NDA 85-8665

Carter-Glogau Laboratories, Inc.
Attention: Semuel M. Fainoeig, Ph.D.
©160 west bethany Home Roac
Glencale, AL E5301

sentlemen:

Reference is made to your_abbreviatec new O1Ug epplication submitted
pursuarit to Section 5C5(u) of the Fecerai Fooc, Drug, &nc Cosmetic ACt
focr Testosierone chanthale anu Estraaiol Valerate 1njection, $G/4 rg.
PET ke

neference is alsu mel€ TO yCur anenaments cetec March 1&, 158l (£) enc
R})Ill 2-3, 1581. “

we have corpletec the review of tnis aboreviated new crug spplication and
have conclugeo that the arug 15 safe anc effective for use &s TECCMRENGES
in the submitteg lobeling. Eccorcangly, the applicetion 1is &pprovea.

Any significant change ir the concitions cutlirec in this abbreviatec new
crug application requires an &pprovec supplemental application pefore the
change may Le mace, except tor chanues made in contormance with other
provisions ot section Jia.b of the new CIUG regulations.

Tiis Acministration shoulG be elvises of any chenge in tre marketing
status c¢f this oruG.

The requirement for agequal€ Cats to essure tie biclogic avariability is
peing ceferrec st the present time. However, ur action in epproving
tiis appliication 1s based vpon 20 uncerstancing that it this requirefent

is reinstatec you will perform the apprupriate proCecures.

we Teguest tnal you submit, 1n cuplicete, any PIoposec aovertising or
pIGIUTIONEL COpY which you inteng Lo use in your immecletes soverlising of
pLonGlivnal Campeallns. Please subiit LoOlh cuples st @ corpletes ToIm
FO~z2253, tugethel witli & Copy of wie Final Frintec Laleling, to the
Division of Drug AOvertising (i FL-17C). A copy of form FO=c233 18
encLosEC TG yoOul convenlence.




we call your attention to regulstion 21 CFR 310.300 (b)(3) [or
431.60(b)(3) 1t Form €] which requires thet material for any subsequent
acvertising or promotional campaigns, at the time of their initial use,
be submitted to our Division of Drug Acvertising (HFD-17G) with a
completec form FD-2253,

The enclosures summarize the concitions Telsting to the appruvsl of this

application.
8 //) @
efely y Is,

& 2'\.'1&\\\ {
~ 4 W Seite, M.C.
virector
Livision of Generic Drug Monogrzuhs
Uffice of Lrug Monogrephs -
buresu of Drugs

- Enclosures: ‘
Longitions of Roproval ef & New Lirug Application
Recerds & Reports hequirements

»

cc:

LOS-L0

HFD-313 .

HFD-616 Mo joye he

MSeife/JMeyer/MA Jarski S/b/ 8/
8y

R/D init JLMeyer/MSeife/5/5
pb/5/6/81 m s’/ . =
approvea ? 2 [C 7

2374




NUR &>-865

APR 14 198y

Carter-Glogau Leboratcries, Inc.
Attention: Jack K. Lale, Ph.D.
5160 west bethany Home Roac
Glenuale, AZ 85301

Gentlemen:

retference is mace Lo your sbbreviatec new GIug application submittec
pursuant to Section 5G5(b) of the Feceral Food, Liug, enc Cosmetic Act
for lestosterone Enantnate and Estradiol Vslerate Injectian, 9G/4 WG,

Feference is 8150 mwge. tO yOul amencmeris cetes Uecember 17, 1575,
May <<, 1960, July 4, 1980 enc March 2, lytli.

fe have completeo the review of this abbreviated new drug appliicetion.
rowesver, béfore we are &ble to rescin & tinal conclusion tre following
acoiticnel informaticn is necesssry:

i. Upcate specificaticns and tests for each components 1n accord with
currently official comgencia. -

». Provice en uptatec iist of all manufacturers of each active
ingrecient anG thelr L.S. 1epresentative.

