestosterons tabiet product., A study sheuld be performed which emplegys

a specific assay.’
sl ]
<.

| ; (( ‘/
%I- DUP HFD-614 fgran :se,lee‘ﬁ‘\ M. 25/30 ,
HFD=530/HFD-520 firettor
MS/cj1/11-24-80 bio nivision of Geperic Drug Honographs

Office of Drug Monographs
Bureau of Drugs
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The Lannett Company, Inc.
Attention: Mr. Amrish R. Patal
900G State Road

Philadelphia, PA 19136

Zentlemen:

Reference 1s made to your abbreviated new drug application submitted pursuant
to Section 305(b) of the Federal Food, Drug. and Cosmetic Act for Methyltestosterons
Tablets, 10 mg.

Reference is also made to your communications dated June 10 and June 20, 198G.

He have compleied the review of this abbreviated new drug application. However,
before we are able to reach a final conclusion, the following additicnal
infarmatiaﬁ {5 necessary: '

1. Submit comparative dissolution profiles for the dosage form VS
the appropriate reference standards as requested per our letter oft
October 24, 1979.

]

For the components and dosage form: Submit a commitment to perfors
all of the procedures 1isted as requested per our lTetter of
October 24, 197%.

3. Two year expiration dating: It is recommended that data be obtained for
production lots at challenge conditions for at least three menths to
Justify the proposed expivation dating prior to apnroval.

4. The submitted final bicavailability report is under review by our
Divisten of Biopharmaceutics. We will correspond with you further
when the results of this review become available.

Please Tet us have your response promptly.

» /) fiderery o
PHI__DO . l( (7/80
HFD-614 bl iB >erre, m.u
HFD-616 ) { [ =i~ / Lg?igete? [ L

JLMeyer/CChang ~ vem1 — Division of Gemerfic Drug Monographs
R/D ini LMeyer/MSeﬁge/11/1O/8O Office of Drug Monographs
pb/]1X:\“,J) vev w/f Bureau of Drugs

A D R e




THE I.A)QBIET”T COMPANY, INC.

Manufacturing Pharmaceutical Chemists

9000 STATE ROAD
DEPARTMENT PHILADELPHIA, PA. 19136
OF RESEARCH AND
DEVELOPMENT

June 20, 1980

Food and Drug Administration _
Bureau of Drugs _ '
Division of Generic Drug Monographs (HGD-530)
5600 Fishers Lane :
Rockville, MD 20857 IR ﬁ;w3=wﬁﬁﬂgg

Re: NDA# 87-092 B
Methyltestosterone Tablets, 10mg. peprenT e TR AT AT

Gentlemen:

This is in response to your letter of comment of October
14, 1979 and December 3, 1979, concerning the above captioned
unapproved NDA,

Enclosed please find the following:

1. Final bioavailability report in triplicate.

2. Dissolution methodology and specification.

3. Certificate of analysis of active ingredient by
manufacturer and Lannett,

4, Stability protocol.
5. On going stability results including accelerated
stability study data.

We will commit ourselves to moniter stability and
submit the results to you as they become available, and
promptly withdraw from the market any lot which may fall out
of specification. :

We believe that we have submitted all the information
requested.

We will await you comment. Many thanks.
Sincerely yours,
T e THE LANNETT COMPANY, INC.

T | /égkbﬁﬁﬂV /42/%%H7

S : Amrish R. Patel  M.s.
_ ’ a : Director
ARP/nma : Dept. of Research and
Development




HDA 87-092

The Lannett Company, Inc.
Attention: Samuel Gratsz, B. SE.
9000 Btate Road

Philadelphia, PA 19136

Gentlemen:

We acknowledge the receipt of yeur abbreviated new drug application
submitted pursmant to Section 505(b) of the Federal Feod, Drug, and
Cosmetic Aect for the following:

NAME OF DRUG: Methyltestosterone Tablets, 10 mg.

DATE (F APPLICATIOH: July 26, 1972

DATE OF RECEIPT: Autust 1, 1979

We will correspond with you further after we have had the oppertunity
to review the appliecation.

Pleage identify any commuaicatiens concerning this applieationm with
the WDA number shown above.

Gt manvalvaranre . A

e/
Pﬂrﬁn(gi'lf? o, TQX(Q / %

Director

Division of Generic Drug Monographs
Office of Drug Honegraphs

Bureau of Drugs

PHI-DO Dup HFD-614
JLMeyer/mlféBtS 79

R </l <4’>f



NDA 87-8%92

The iLaanett Company
Attentfon: WHr. Samuel Gratz
9000 State Bbazel
Philadelphia, PA 12136

Gentlemen:

Reference is made to the protecol you submitted for bicavailability
studies for Methyltestosterone Tablets. 10 mg.

