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JUL 13 1972
Attenticn: Mr, Frank M. Berdsns
70 High Street
Rye, New York 10580

. Gentlemen:

Reference is made to your sbbreviated new drug spplication dated
Decenber 23, 1971, submitted pursuset to Sedtion 505(b) of the
Federsl Food, Drug, snd Commetic At for Testosterons Pellets, 79 ug.

Reference is also made to your communicstion dsted Jwme 12, 1972,
enclosing printed lebeling.

We have completed the review of this sbbrevisted new drug applicstion
sad have concluded thet the drug is safe and effective for use 8s
recamended in the submitted labeling. Accepdis ¥s the application
is spproved.

o e AR T B OIS

The perfodic reporting requirements of flection 130.13(h)(k)
new drug regulations are waived in regard to this spmlfcstion ¢
published in the Pedersl Register of August L, 1970.

with other provisions of section 130.9 of the new irug veg

This Admindstration should be sdvised of apy change in the marketing
status of this drug. ; .

The requirement for adequste data to asaure the biclogic availability
is heing deferved at the present tinme. However, our astion in &pprov-
iog this application is based upon an understanding that if this
‘equirement is reinstated you will perform the sppropriste procedures.




¥BA 80-911 ’

The losures summrize the conditions relmting to the approval
application,

o is

Helosures :
Conditions of Approval of a New Drug Application
Rettords and Reperts Requirememt

ec:
HYK-DO
Dup
BD-69
BD-6;(6
BD-1
BD-242 )
BD-100 wiﬁ‘\?"/
BD-300 , ey . )
JBacsenyi/JIMeyer /RiWolters QIWW«@ o-414
R/D init. by MAClark /JIMeyer /7-7-72
: /4(/;°2/

Final typing/rt 7.7-70
(e il

Approved
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PRODUCT

INFORMATIO%‘/

TESTOSTERONE PELLETS

DESCRIPTION: Testosterone pellets for subcutaneous implantation: the pellets are cylin- 3
i drical, 3.2 mm. (1/8 inch) in diameter, and approximately 8 to 3 mm. in length. Each
| peliet weighs approximately 75 mg., with 75 mg. label claim of testosterone; each peliet
\ is packaged in an individual vial, and is sterile and ready for implantation. Three vials are
‘ packaged in one box. i

ACTIONS: Testosterone pellets consist of crystalline testosterone. Implanted subcuta-
neously, the pellets slowly release the hormone for a long-acting androgenic effect.

INDICATIONS: 1. Eunuchoidism and eunuchism; 2. Male climacteric symptoms when
these are secondary to testosterone deficiency. )

CONTRAINDICATIONS: Contraindicated in persons with known or suspected carcinoma of_
the prostate and in carcinoma of the male breast.

PRECAUTIONS: Pellet implantation is much less flexible in regard to adjustnﬂent of dos-
age than oral administration of androgens or intramuscular injection of oil solution or
aqueous suspensions. Great care is therefore required in estimating the amount to be used.
I _Prolongeq or* excessive dosage of androgens may cause retention of sodium and water.
Therefore, use cautiously in persons with compromised cardiac reserve or renal disease.

| in treating elderly males, avoid stimulation to the point of increasing the nervous, mental,
[ and physical activities beyond the patient's cardiovascuiar capacity.

if priapism or other signs of excessive sexual stimulation develop, withdraw: therapy
temporarily.

In the male, prolonged administration or excessive dosage may cause inhibition of
testicular function, with resultant oligospermia and decreased ejaculatory volume.

Hypersensitivity and gynecomastia may rarely occur. . !
‘ PBI may be decreased in patients taking androgens.

In the face of any of the above complications, obviously the effect of -such_medication”
should be stopped. The pellets would thus have to be removed in any of these’instances.
In addition, at times the peliets may stough out. This. accident is usually traceable to
superficial implantation or to neglect in regard to aseptic precautions.

ADVERSE REACTIONS:

Sodium and water retention

Oligospermia and decreased ejaculatory volume
Priapism

Hypersensitivity and gynecomastia

DOSAGE AND ADMINISTRATION: The number of testosterone pellets to be implanted '

depends upon the minimal daily requirement of testosterone propionate determined by a

gradual reduction of the amount administered parenterally. The usual ratio is as follows:
implant two 75 mg. pellets for each 25 mg. testosterone propionate required weekly.

- Thus when a patient requires injections of 75 mg. per week, it is usually necessary to

implant 450 mg. (6 pellets). With injections of 50 mg. per week, implantation of 300 -
mg. (4 pellets) may suffice for approximately three months. With lower requi'reme'nt's !
by injection, correspondingly lower amounts may be implanted. It has been found that ‘
approximately one-third of the material is absorbed in the first month, one-fourth in
‘the second month, -and one-sixth in the third month. Adequate effect of the pellets
ordinarily continues for three to four months, sometimes as long as six ‘months.

HOW SUPPLIED: Pellets of 75 mg. each, one pellet per vial, in box of 3 sterile vials.

! BARTOR PHARMACAL CO., INC. , - " S ]
| 70 High Street, Rye, N.Y. 10580 . A |
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REVIEW OF ANDA FPL

DATE COMPLETED: T=3=72 : -
T-3~7 ANDA #: 80-911
F.R. DATE: 8-1-70
CO. NAME: Bartor Pharmacal Co., Inc,
70 High Street
Rye, New York 10580

NAME OF DRUG: Testosterone Pellets, N.F. 75 mg.
(3 vials/box)

DATE OF SUBMISSION: 6-12-72
TYPE OF SUBMISSION: FPL
CLINICAL EVALUATION:

1. Review of Studies: Bioavailability studies are now deferred for
‘ this drug.

2. Review of Labeling:

CONTAINER LABELS: Satisfactory

PACKAGE INSERT: Satisfactory

CONCLUSION: The FPL for both container and package insert is satisfactory
from a medical standpoint.

RECOMMENDATIONS: The firm is to be so notified.

L batave M.

J ¥ Bacsanyi,UM.D.

ce?