3 .In your manufecturing procecure:
&) submit the referenced $.G.FP.s or cross reference ather cocuments
that contain this informmation.

) Provice intormation on tne tenperature to which tne sesame cil is
heated.

4. (ortainer/clusure: Supmit infermaticn on the compatability of tne
contairer/closute systenm with tie QIug forrula cr cross reference other
cocuments which contain such inforaaticn. '

5. Submit trne specificeliufis ToI and test methoos usec tor each test
pertoImes on the Cruy prouuct, i.8. 1M-process; release; statility,
togethel with veilCeling cate tor the aelnod. "If‘cumpenulal £TUCELULES
«T€ UsSeS they shiculc ve 1n &ccerc with currentiy. officiei compendlia.

11sts cenzyl elconul enc pages 3 anc 4 are TEVEISEGJ o

e memnyp gemcmem e viesany




i
4
L

i
6. Expanc on your comments concerning the applicablility of the USP
preservative etfectiveness test with oily vese proaoucts curtalning

chlorobutanol -as @ preservative, including any applicable
guta/information. We also request that you include your commitment to
monitor the stebility of the proouct and withdraw substangard lots from

the market.

Flease let us have youl TESPONSE.

@y

Givision of Generic Prug MCnoGIapns
Office of CrIug mMonuLIGHis
_ puresu of LTugs

cc:

LOS-D0

HFD-616

JLMeyer/MAJarski

k/D init JLMeyer/MSeife/ﬂ/lB/Bl

pb/4/13/81 ..5\,;\\0*9,( ql‘bt 9

rev w/f 2003k Zgé
T




NDA NUMBER
T NOTICE OF APPROYAL ?35'865
( ey NEW DRUG APPLICATION OR SUPPLENMENT OATe "’"‘\,i'z\f'- '-'?'ng‘r"“
= i
TO: FROM:
2 Buresu of Drage
Press Relations Staff (HF1-40) X}E
D Buresu of Veterinary Medicine
ATTENTION
Forward original of this form fos 'pubhc.uoa euly a.ner spproval letter has been issued and the date of
8pproval bas been entered.sbove:, o T
"YYPE OF APPLICATION i CATEGORY
WPPLEMENT ASSRCVIATED WPPLDIENT
ClomamvaLmwoa [ To NDA OMmGINAL NOA B TO ANDA XXX muman Cvereninans
Tnuz RIuE (- oﬂw designated name) AND ESTABLISHED OR NONPROPRIETARY N

Testosterone Fnanthate and Estradiol Valerate

AME ¢! anp)OF ORYG,

DOSAGE FORM
Oleagenous Iniection

MOW DISPENSED

XEFex CJere
ACTIVE INGREDIENTIS) (se dociared on label. Liet by eetebdliohed or nanproprietary name(s) and include amouant(e), 11 amount s
doclared an label.) ~ - .
Testostercne Enanthate 90 mg. per mil.
Estradiol Valerate 4 mq. mer mi.
NAME OF A”I.ICANT. (Inchnte City ard Stace)
Carter-Gloqau Laboratories, Inc.
. Glendale, AZ 85301
PRINCIPAL INDICATION OR PNARMACOLOGOCAL CATEGORY -
androgen/estrogen =

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICK APPROVED

‘ CHANGE APPROVED TO PROVIOE FOR

COMPLETE FOR SUPPLEMENT ONLY

FORM BRE PARFD By

R 7R "Selz: _

FORM APPROVED BY
NaME

Jack L. Meyer 5)7754‘2/ | ’

FORM PD 1642 /13

L

/ PREVIOUS EDITION MAY BE USED UNTIL SuPS

[/
™ ;txnaulno.




CHEMIST'S REVIEW

Kev continuation to item by number.)