The protocol has been reviewed by our Division of Biepharmaceutics and
they hase the following comments:

*The bioequivalency protecel submitted by the firm for methyltestos~
terone is acceptable. The dissolution testing data submitted by the
firm has been recorded and will be reviewed following receipt of the
final bicequivalency reparted. This lot should be used in the
bicequivalency study. '

In addition a sample { ——— tablets) of this lot should be seaf to:

#s. Collesn Gresham

FDA, Bureau of Drugs

pivision of Biopharmaceutics {HFD-522)
5600 Fishers Lane

Bockville, M3 20887°

lf(jzﬂAZv //7 A/
[ p
‘ S 1

cc: O

: 7 #ar¥in Seife, H.D
PHI-DO DUP HFD-614 - Director |
HFD-520 HFD-530 Byision of Generic Drug Monographs
MSeife/wh/11-30-79 gffice of Drug Honographs

bio o Bureau of Drugs




RDA  87-092

The Lannett Company, Inc.
Attention: Samuel Gratz, 8.Sc.
9360 State Road

Pailadelphia, PA 19138

Gentlemen:

Reference is made to your abbraviated new drug application dated
July 26, 1979, submitted pursyant to Section 505(h) of the Federal
Food, Drug, and Cosmetic Act for Methylitestosterone Tablets, 14 mg.

We have completed the review of this abbreviated new drug application.
However, before we are able %6 reach a final conclusion the following
additional information is necessary:

1. Submit the proposed dissolution release specifications and
comparative dissclution préfiles for the proposed dosage form
vs. the appropriate reference standard.

2. Submit manufacturer's certificate of analysis for the active
ingredient.

3. For the components and dosage form: A commitment to perform all of
the procedures listed.

4. Stability studies:
a} Add dissolution testing to the stability orotocol.

b) Two year expiration dating: Me are snable to reach any conclusion
based on the limited data submitted. It is recommendd that
data be obtained for production lots at challence conditions to
Justify the proposed expiration dating prior to approval.

c) A signed statement that you wiil perform stability studies on
production lots, to submit the results as they become available,

and £o promptly withdraw from the markht any lots which may fall
out of specifications. '

d) Sampling procedures,




o

1
1]
w
i
jw)

e} The feport format: The report format should include information
on the drug product under test that specifies:

name and potency

formulation

Tot/batch #

manufacturing procedure: e.g, research, pilot, production hatch

container/closure system(s)

dates: manufactured; released by quality contrel; placed on

stability (zero point $tability data).

continuous tabulation of data at test stations and storace

conditions of the protocol. '

5. The submitted biologic availability protocel s under veview by our
Division of Bioghavmaceuticsl Ue will correspond with vou further
when the rasulis of this review become available.

Please Tet us have your response promotly. 7
7

/ /
STicer@y Yours, / /y

jof - - /
ol /0/2%7,?
PHI=DO DUP HFd-g14 L !)éanﬁidlgai¢é9 M. // '

P (= ay.se / Dfrector
AT ) o o st g o
Ft/w]h/]0:22-79 : S pifice of Drug Honographs

rev w/f Bureauy of Orugs

S e




THE LANNETT COMPANY, INC.

.J.MANUFACTURINO PHARMACEUTICAL CHEMISTS
9000 STATE RGAD ® PHILADELPHIA, PENNA. 19136

2 7.092

July 26, 1979
OFFICE OF THE .
PRESIDENT

-Bureau of Drugs '
Division of Generiec Drug Monographs (HFD- 5301 :
" 5600 Fishers Lane

Rockville, MD 20857

Original Abbreviated NDA-Méthyltestosterone Tablets 10mg.

Gentlemen:

In accordance w1th your announcement in the Federal B S
- Register Vol. 42, No. 190-Friday September 30, 1977, oo
- we hereby submit an abbreviated NDA for the drug '
Methyltestosterone Tablets 10mg.

J We have submltted. with this application, a protocol
for a biological availability study for this drug.
This study will not be started untill we receive
“your comments on this protoecol. :
Should additional information be required such in--
formation will be submitted in a reasonable period
of tlme. _

Slncerely yours.

NEIT COMPANY, INC.»

sGlmaf