Dup o

BD-69 g& T~

J. Bacsanyi, M.D./kim 2;5-72. ’

vy _—
£
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REVIEW OF ANDA

DATE COMPLETED: March 9, 1972 @'#: 80-911

F.R, DATE: August 1, 1970

CO. NAME: Bartor Pharmacal Co., Inc.
70 High Street
Rye, New York 10580

NAME OF DRUG: Trade & Generic: Testosterone Pellets N.F., 75 mg. (3 vials/box)
DATE OF SUBMISSION: February 18, 1972
TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATION:
1. -Review of Studies:
a) Bioavailability studies are now deferred for this drug.
b) Manufacturing data, ingredients of the preparation etc. are
to be reviewed by the chemist. :
2. Review of Labeling:
Container label: (final) Satisfactory, except that the zipcode
number has not been included. This deficiency can be corrected

at the time of the next printedsg.

Package insert: (draft) Satisfactory, however,'it requires the
addition of a''HOW SUPPLIED",Section,

CONCLUSION: 1. Package insert (draft) requires addition of a '"H6W SUPPLIED" -
section,
2. The zip code number is to be added to the firm's address
on the immediate package container at the time of the next
printing. ,
3. Manufacturing data etc. are to be reviewed by the chemist.

RECOMMENDATIONS: Request FPL with the recommended corrections as listed
N above: ‘ ' :

A bsoamn b,

J.V Bacsanyi, M,D,

cc:
Dup

BD-69
JBacsanyi/wlb/3-14-72



REVIEW OF RESUBMISSION

DATE COMPLETED: May 17, 1972 80-911

F.R. DATE: August 1, 1970

CO. NAME: Bartor Pharmacal Co., Inc.
70 High Street
Rye, New York 10580

NAME OF DRUG: Trade & Generic: Testpsterone Pellets, N.F, 75 mg.
( 3 vials/box)

DATE OF SUBMISSION: April 29, 1972
TYPE OF SUBMISSION: Resubmission
CLINICAL EVALUATION:
i. Review of Studies:
a) Bioavailability studies are now deferred for this drug.
b) Manufacturing data will be reviewed by the chemist.
2. Review of Labeling:

Container label: Not submitted. The applicant firm promises
inclusion of the zip code number on the label.

Package insert: Not submitted. The proposed "HOW SUPPLIED"
section is satisfactory.

CONCLUSION: 1. Manufacturing data - are to be reviewed by the chemist.
2. Labeling will be satisfactory if the proposed corrections
are carried out.

RECOMENDATIONS; Request FPL,

I havieayy M.,
J. Bacsanyi, MDD,

cc:
Dup N

BD-69 VRN
JBacsanyi/wlb/ -18-‘&
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Bartor Pharmacal Company, Ine.
70" ngh Street

Rye, New York 10580 :
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Rame of Drug . .
- Testosterone Pellets '

Purpose of Supplemcnt
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I

s ¥ ,l:ﬁ o.1.c. | ]

Androgen preparat
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Origina} 12-23-71 7
Amendment

Supplement

* | Other

Date(s) of Subgission(s)

13-758

G .

Related NDA & MF

Pellets . 75 mg.
latisfactory Labelinsg _
l ] Date hue To be revised. (JBaesanyi) -
ratic:  story Componerzts, Composition. Manufacturing and Controls

Date Due See below

Liclogic Availabilivy

Bate bus

Defferred see memo
Js data sn current
formwiaticn? YES «]

1 we [0

APPEARS THIS WAY
ON ORIGINAL

Prebaviy or Possibly LLLLCLlVC Indications
(if im labeling)
Date Data Duc

stab]: hnent Inspection

Inspectioh requested 322172

T— Satlsfactory ho16-71
- 10.28-71

Recalis -

f 1e]abcllub oi dluq in comwercldl cna1nela rcqu310u7

YES [

"o [

f so, vhat level: - h

erarks reguest: L. Revised 1abe11ng per MO's report. .
2. - Certification statement from : )
3.. Submit procedures foo compgnents, - and
. clarify ana¥ysis of pellets.
b, Clarlfy use of NF XII and USP XVIII

net. Jens .rev‘w/f "r'f‘

o o N . If_ L o RJWolters

NTBUER e SIGIRATURE -

o n/.n‘
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- 7 L * . -RdWoltefs ' i
LYY EYER SIGHATIE: " o LR



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

30-911

ADMINISTRATIVE
DOCUMENTS



RN : : - . NDA NUMBER »
B - NOTICE OF APPROVAL ' |80-911
' NEW DRUG APPLICATION OR SUPPLEMENT DATE APPROVAL LE T TER ISSUET
| - JUL l 1972
L TO: . FROM:

@ Bureau of lpé&lgﬁe :

Press Relations Staff (CE-300) -

: D Bureau of Veterinary Medicine

ATTENTION
Forward ‘original of this form for publication only after approval letter has been issued and the date of
approval has been’eatered above.

TYPE OF APPLICATION ' - : CATEGORY
ABBREVIATED SUPPLEMENT : )
[ oriciNAL NDA BORIGINAL NDA . TO NDA E] HUMAN ] veTs=NARY

F———.—;
TRADE NAME (or other designated name) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG:

Testosterone

DOSAGE FORM: ) : HOW DISPENSED

i

Pellets ' ‘ . : X0 rx i JoTc

ACTIVE INGREDIENTI(S) (as declared on label.. List by established or nonproprietary name(s) and include amount(s), if amounr ==
declared on label.) -

Testosterone 75 mg. -

APPEARS THIS way
ON ORIGINAL

Bartor Pharmacal Company, Inc.
Rye, New York 10580

PRINCIPAVL'INDICATIONV OR PHARMACOLOGICAL CATEGORY

Androgen

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

'COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

‘ . FORM PREPARED BY
MAME - R.J.-Wolters PATE
e J S " FORM APPROVED BY
NAME _ , ) Py
J. L. Meyer -4

© FD-FORM 1642 (7/69) _ v PREVIOUS EDITION MAY BE USED UNTIL SUPPLY 15 EXHAUSTED.