1. ORGANIZATION

(1f necessary, continue any {tem on 8°* x 10Y%:°* paper. HE'D_53O

2. NDA NUMBER

85-865

3. NAME AND ADDRESS OF APPLICANT (City

Carter Glogau Laboratories,
Glendale, AZ 85301

and State)

Inc.

4. AF NUMBER

S. SUPPLEMENT (S)

NUMBER(S) DATEL(S)

6. NAME OF DRUG

7. NONPROPRIETARY NAME

Testosterone Enanthate &
Estradiol Valerate

8. SUPPLEMENTI(S) PROVIDES FOR:

9. AMENDMENTS AND OTHER

eports, etc) DATES

3-16-81 (2)
4-23-81

10. PHARMACOLOGICAL CATEGORY

Androgen/estrogen

1. HOW DISPENSED

@ax

] oTc

13. DOSAGE FORM (S)

oleagenous inijection

14.POTENCY (lee)

90/4 mg. ver ml.

2. RELATED IND/NDA/DMF (s}

see chemist's revidw
camleted 4-10-81

15. CHEMICAL NAME AND STRUCTURE

»

16. RECORDS AND REPORTS

CURRENT

Cves T w~o

REVIEWED

O ves O nNo

17. COMMENTS

18. CONCLUSIONS AND RECOMMENDATIONS

approval

REVIEWER

NAME

Marv Ann Jarski

A

DATE COMPLETED

DISTRIBUTION

] oriGINAL JACKET

7} Reviewer

FORM FDH 2266 (7/75)

{T] owviston FiLE
PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED, 1




\ ‘ ' - . . . ' .
g - e . e o8 gt ews 2 - s ee’. s -~ . .- . -
.o -~ . . .
T . b K e o
- z: . CHEMIST'S AREVIEW, Pone 2 . oo NOA NUKBLR
Fr.let evatl otlon or com=1"n’e Icr eech Jter. 1l necessary. ccnli.-mc-.nn.! = 10V°°° paper. 85-865
Koy cortinnazion to e by membes, Enter **5C** 1f no charce or **IA*’ If ot apnlizable. -

20. COMPONENTS AND COMPOSITION (6, 7)

L} | _see att?.ched

21, FACILITIES AND PERSONNEL fpe,0)

' 22, SYNTHESIS (ac)
see attached and chemist's review campleted 4-10-81

33_. RAW MATERIAL COIUTROLS (gd,e)
&, NEW DRUG SL 83TANCE ’

see attached . .

+be OTHER INGREDIENTS . <. -

,zc. OTHER FiRwm(e) (80)

4

23. MANUFACTUR‘ING AND PROCESSING (8d.2.4.k)

. ' see attached and chemist's review completed 4-10-81

’C‘- ' 26. CONTAINER (81)

see chemist's review corpleted 4-10-81

27 PACKAGING AND LABELING (si{wm)

- iu. LABORATORY CONTIOLS (Jn-Precess and Finiahed Desage Form) (sm)

see attached and chemist's review combleted 4-10-381

28, STABILITY (sp)

see attached and chemist's review completed 4-10-81 , :

. o

- 130, CONTROL NUMBERS (8¢c)
- ‘ - 4 e

o

Pi

A, SAMPLES AKD RESULTS (9)
: .."u“ﬂggppli.ed by the firm - see attacheg.pmey saCKASE

32, LABELING (¢)

see chemist's review completed 4-10-81
" §33e ESTABLISNMENT INSPECTION . -

(_ ¥ satisfactorv - see attached HFD -322 memo of 4-15-81

M. RECALLS




85-865

TCMPONENTS
Testosterone Enanthate
Estradiol Valerate
Sesame Oil

Chlorobutanol (anhydrous)

COMPOSTTION

Téstostérone Enanthate
Estradiol vValerate

Chlorobutanol Anhydrous

Sesame 0il

mg. per ml.
90
4.0

0.5%
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-/C DEPARTMENT OF HEALTH & HUMAN SERVICES.

