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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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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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