= AJBUREAU OF DRUGS /0SE/BD~105 ROUTINE UNCLAS

MARCH 21, 1972

BRUCE E. BYER 453-4320

FOOD AND DRUG ADMINISTRATION APPLICANT § #PRr:

HES YORK DISTRICT ~ WYK-050 BARTOR PHARMACEUTICAL
COMPANY INC,

: ABBREVIATED ﬁvE# BRUG APPLICATION _ RYE » NEW YORK

80-911 TESTOSTERONE PELLETS AF§ 13-758

O A
E S

THE DEST PROJECT OFFICE IS PRESENTLY CONSIDERING APPROVAL OF THE SUBJECT
UCT IS MANUFACTURED AND
wCKﬁﬁE& BY BARTOR PHARMACEUTICAL £0., 78 HIGH ST., RYE, MEW YORK,

AEBRE‘{IATEU NEW [RUS APPLICATI&%. THIS PROD

AS YOU ARE AWARE N THE ANDA TME FiIRM CERTIFIES MT MAMUEACTUR 1N,
PACKACING AND TESTING IS

Ih CONFORMITY WITH GMP (SEE 130.4 (F) OF
THE NEW DRUS REGULATIONS REFERENCE AMDAS.
REGISTER ON APRIL 24, 1970).

SINCE OUR LAST RECORD OF A COMPLETE CONTROL
PHARMACEUTICAL WAS T Y, mﬁg, WE ARE R,
THE FIRM'S PRESENT COMPLIAKCE STATUS (g

STING &N EVALUATION OF
FR GMP AND TS ABILITY ToO

COMPLY WITH AMDA AD COMPENDIUM COMMITMENTS, IF AR INSPECTION IS
INDICATED, PLEASE INSPECT AMD REPORT RESULTS.



[ERTE S

“ BASED UPCH THE FIRM'S COMPLIAMCE WITH GMP. A RECOM
WITHHOLD AP

L AGE 2

APPEARS THIS WAY
ON ORIGINAL

I8 YOUR REPLY PLEASE INDICATE WHETHER OR NOT THE AMDA CAN BC APPROVED

FMNDATION YO

ROVAL SHOULD BE BASED UPOM CRITICAL OR SIGNIFICANT

DEVIATIONS FROM GMP WHICH SHOULD BE LISTED.

T WOULD APPRECIATE A REPLY BY TWX FOLLOWED BY EIR OR MENMO,

REPLY REQUESTED BY: APRIL 24, 1972

CHARGE TO: BD~108

CONTACT OFFICER: JACK MEYER, PHONE 301-443-3630

NDORSE REPORT TO: 105 g
CLEARNNCE ss‘ﬂc : BRUCE E. § Y&

- OFFICE OF SCIENTIFIC EVALUATION
- PHINE 301-463~1320
e

N YK~D58

NYK~F1
BD~100
BD~105
BD-22
BD-69
CA-224
°0~10

- - 9~69 C/0 JACK MEYER
BD-105 C/0 BEBYER/MM/3/21/72
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Food cmf’ Drogy Adminisiration
[DEST 2158)
{Docket No. FDC-1D-183; I'DA No. 3-168 .
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GCERIAIY ANDROGEN PRERARATIONS

- Drugs for l.unvn U<e-

.;.ud r fmplomeniaiion

Ticacy ) :

miinistralion
‘e frem the
jeneos-National »
Study

The Food and Diag Ad
- .a.s v aluut cd yoports
Walioual Acxdar
I{(~V°1c11 Coa“c
Grouy, i
1, Yor
q - N o muszsiiar Injcotisa,
1. . ‘milligrams, 50 mill
& : L grams festosicrong Do
) 1 L Ciba | Pharmacs:
NoarrisAvenue, Sunmit, I
7020,
e, J’C"'\Ld (-'1 Pheny‘."
muscuiar i
590 milis

i
: . . PO M
s hivdro

v ' ———
e, Tor Intra-
, containing 2 . .
or 100 miti- . - . ) : )
ate per mi- : . -

Co. 55 o

"t

pc'c ALY
Poonmaccuiic

Gicton I Suhentaneous Im- T . 3
5 miliigrams : : . i - N
t; Schiering Corp., } ) :
miicld, N.J, 07003 s . o : p

s, . \.}lL a
) - : pmm ion, conta
e : ) teslosicrone per
c " 60 Orenge Street
S L . (IDA L5882
: v T i 4, Yladotestin Tabiets, contain 1 mﬁ-
: - : _ Yigrams, 5 milligrams; or 2 . - , L i
- fluoxymesterone peor tabicl; 1 Upjohn o : .
] ) Co.. 1171 Poriaze Road, Kalamazoo, : o o _ :
Lo ' : : Rich, 40092 (NDA10-511). ' Lo T : S T

. Uitandren Tahlets containing 2 mil- - i . .
. e Yigrams or 5 millizrams fluoxymesterone ’ U o
. oL . per lablzf, Ciba Enarmacettical Co. : :
' ’ (I\D’\ 11-424). : )
6. Ora~Testryl ‘Tabicts, containing 2 = - .
miliorams or 5 miliizrams duoxymester- LEF C . ) -
one per tablet; . I Squibb :nd Sons . . :
inc., txeor"(:ﬂ -h.O"\J uuv Birun ‘.‘.ICh NJ ) - ‘ C

02903 (KDAT11-35D). )
7. Delatestryl, Sterile So]ution jor ] i
Intramuscular Inicetion, contal sing 260 s L .
millizvams testosicrene chanthale per ' PRI I Lo
miliiliter, and ia dizposable sy S1es con-
taining 209 mg. testonterone cuanthate

. . S per syringe; L. h .Sq;u.)b ml Eons Inc. -

Y B B . ANDA 9165). :

'

et o e

FIDEKAL LEGISIER, VOL. 35, N ' —~- '
: . 35, N ADAY, AUG
o HO. 147——SATURDAY, AUGUST 1, 1970
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B J tc»to,texo;.c ner tablet; Civa Phar

. maltion ‘for-safc hnd

(-nmx"’ ]U 1t
r,:\m slostero:

0).11‘."(‘ NI lO.u
G, rlren. L.n..urts dd
wui'-mm" 5 millinrems or 10
mrth.]u stosterone por in
miltigrams or 25 mi Higrams

Tablels.
iHiroans
ct, and 10
ircthyl-
maccit-

tical Co, (DA DIE0).