q‘f
", "
overn

Date Hlroc I§/7Yf

From Manufacturing Review Branch, HFD-322
Division of Drug Manufacturing

Memorandum

Subject  APPROVABLE_pA4 4 §5 Vo vy.p67 [RIrC:7éntrd ErrmMTHATE Sl

. FS72RL e L CEARTL _TNT
To Director ALJT/’U‘ c vANe AT Ry ' ' R
Division of .7/ LAV MHor o ChEPNS (/-//4" L?oj
Drug Products
Attn: ﬁg;../i Lirn? TALic,
) LT TosTirs -
-—_— T/ -
SN AT =
CASTEL GLccpd AR LLe, ciercacl /=
" 7
- We have evaluated the operations of 77X A00ud

as they relate to compliance with Current Googd Manufacturing
Practice Regulations (21 CER 211) with the exception of
expiration dating (211.137) and Stability testing (211.166)

for the referenced application{s). Since you evaluate the
applicants' submission of stability data and proposed expiration
date, you should make the determination that the stability
testing is adequate to support the proposed expiration date.
If you desire, you can include appropriate references tox
(211.137) and (211.166) as deviations directly into your
non-approvable letter if you conclude the stability testing
is inadequate. Otherwise, we conclude there is no reason to
withhold approval of the subject application(s) insofar as-
CGMP compliance of this/these firm(s) is concerned for the
type of operations as specified in this/these pending S
application(s).

Our evaluation is based in part on - Establishment Inspection
and Quality Assurance /Profile information.

A es

Se¢mour Fishman

4

WD o rerm—— s - i,
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/ + DEPARTMENT OF HEALTH & HUMAN SERVICES

/4
5 i(Q
e o Memorandum

Jate .May 4, 1981
From Mary Ann Jarski - Chemist HFD-530

Subject The USP Antimicrobial Preservative Effectiveness Test for oil based products.

To Jack L. Meyer - Supervisory Chemist - RFD-530

TN
In connection wit'85-365 and 85-860 Testosterone Enanthate and Estradiol Valerate
Injections, Carter-GIoGau Laboratories, Inc. has submitted a set of correspondance

with the USP that indicates that the Preservative Effectiveness test is not suitable
for oil or petrolatum based products.

to see if a satisfactorv test can be arrived at.

\7@7 &L}ML

I suggest that this matter be taken up with the various Divisions of NDE and the USP
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CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME SNADeGLENDALE. ARIZONA 85301 TELEPHONE (602) 939-7565¢ TELEX 66-8304

April 16, 1981
(ENMB T LT 3

Aubrey S. Outschoorn, L.M.S., Ph.D.
The United States Pharmacopeia
12601 Twinbrook Parkway

Pockville, Maryland 20852

Dear Dr. Outschoorn:

Thank you very much for your letter of April 13, 1981 indicating
that the USP Antimicrobial Preservative Effectiveness Test is not
suitable for-oil based products. a . —
I have taken the liberty of sending a copy of your letter to

Dr. Seife at the FDA Generic Drug Branch since I believe this
acknowledgement by USP may enable FDA to waive their recent
requests that this test be conducted initially and annually

or otherwise on various unapproved/approved NDA OILY INJECTION
products*. '

Enclosed is a copy of a letter just sent to FDA which points
out that such products may pass, but again, sometimes will fail.
This is a very expensive and time-consuming test.

Sincerely,

CARTER-GLOGAU_LABORATORIES, INC.

: :%K\[\J f“C,\_
Jack K. Dale, Ph.D.
Vice-President, Quality Control

JKD/ta

*NDA NO. /CARTER-GLOGAU OIL BASE PRODUCTS
list attached-page 2 ) - PR

o
/
;
4
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L & - . . _ ‘
UsP @ THE UNITED STATES PHARMACOPEIA - ‘

(334 n20 ll

3

=~ THE KATIONAL FORSULARY

- 12601 TWINBROOK PARKWAY, ROCKVILLE, MARYLAND 20852

(301) 881-0666
v S. OUTSCHOORK LIC. MED. SURG.. PH.D. RECF[\/:ﬁ

APR 16 1981

April 13, 1981 : 2,

Jack K. Dale, Ph.D.

Vice President, Quality Control
Carter-Glogau Laboratories, Ine.
5160 West Bethany Home Road
Glendale, Arizoma 85301

Dear Dr. Dale, - _

- ' This responds to your letter dated Mavch 19, 1981;- further to our.
correspondence in July 1979, about the use of the Antimicrobial Preservatives —-
Effectiveness Test in relation to oil/water vehicles.

Since our correspondence in 1979, we did not receive any informationm
which might have been useful to you. It has been recognized for some time,
that the effectiveness test is not suitable for oil or petrolatum based

N products. Various workers have tried to develop modifications of the USP
test that would accommodate petrolatum based products, however we are not

- aware of any studies which ineluded oil vehicle injectables. One suggestion
for modification was to use surfactants, but nothing seems to have developed
from this. Your eariier solution to agitate the test throughout the test
period was not considered appropriate. For instance, how often should the
8amples be agitated, e.g. daily, twice a day, or more often. The method of
inoculation deseribed for the test was not intended to simulate what might -
happen in practice. What it was hoped to demonstrate was that i1f the product-
became contaminated, by whatever means, then the preservative system would

be effective. -

I am sorry, therefore, not to be able to give you a current status
report. We are also not in the position to suggest procedures which might.
be used for NDAs, since the tests in the USP are intended to be final product
referee tests. I think the best we can do qt present, is to suggest that vou

Publisbed by The United States Prarmacopeisl Contention, Inc. The Urnzed Stazes Pharmacipeia and 1he Nasorial Formulary are the lega’is
recognized compendia of standards for drugs and snclude assars snd tests for the desern:iraziny: of srength. guality, and purisy.




Jack X. Dale, Ph.D.
April 13, 198
Page 2 ' Y

Your interest in this area of our compendial standards is greatly
appreciated.

Sincerely yours,

ASO: jp

AW




N/

- CARTER-GLOGAU LABORATORIES, INC.

==== 5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301¢TELEPHONE (602) 939-7565¢ TELEX 66-8304

April 10, 1981 ’ppl

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education and Welfare
Public Health Service

Rood and Drug administration

Rockville, MD 20857

SUBJECT: TESTOSTERONE ENANTHATE AND ESTRADIOL VALERATE INJECTION 90/4
PRESERVATIVE EFFECTIVENESS TEST -'

Dear Dr. Seife:

The results obtained using the USP XX p 873 Antimicriobial Agent Effectiveness
Test on the above product made with oily vehicle will depend on the concentra-
tion and type of preservative used, the transfer of preservatives from oily
Product to water phase slurry of microrganism and amount of agitation or shaking
used initially, during storage and/or when the sampling transfers are done.

Please note first that the USP XX does not specify any remixing be done when
testing the vials after storage for 1, 2, 3 and 4 weeks! Thus if aliquot
samples for seeding are carefully removed after these times in a manner so

as not to disturb any living microganism which have settled to the bottom,
apparently acceptable USP levels may result!* (Note here that the product
passes the USP test if less than 0.1% of the microganisms added are found
and/or if molds and yeasts do not show an increase in numbers when aliquots

are removed and added to media for counting) Of course the product may also
Pass if the preservative can diffuse across the oil/water boundary in sufficient

. concentration to do it's intended antibacterial function.

Naturally if the test containers are deliberately shaken (or even accidentally
disturbed in sampling) some emulsification of water/microganisms will occur

and may give false high or erratic readings if the organisms were not adequately
exposed to preservatives while on the bottom! S

In applying this test our lab has tried to get a representative sampling by

shaking when sampling - however this can product sampling errors if shaking
is insufficient and non-homogeneSus mixtures result.
J

*Consider o0il normally floats on water. When microganism are introduced as an

~ aqueous slurry these will slowly settle to the bottom and stick on the glass of

the container in a very thin layer - almost impossible to see even with magni-
fication! They are thus principally exposed to preservative during initial
mixing and settling but then only to the extent to which the preservative can
Pass into the aqueous droplets or separated layer phase. .