10. Oreton LlcibiylTablels, containing
10 nillizrams or 25 miilirams meihyl-
testoslerone per Lablel; Scherinz Corp.
(NDA 3158) o
—qhe drugs arve regorded as new cru¢s
(21 U.S.C. 221(p)). Supplemental ne
drue applicetions are reeuired to revise
{he Jabeling ju and {o upaale previgusly
approved applications provia:ng for such:
drues. Anew-arug '-u,n.f" tion is required
from any person marketing such arugs
withoul approval. L

The “ooJ and Drug Administration is
prepared lo approve new-crag apnlica-
{ions and supplemenis o previously an-

proved new-drug epplications under
conditions doscribed in this anunounce-
ment.

I. Testo »crorc for
pfantalion 2K TR Tee

lion. The Food and Dt

has considered iho Ar s:ny 1(_(,011,
well as other available evidence, ;md

concludes thatl:
1. This drug is cifect
ecunuchoidisim, QNG ma
2. I{ lacks stbs!
fectiveness, for advanced
noma. :
1. Form of drug. This preparation is
m pr)kc 1mm suitzble for subcutaneous

for cunuchism;
¢ elimacterie.

of ef~
Carci-

RN
Fu?

tiong. 1. The label
& t 'bd wion: TFederal
,ld.\\' 1).0111L1is us,)ensuw \uthoub pre-
seription.”

2 The darug 1s 1

1 to comply witi
Act ana regula-

drug and is in accord with the guldo'
for. mmiform L.bclm-'; published in
YzpEwal Brcrsrer of rebruary 6, 18

- The “Indications” section of tie labelin
is as follows:

r‘ &
ey
[
(o

INDXCATIONS

1. Ennuchoidisin and eunvchism, .
2. NMale climactieric symploms w hen these
- are seconchry to tesiosicrons deficiency.

D. T..__c_w_rlcft_nr/ slalus. X arketinz of the
druv niay contidtue under the condilions
deseribad in items VIII and IX of this

announcement.

JL Teslosterone enantheie solution
[Qr;,tl’lrann" { r_m,'fzh)r ~A. Ejjcc-
tivencss clessificclion. 'fh2 ¥Faod and

Drug Adminisiration has consicdered the
Academy report, as well as oiiier avail-
able evidence, and conciudes thal:

1. This drug is efective inthe therapy
of cunucliism, eunucihioidism, deficiency
after casiraiion, male climacterie sy -
toms, and olizospermia,

2. The dnig is prohnbly o
poslmenopausal or senile ost

ifeetive” for
COPOLVSIS.

FEDIZRAL REGISTER, VOL. 35, NO.
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DESI 2158 and be directed to the atten-

tion of the Jollowing approprinte office

and unless otherwise specified be ad-
dressed to the Thoud and. Drug Adminis-

tration, 5609 Fishers Lane, Rockvide, Md.

20852 :

Requests for Hesring (identify with docket
number): Hearing Clerly, Otiice of General
Counsel (GC-1) osm 6-62, Parkiawn.

Supplements {idex y with XDA number)
Ofice of Marketed Lirugs (BD-200), Burenu

sof D

Originnl & shrovialed new-drug applications
- . = N 2
(identify &s such): Ofiicz ol aarkeiad

Drugs (BD-200) purcau of Drugs.

All other communications regarding
this announcement:

Spacial Assistant for Drug Ef!‘xcacy" Sﬁudy

Jmplementation (BD-201}, Bureau  of
Drugs. -

- Requests for NAS-KRC reports: Press Rela- -

tions Ofice (CE-220), Tood and Drug Ad-
minisiration, 900 C Street SW., Washing-
ton, D.C. 20204 '

This notice is jssued pursusnt to pro-

. visions of the TFederal Tood, Drug, and.

Cosmetic Acl (secs. 5032, 5085, 52 Stat.

"1050-53, as arnended; 21 U.S.C. 352, 355) .- .
and_under authority ielezaled 10 the .

Commissioner of Food and Drugs 21

CFR 2.120).
Dated: July 6, 1970, - L
: - Sant D. FINE, -
Associate Comniissioner
jor Compliance..

{FR. Doc.. 70-8969: Filed, July 31, 1970i

8:47 ann} |
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Form Approved
. OMB No. 57 -R0003

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE ) .

PUBLIC HEALTH SERVICE
ABBREVIATED

FOOD AND. DRUG ADMINISTRATION
_NEW DRUG APPLICATION (DRUGS FOR

ROCKVILLE, MARYLANQ 20852
HUMAN USE)
(Title. 21, Code of Federal Regulations,

§ 130.4)

BARTOR PHARMACAL CO. INC.

Name of applicant

Address.

Date

Dec.23;1971

TESTOSTERONE PELLETS

Na‘me‘ of new drug

[:] Or1g1na1 -application (regulation § 130 4. ]:] Amendment to abbreviated, unapproved applrcatmn

(regulation § 130.7).

[C1 Amendment to original, unapproved apphcatron
_ (regulation $ 130.7).

{X] Abbrevrated apphcatron (regulat,ion'§ 130.4(f) ). i{:] Amendment to supplement to an approved applica‘tion.

" The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
ug, and Cosmetic Act. It is understood that when this application is approved, the labelmg and advertising for
the drug will prescnbe,_ ‘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
furmshes or. purports to furnish information fot use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards,

contramdlcatrons side

" effects, and: precautions; as that contained in the labeling which is part of this application in accord with §1. 106(b)

(21 CFR 1. 106(b)) It is understood that all representations in this. application- apply to the drug produced until

an approved supplement to the application’ prov1des for a change or the change is made in conformance with other
provisions of $130.9 of the new-drug regulations.

)part of this application are the following:

1. Table of contents.. The table of contents should’ ii. Toxicology.and pathology:

[] Supplementto anapproved application (regulation’ §"130.9).

Attached hereto submrtted in the form descnbed in §130.4(e) of the new-drug regulatrons and constrtutmg

Acute toxicity studres,‘

notxce new-dtug applrcatron, or master file:of whrch any.

specify the volume number and the page number in which
the complete and detailed .item is located and the volume
number and the page number in which the summary of that
item is located (if any).

2. Summary A summary. demonstratmg that the applica-
tion is-well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and. that it
presents a- sound :basis for the approval requested. The
summary. should include the following information: (In
lieu of the outllne described below and.the. evaluation
described in Item 3, an expanded summary and evaluation
as -outlined .in §130.4(d) of the new-drug regulatrons may
be submltted to- facr j\.the reyview- of .this- applxcatron )

a. Chemrstry

’Chemrcal structural formula -or descrlptron for any
new-drug substance. S
0 €0 other chemlcally or pharmacologi-
cally related drugs. )
. Eid, Descrlptron ofi:. dosage form and quantitative com-

b Screntrfrc rat1onale and purpose the drug is to serve
Reference number of “the 1nvest1gatlona1 drug no-
trce(s) under which this drug-was investigated and of any

Lds Preclrnlcal stud1es
all adverse expenences whlch
3 crdental or not: drug-related

metabolrsm, etc.).
" FD FORM 356H.(4/71)

PR

(Present. all fmdlngs 1nclud1 g

Pharmacology (pharmacodynamrcs,: endocrmology, )

.mmlstranon of . the drug wis stopped 2

subacute and chronic toxicity studies; reproductlon and
tcratology studies; miscellaneous studies.

.Clinical studies. (All material should’ refer specifi-
cally to each clinical mvestlgator and to the volume 'andb
page number in the application and any docu nts. -in-.
corporated by reference where the complete data - nd re-.
ports -may be found.) R

i. Special studies not descrlbed elsewhere
ii. Dose-range, studies. _ e L
iii. Controlled clmrcal studies. : IR
iv. Other clinical studres (for example uncontrolled of

'1ncompletely controlled studie s). -

:Clinical| laboratory. studies related to effectrveness.
ui. Clinicalllaboratory studzes relatedico. safety. ¥
wid.
able to the applicant.

3. Evaluation of safety and effectrveness.‘ a. Sum-'
marize separately the favorable and unfavorable evrdence
fot each claim i in the package labelmg. Include references
to the volume and page number in: the: apphcatron and i in
any. documeats incorporatéd by: reference where the 'com- -
plete data and reports-may be found. .- :

b. Include tabulatron of all”srde effects ‘or adverse
experxence .by .age, sex, and. ‘dosage formulatxon, whether
or not consrdered to’ be significant, sho mg” hethér ad-
- showing -the’
mvestrgator s name with ‘a’ ‘referénte ‘to:the’. volume. and-
page number in the applrcatron ‘and dny ‘documénts "in--

vcorporated by reference” where che ‘complete” data ‘and re-

ports may be found. Indlcate those side- ‘effects: or adverse

- expériences consrdered to be drug-related

“"4. Copies of the label and all"othier labeling to vbe used »
for“the drug (a total of T2-copies. if in final: pnnted form, .

" 4 copies if in draft form):
PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.
° . - i

Summary of lrterature and unpublrshed reports avarl- o

- mgre

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

b. If the drug is to be offered over the countet,‘labelin.g

on or within the retail package should include ddequate
directions for use by the layman under all the conditions

‘for which the drug is intended for lay use or is to be .
prescribed, recommended, or suggested in any .labeling ror

advertising sponsored by or on behalf of the applicant
and directed to the layman.- Jf thei.drug: is intended..or
offered for uses under the ‘professional supervision’ of a
practitioner licensed by law to administer it, the applica-

tion should also contain labeling that includes adequate .

information for all such uses, including all the purposes
for which the over-the-counter drug is to be advertised
or tepresented for use by, physicians. B

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, including all
the purposes for which it is ‘to be advertised -or repre-
sented, in accord with §1.106(b) (21° CFR 1.106(b)). ' The
application should. include any labeling for the drug
intended to be madeé available to the layman. R

d. If no established nage _exists “for a new-drug sub-

stance, the application _shall _propose a .noaproprietary:

name for use as the established name for the substance.

e. Typewritten or other draft labeling copy may ‘be sub-
mitted for preliminary consideration of an application. An
application will not ordinarily be approved priof ‘to’the
submission, ‘of the final printed labél and labeling of the
drag. 0 T |

f No“application may be approved if the labeling is
false or misleading in any particular.

(When mailing pieces, any other labeling,.or adv-er‘_tisingv
copy aré devised for promotion of the new drug, samples:

shall be submitted at the time of initial dissemination of
such lébe!ipg and at the time of initial placement of any
such 'adv_etgibsiijg' for a prescription drug (see §130.13 of
the new-drug 'te’gulatibns). Approval of a -supplemental
new-drug application is required prior to use of any pro-
motional claims not ¢overed by the approved applicatioi.)

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

6. A full Tist of the ‘articles -used as. cdmﬁohents of

the drug. This list should _inc_li.}d_e\."%avl'l‘s‘!.ib'é,tgiq‘c'e's' used
in the synthesis, extraction, or other method of preparation
of any new-drug substance, and in the prepat of the

finished dosage fqrq;:,,FSgpilfl_lgés of whether they “undergo
) ¢ ‘Each

chemical change or are removed in the process.
- substance should . be “identified by its established name,
if any, ‘or complete _chemical name, using structural
formulas whén_decqssaxy‘ for specific identification.. If
any proprietary ‘préparation .is used as a' "é_omponen‘t,-v-th,e,

proprietary mame should be followed By a complete quan-

for any listed substance may bé specified.

titative statement of cemposition. Reasonable alternatives -

7. A full statement of the composition’ of ‘the drig.

~The statement shall set. forth the pame ar ‘amount of
edch ingredient, whether active or dot, ‘contained in a
stated. quantity of the drug’in the form in which it is to be
‘ " example, amount 15;:{"@3-!515:.!@;’ .per mil-
in ula representative ‘of ‘that ‘to be