2D

Dr. Fainberg brought to FDA attention the preliminary report that this
Chlorobutanol/Sesame 0il product was sometimes erratic when tested by

the USP Preservative Effectiveness test (it partially failed after 3

months at RT) although it passed initially. It was important to point

out that such a problem may exist in applying this USP ‘test to oily : : |

" injections because FDA is currently requesting such data for several --.. -

other similar NDA oily injection products. He felt that since our
products are identical in formulation to the reference products, the

- FDA or .USP Laboratory may already have developed a more. consistant .
- ~ acceptable test procedure modification which we could use. -Incidentally "~ .
'~ we believe the reason this second test was partially unsuccessful was .=

not because the preservative level had changed significantly (Chlorbutanol
was 108.2% initial 'vs 104.6% at '3 mo.) but because theé mixing of oily
product with test organisms was different and was insufficient. Please

note - ‘the shaker used at for the first test was not available
at the time of the second test so identical test conditions were certainly
not used. " : Pleasé 'note again that no recommendation is made in the

USP with regard to mixing parameters (temperature, time or degree of
mixing, etc). This is apparently because the test is designed for aqueous

- .products which mix almost instantaneously exposing each spore and micro-

organism to the full level of preservative present. Since the vehicle
of the product is Sesame 0il a uniform exposure of each water wetted
spore/micro-organism to .the preservative in the oily product would not
occur as it does in aqueous products. O0il and water do not mix Teadily.

In the case of these o0il products very extensive shaking or sonification’
would be needed for practical homogeneity and even then equivalent ex- -
posure might never occur as the water wetted spores would likely clugp
erratically as various size aqueous droplets in the oil hence would be
exposed only to the preservative level which could diffuse over the
oil/water boundary.. Since chlorobutanol is more soluble in oil than in
water it would be expected to stay Principally in the o0il - umless this
could be corrected with proper validated procedures considering required
total shaking time, temperature et al. Also most importantly USP test

"innoculation of the product is at a level which it would not be reasonable

to expect could be encountered in medical practice (e.g. 100,000 to 1,000,000
microganism per ml of product! This test pPresents an :artifical situation
not encountered in practical use. It should further be noted that the

‘A Niger test procedure which gives the most problem in reproducability

adds 0.05% Polysorbate 80 to the sterile saline TS used to harvest the
culture. This surface active wetting agent may be expected to absorb’
on the organisms and interfere with the action of the preservative since
Polysorbate 80 is recormended to inactivate many preservatives!

v




5. 3

Still further any spores must change to the vegetative growth form before
they can be attacked successfully by a preservative! Normal growth of
microganisms certainly does not occur in 0il like it does in water!

For these reasons we believe our label direction to "Use the product
within 30 days after first withdrawal™ should 1limit any clinically
introduced problem organism to an acceptable limit - and of course
‘our products are sterile as supplied!

In conclusion we believe the USP Preservative Effectiveness test requires
further development or modification before it is applied to oily products.
A study of the actual test results Tecently submitted to you will show
the erratic results when aliquots are taken out at weekly intervals and
counted.

The attached correspondence -with USP indicates our continuing interest in
a meaningful validated preservative effectiveness test for oily injettables.

Sincerely,
CARTER-GLOGAU LABORATORIES, INC.

Q. dee

Jakk K. Dale, Ph.D.
Z;Qe President/Quality Control

JKD/ht

enc -




CARTER-GLOGAU LABORATORIES, INC.