.employed or. the manufac

regardless of whether they appear in the "finis,lx,e_dj"_p;odvu‘ét.;
Any calculated excess. ofﬁan,-iqg-tédieﬁ'ti'éﬁe:x_':. the. label
declaration . should .be ‘déSignated ‘as” such ‘and percent
excess 'shown.  Reéasonablé vaiiations ‘may be specified.

e m tute of the fipished dosage form. -
All" components. should ‘be included in"the" batch formula -

- formula’ card aad, if s
domes - oo

2

8. A full description of the methods used in, and the .
facilities and controls used for, the manufacture, process- Ji
ing,-and packing of the drug. Included in this description -
shoiild "bé" full Tnformation with respect to ‘any new-drig’
's‘\iBs{:ance and- to the fnew-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’ déscribed- facilities. and controls: to’

determine and preserve the identity, strength, quality,
and purity of:the drug: R
“a A description of thé physical facilities including’
building and equipment-used-in manufacturing, processing,
packaging, labeling, storage,”aiid contiol operations. .

b. A description of the qualifications, including educa-
‘tional ‘backgiound and experience, of the techiical and

professional personnel who are responsible for assuring

that the drug has the safety, identity, strength, quality
and purity it puports or is represented to_possess, a
statement of their responsibilities. o ’ .

c. The methods used in the- synthesis, extrac_tion,
isolation, of purification of any new<drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its ideatity,
strength, quality, and purity, - the - methods should” be
described in sufficient detail, including quantities used,
times, . temperatures, pH, sb.lve'nts, etc., "to' determine
these chatact_e;'i_stiés. Alternative irxetbdds 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. i

‘e. Whether or not each lot of taw materials is given a -
serial number to identify it, and the use made of such
numbers in subsequent plant ‘operations. - -

‘[ If the applicant dées not himself perform all the~=
manufacturing, processing, packaging, labeling; and:coif
trol operations for any hew-drug substance or the new-drug™
dosage form, his statement identifying each person who
will. perform any part of such operations and designating
the part; and a signed statement from. each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the’ operation.  ~ © ..

"8 Method of preparation of the master formula fecords
-and individual batch records and: manner in- which thése
records are used. ’ : o T

'b. The instructions used in the manufacturing, process-'
ing, packaging, and labeling of each dosage.form: of ‘the

-dew' drug, includifig any special ‘precautions obsérved in

" the operations.  * ’ B EEER
. i - Adequate " information with respect - to the character-
istics of and the tést methods employed : for the -container,
closure, .or other component parts of the -drig ‘package to
assure their suitability for'the intended use: = < -+ =

j- Number of individuals checking weight ot volumé of
each’ individual ingredient entering into esch batch of the

“k’ Whéther o not the total weight or volume of each
batch. is determined at any stage of the manufacturing
process subsequent to making up a’batch: according to the

o, at what stage and by whom it is
'l Precautiois to check the actual packadge ‘yvield:pro-
dicéd"from a batch of the ‘drug ‘with thi ‘theoretical yield.
“ This should ‘include a ‘description of the“adctvunting for
- such “itéms as "discdrds; breakage, ‘éte.; ‘and the ‘criteria
~ used in acteptifg or rejecting’ batches of drugs i the
event of an unexplained discrepancy, = - < - s \
" m: Précautions to assure that each lot of the “drug Y .59
packaged With' the  proper label ‘dad* labeliag, iacliding

" “'ptovisions for labelibg ‘Storage ‘dud: ihventdry controfy < -
ovisions =ling ge ar entory contr

3
H
i
i
i




S

" become available.

n. The anpalytical controls used during the various
stages of the manufacturing; processing, packaging, and
labeling of the drug, including a detailed description of
the collection of samples and the arialyt_ical procedures to
which they. are subjected. ‘The analytical procedures
should be capable of determining the active components
within a reasonable degree of accuracy and. of assuring
the identity of such components. If the article is one that
is represented to be sterile, the séme.informay.ion'with
regard to the manufacturing, processing, packagirg, and
the collection of samples ‘of the drug should be given for
sterility controls. -Include the standards used for ac-
ceptance of each lot of the finished drug.

o. An explanation of the exact significance of the
batch control numbers used.in the ‘manufacturing, process-
ing, packaging, and" labeling of the drug, including the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion ‘of the complete manufacturing history of the product.
Describe any methods used to permit determination of the
distribution of any batch if its recall is required. . '

b. A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical methods used.
Describe any additional stability studies underway or
contemplated. Stability data should be submitted for any
new-drug substance, for the finished dosage form of the
drug in the container in “which it is to .be marketed in-
cluding any proposed multiple-dose container, aand if it is
to be put.into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,
strength, quality, and purity of the drug uatil it is used.
(If no expiration date is proposed, the applicant must
justify its absence.) )

q- Additional procedures employed which are designed
to prevent contamination and otherwise assure proper
control of the product. . o
(An dpplication 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 ideatity, strength, quality, and purity in con-
formity with good manufacturing practice and - identifies
each establishment, showing -the location of the plant
conducting these operations.) ’

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

neats, as follows: a. The following samples shall be sub-
mitted with the application or as soon thereafter as they
Each sample shall consist of. four
identical, separately packaged subdivisions, each con-
taining at least .three. times the amount required to per-
form the'labora'tory”te.s't procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays: e - ’

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

ii. A representative sample or samples of finished
market packages of each dosage form of the drug_prepared
for initial marketing and, if any such sample. is not from a
commercial-scale production batch, such a sample from a

representative commercial-scale prodiction batch; and a .

representative sample or samples of each new-drug sub-
stance as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s). ’

iii. A sample or samples of any reference standard and

blank used in the procedures described iii. the application
for assaying .each new-drug. substance and other assayed

components of the finished drug: Provided, however, That
samples of feference standards recognized in the official
uU.s. lshatmacqpeia or The National Formulary need not
be submitted unless requested. . :

b Additional samples shall be submitted on request.

c. Each of the samples submitted shall be appropri-
ately packaged and labeled to preseérve its characteristics,
to identify the material and the quantity in each sub-
division of the sample, and to identify each subdivision
with the name of the applicant and the new-drug applica-
tion to which it relates.

d. There shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tional samples that will be submitted as soon as avajl-
able; "and, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new-drug ‘substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production
scale) and detailed results .of all laboratory tests made to
determine the identity,. strength, quality, and purity of
the batch represented by the sample, including assays.
Include -for any 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 de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted. - ‘ :

e. The requitements 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.

/. If . samples of the drug are sent under separate
cover, they should be addressed to the attention of the
Bureau of Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
name of the drug as shown on the application.

10." Full reports of preclinical investigations that have
been made to show whether or pot the drug is safe for use
and effective in use. a. An application may be refused
unless it conmtains full reports of adequate preclinical
tests by all methods reasonably applicable to a determina-

- tion of the safety and effectiveness of the drug under the

conditions of use suggested in the proposed labeling.

b. Detailed reports of the preclinical investigations,
including - all studies made on laBoratory animals, the
methods used, and the results obtained, should be clearly
set forth. Such infoimation should include identification
of the person who conducted each investigation, a state-
ment of where the investigations were conducted, and
where “the underlying data are available for. inspection.
The animal studies may not be considered adequate unless
they give proper attention to the conditions of use recom-
meénded in the proposed labeling for the drug such as, for
example, whether the drug is for short- or long-term ad-
ministration or whether it is to be used in infants, chil-
dren, pregnant women, or women of child-bearing potential.

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

d. Summarize and provide a list of literature refer-
ences (if ‘available) to all other preclinical information

‘known to the applicant, whether published or unpublished,

that is pertinent to an evaluation of ‘the safety or effec-
tiveness: of the drug. )

1. List of investigators. a. A complete list of all
investigators. supplied with the drug including the name

i andtpost office address of each investigator and, following

‘each’ nanie, the volume and page references to the in-
vestigator’s report(s) in this application‘and in any docu-
omission of any reports. :

- "bi+ The' unexplained omission of any reports of in-

"ments _incorporated by reference, or the explanation of the

- vestigations. made’ with' the new drug by the applicant, ot




submitted to him by an mvesngator, or the unexplained
omission of any pertinent reports of investigations or
clinical experience received or otherwise obtained by the
applicant from published literature or other sources,
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 suggested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well-
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling. _

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

d. Attach as a separate section a completed Form
FD-1639, "Drug Experience Report (obtainable, with in-
structions, on request from the Department of HEW. Food
and Drug Administration, Bureau of Drugs (8D-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible, for each subject or ‘patient experiencing one or
more adverse effects, described in Item 12c, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any narrative description included in Item 12c. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and Drug Adminis-
tration.

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

[ If the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administration.

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

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

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

BreToe /9l /2 o

(Applicant)

Per M%//

AResponsible official or agent)

A

(Indica_te authority)

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

NOTE: This application must be signed by the applicant or by an authorized attorney, agent, or official.” If the applicant < i
or such authorized representative does not 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 countérsigned by an authorized attorney, agent, or official resid-
ing or maintaining a place of business within the United States.

4



Aprn 24, 19703 35 F. R. 6574

R X4} Abbreviated nén- rua appuca-
. tions. Buch-applications shail- contain:

“tenta), 4 (label aid all other iabeling),
-8-(R: or OTC statement); and 6 (compo-
“rients) of the néw-drug; apphca ton form

'\mendment publighed in_ Federal Register'

330 ,_\ C@

'f the article differs from the compens
. dium drug, that the specifications -and.
tests 2pplied to the drug and-its e¢om:

(1) Batlstastory information. or “the

_identity, strength, qua)ity. and puﬂty. L

- ;FD-356H and in. H.eu ol fuil. mronm.tion

PART 130-—NE'W DRUG REGULATIONS--FAge 14 5
" Insert this new page in your reprint '

ponents -are- adequate “to assure t.helx;;_

, 1) -Outline the methods used !n and,,,
the facmues e.nd cort.rola u.,ed .o




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

80-911

CORRESPONDENCE



<igz | - ABBREVIATED . * |
'_@ARTOR PHARMACAL co., INc. NEW DRUG APPU(?ATK\)N Ko-9,//

70 HIGH STREET ¢ RYE, NEW YORK
914 woO 74219

February 18,1972

Drug Efficacy Study Implementation
Project Office (DESI) '
Attention: Dr Paul A. Bryan,Director

Bureau of Drugs BD69
Food & Drug Administration
5600 Fisher's Lane
Rockville,Md 20852

RE: Abbreviated NDA approval for Testosterone

. pellet implants :
Dear Sir: | | |
Since Aug.25,1971,we have finally been steered
correctly to you and form356H for an abbreviated NDA on
Testosterone pellet implants for human use. :
. As you know, this preparation is over 30 years
old and has been marketed by Schering Corp. as Oretone
Pellets(Implants). I had been active with them in this
development. : .

Bartor Pharmacal wishes to market this prepara-
tion under the generic name with considerable cost saving.

Most important,is the dire need for these pellets, .
for Dr Robert Greenblatt's use. He is at the University of
Georgia Medical School,Dep't of Endocrinology,Augusta,
Georgia. He has been waiting for the past 12 months. Dr
Greenblatt is involved in an NIH grant project.

We would therefore appreciate an A.N.D.A. number,
as soon as possible,that we may process our pellets.

I'm submitting an original and two copies of the
ANDA covéring form 356H. I would appreciate your expediting
the processing of this application. R

Yours truly,
c.c. Dr R.Greenblatt ,{f~' KA vt
Frank Bardani
- President ]
P.S. When originally submitted incorrectly under an IND in
triplicate, two copies were returned---but W;-."?;..-

original. Consequently,a few of the origipgi's 1
Placed with copies. y vt
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friidefhimgragtony
70 High Styeet
Bye, New York 10580

Gentlemens

Reference is made to your abbreviated naw drug spplicsbion deted
Decsnber 23, 1971, submitted pursuant to Section 505(b) of the Federal
Food Brag, and Cosmebic Aet for Testosterone Pellets, 795 ug.

We have completed m review of this abbrevisted nev drug aygﬁesﬁian
and have the followlag comments regarding the proposed labeling: '

1. Cormtainer labsi: The gip code should be inecluded in the
addvess., This may be done at the time of the next prinmting.