=—= 5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301*TELEPHONE (602) 839-7565 TELEX 66-8304

wid
March 19, 1981 3

. . Aubrey S. Outschoorn, L.M.S., Ph.D.
. Senior Scientist, Drug Standards Division
The United States Pharmacopeia :
The National Formulary
12601 Twinbrook Parkway
Rockville, Maryland 20852

Dear Dr Outs choorn: : .

- o | ’I‘h:.s is a follow-up to your letter of July 26, 1979 perta1n1ng -
to certain aspects of oily injection testing by the Antimicrobial
Preservatives - Effectiveness Test in the USP. .

We have not received any reports from USP (or anyone) of the
development of Preservative Effectiveness tests for oil based
products, however it appears the USP. test results are erratic
for these as might be expected. _

- Could you please send a current status report or suggested
alternate procedure? We need this for several NDAts,

‘Sincerely,

TER-GLOGAU LABORATORIES, INC.
Ve ¢ i
Lx A&_-/ . ®

" Jatk K. Dale, Ph.D.
ﬁce President/Quality Control

ht | -~




| IHUS\\// THE UNITED STATES PHARMACOPEIA
g — THE NATIONAL FORMULARY

12601 TWINBROOK PARKWAY, ROCKVILLE, MARYLAND 20852

: (301) 881-0666
"y S. OUTSCHOORN. LiC. MED. SuRG.. PN.D.
smt'- Sci é D'U' [ derds Diviss ) %

?

July 26, 1979

Jack K. Dale, Ph.D.
" Vice President ,
Quality Control/Regulatory Affairs
Chromalloy Pharmaceuticals, Inc.
5160 West Bethany Home Road
Glendale, -Arizona 85301

"Déaf Df. Dale: R ‘-  - S < . - C !-,; -t
This responds to your letter dated June 19, 1979 addressed t; our
Dr. Heller, about certain aspects of the Antimicrobial Preservatives —
Effectiveness Test in the USP.
The experiences you mention and your suggestions are very interesting
and merit our fullest consideration. We have, therefore, referred your
submissions to our advisers, and will keep you informed of developments.

Your interest in this area of our compendial standards is sincerely

appreciated.
Sincerely, —
ubrey §T_6;;schoorn, L.M.S., Ph:;?_.‘-h
ASO/s1b -
cc: W. M. Heller
L. T. Grady -

-

Published by The United Siates Pharmaccpeial Consention, Inc. The United Stase; Pharmacopeia and 1he National Formulery are the legally
recognized compendia of s1anderds for drugs ond include o158y5 and sesss for 1he determination of strengsh, quality, and purity.
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60 WEST BETHANY HOME ROAD o GLENDALE, ARIZONA 85301

TELEPHONE (602) 839-7565 @ TELEX 66-8304

(M-C LABS)

A SUBSIDIARY OF CHROMALLOY AM-ERCCAN CORPONATION

-~

T T T T ST, mtmr—e — f ceticm et e . ot — e e m L aa -

_Dear Dr. Heller:

CARTER-GLOGAU LABORATORIES DIVISION

34

June 19, 1979

William M. Heller, Ph.D.
Executive Director and Secretary
The United States Pharmacopeia
12601 Twinbrook Parkway
Rockville, Maryland 20852

On several occasions FDA has requested "multiple entry data"
for injectables. A request to FDA under Freedom of Information

- .. for_a protocol to use turned up nothing. I asked Bernard T. _
‘Loftus and Joel Davis, Washington, FDA participants-in the

‘recent June 28-29, 1979 Los Angeles GMP Seminar, what FDA
meant when they requested this test be run on a product

but they did not know! Can you suggest a suitable protocol?