IPPFLIED section should be added.

2. Yockage insert: A HOW
Other informstion vequired by section 130.5%(f) of the regulatione:

1. eertifica%i&a statements from -~ ; and
o ghat the methods used :m, anﬁ ths
fneilities and mﬂﬁs ased for the
- _ of the drug are in wgmity with current
; practice in accord with Part 133 (21 CFR)

24 ) - phb assw thet the drug m form and

wﬂm ia m

thwb m amﬁifmt;&m sn& taesi;s appﬁeé m the érng amz 1#5': =
componenits are sdequate to assure their identity, strength,
ality and preity

In a&éitrimz, sukmit the procedures used by S
. Tend elarify
! statement that the annlysis will be pers




; 1 y P B oy o &E;? ’ Im‘

3. It is nobed that you vefer %a H.¥, XII and 6.8.F, XVII in
several places in thiz abbreviated new dyug spplfeation.
Plsase elarify.

Menge lat us have your reaponse pr

%’VL/L%DW f’//;{,/

- fﬁg Htﬂt

Mn
Mﬁziﬁm of Actions Implementation
- Drog Efficacy Study Iuplementation
. ' MM efﬁee
KYR-DO
Dup.
BD-67
'BD~69
BD~22

s

BD-2h2 & ga
J Bacsanyi/JIMeyer/RJWolters 3-23-72 / ’3 ’
R/D init. MClark/JTieyers 3-27-72 3

ra i 35 m%@( 1

DK%

"7 % L -5-472
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RESUBMISSION
NDA ORIG AMENDMENT

RTOR PHARMACAL CO., INC.

70 HIGH STREET * RYE, NEW YORK
WO 7-4219 ‘G

Dr Marvin Seife,Director - April 29,1972 67
Division of Actions Implementation

Drug Efficacy Study Implementation ProJect Office

Bureau of Drugs :

RE: Additional information supplemental to Abbreviated
NDA 80-911~~ your letter 4/4/72

Dear Sir:
: ‘We submit the following in response to your inquiry abeve-
Labeling- 1. Since labels are preprinted for control number inclusion,
. we will include the Zip Code with the address~ 10580,
2. The package insert will have the following added--
"HOW SUPPLIED- Pellets of 75 mg. each,one pellet per
vial,in a-box of 3 sterile vials."
Other information required by section 130.4(f) of regulations.
1. Certificatlon statements from ~
attesting conformity to GMP in accord
with Part 133 (21 CFR) of the regulations are attached.
2. and 3, (are answered in the final part of this letter).
A supplementary letter from T——— - explains the -

The orig1na1 cmemeeme  letter refers to "Estradiol and other
similar type products," e.g. Testosterone. This was submitted when both
items were requested for clearance-prior to the advice of HEW to sub-
mit Testosterone separately. We have enclosed a modified and more
pertinent letter from — for clarification.

2. To erase any ambiguity of committments in the Abbreviated
NDA,Bartor Pharmacal assures that the drug dosage form and components
do and will comply with the specifications and tests deseribed :
official compendium,if such article is recognized therein,.'
strength,qnallty and purity

campenents ag-
Testosterone~ NF XIIIL Pg 687 ALL TESTS | _
Stearic Acid-USP XVIII Pg 683 ALL TESTS )3
Testosterone Pellet- Implants- NF XIII Pg\@ L
Stability data furnished and run by Bartor Ry{
indicates adequats
and purity as well as identity with reference.
— ~ purchased only from
o e w1l have the follewing tests run by Bartor (attached).
Bartor Pharmacal assures that - ' ~,not in official comp-~
endium as such,meets the requirements of identity,strength,quality & puri




| | % ‘AR“TOR PHARhMACAI. CO., INC.

70 HIGH STREET ¢ RYE, NEW YORK

CONTINUED Abbrev.NDA 80-911 VO 7429

3. We wish to update our monogtam references to the NF XIII
and USP XVIII(for the NFXII and USPXVII) wherever mentioned--
for whatever specifics have been mentioned in the original
submission.
Paragraph number 2 last mentioned in this letter,makes more
specific references with pertinent page numbers.

We appreciate your willingness to process this submission as
promptly as possible. Thank you for your co-operation and
courtesies on behalf of your staff the xtéephone.

Yours truly,

Lokt By Fardon'
c.c. John Accardi rank Bardani,President
-consulting Chemist



MAY 31 1972

Reference -is wmde o your abbreviated nev dryg applicebion subemitted
parsuant to Sectien 5@5(&} of the Federa) Food, Drug, and Cosmetic
Ack for Testuesterons Pellets, 75 me.

Referance is am m:g m your comsunica
enelosing yovised lake)

We have émlem bhe wiew a:r this aﬁbrewiaﬁeé m &wg amie&ﬁm
533 be masﬁaw far yau ﬁa si:mfk ﬁm yriﬁ&z@é
g ARl be {denticsl in content to the draft

e A

NYK-DO br 57%477/

Dup ' N

BD-69 BD-77 BD-lG? BD-2k2 0 Vi LA .
JBaesanyi/JiMeyer/RJWolters 5=22-T2 ) g - ‘ \ _
R/D init. JIMeyer 5-25-72 5 ?)@’9”/“‘%6\ 5%~ 7,
Final typing/rt 5-26-72

Approvable P
-/77 CLladeid S /3//7 >
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%?gARTOR PHARMACAL €O., INC. ' :DRI"EINAL ]:PL

70 HIGH STREET RYE, NEW YORK

WO 7.4219 Oﬁ /6"

June 12, 1972

- Drug Efficacy Implementation
Project Office (DESI)

Att: Dr.Paul A. Bryan Director
Food & Drug Administration
5600 Fisher Lane

Rockville, Md. 20852

Ref: Nda~911 Letter of May 31, 1972

Fo- 7/(

Dear Sif:

Enclosed printed labeling as you requested in your letter
of may 31, 1972

gours Truly
(&L 6 %% M%Jﬁ{/of

Frank M . Bardani Pres.

RECEIVED__/.__COPY
PHOTOSTATS MADE
FOR DUP______ TRIP e

b,
Rt