* We have had test several oily vehicle

injection products by the official USP '"Preservative Effec--
tiveness Test'" but since the bacteria/molds are introduced
into the vial as concentrated aqueous suspensions in media
these settle to the bottom of the vial and do not always
come into adequate contact with the preservative dissolved
in the o0il. Thus the tests are sometimes unsatisfactory.
(This might be expected since 0il and water to not mix and
oil floats on water)

A repeat of the tests where agitation during the period of
the test permitted proper contact of bacteria and preservative
showed the preservative in the product was indeed effective
against all 5 organisms specified by the USP. We believe
agitation should be specified by the USP in the testing of
oily injections and have so informed FDA and PDA. It is
obvious that introduction of bacteria into a product during
use would most likely be as a dry spore riding on a dust
particle or other airborn particulate introduced from the
top of a stopper, non-sterile room air, syringe/needle, etc,
etc. Thus the current official USP test does not similate
practical reality.

P S

Sincerely,

CARTER-GLOGAU LABORATORIES DIVISION
ROMQLLOY PHARMCEUTICALS, INC.

7 K A

Ja:ﬁ}k. Dale, Ph.D., Vice President ' )
Quglity Control/Regulatory Affairs

JKD/ht




CHEMIST'S REVIEW 1. ORGANIZATION
(1f necessary, continue any item on 8'’ x 10%:*’ paper.

ev continuation to item by number.) HFD-513IN

2. NDA NUMBER

885-865
4, AF NUMBER

¢ 3. NAME AND ADDRESS OF APPLICANT (City and State)

Carter Glogau Laboratories, Inc. 5.
Glendale, AZ 85301

6. NAME OF DRUG

SUPPLEMENT (S)
NUMBERIS) DA TE(S})

7. NONPROPRIETARY NAME

Testosterone Enanthate/
Estradiol Valerate

8. SUPPLEMENTI(S) PROVIDES FOR:

9. AMENDMENTS AND OTHE
(Reports, etc) DATES

see attached

10, PHARMACOLOGICAL CATEGORY t1. HOW DISPENSED l2. RELATED IND/NDA/DMF(S)]
estr x
ogen/androgen bobk ] ovc see attached
13. DOSAGE FORM (S} 14,POTENCY (les)

. 7 oleagenous injection 90/4 .mg./ml.

15, CHEMICAL NAME AND STRUCTURE

t6. RECORDS AND REPORTS
CURRENT

CJves INo

REVIEWED
T ves O wo
17. COMMENTS

r?‘b:}"‘.“"*:‘,

18. CONCLUSIONS AND RECOMMENDATIONS

rev w/f

E 3 19, REVIEWER
N AME

IGNA ) } . DATE COMPLETED
Mary Ann Jarski Pz Lo fle ‘//// 3/:?/
DISTRIBUTION .

T £
4-10-8]
7
[ ] origINAL JACKET ([ JREVIEWER C_] DIVISION FILE
FORM FDH 2266 (7/75)

— —
PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.




el I —
CHEMIST'S REVIEZEW, Pose 2 NODA NUMB LR
I = =¥ Firler syaloetion or ce=ven‘a lcr sech Jiex. Il necesaary, Centinun o-v‘f" 2 10V paper. 85-865
Koy cortinuniion (o lier by s1-=8er, Eater *°%C*" 1l nn.charce or “'{A°" It not epnli-obie.
20. COMPONENTS AND COMPOSITION (6, 7)
(""-3 see attached

gl. FACILITIES AND PERSONNEL f86,0)

’ #12. SYNTHESIS (8¢) .

see attached

23, RAX MATERIAL CONTROLS (84d,¢)
a. NEW DRUG 3L BSTANCE ’

see attached ™

‘B, OTHER_INGREDIENTS . Lo -

I.ZI. OTHER FIRM(s) (84)
P . = see chem review for 85-860

23. MANUFACTURING AND PROCESSING (84.M.4.k)
see attached .

(:- 26. CONTAINER (81)

see attached .

‘rl. PACKAGING AND LABELING (§i/wm)

- 3. LABORATORY CONTIIOLS (In-Process and Finished Dosage Form) (82
see attached and also see chem review fQr 85-860 ot

28, STABILITY (2p) -
see attached - ' R : .

30, CONTROL NUMBERS (s¢) PR

21, SAMPLES AND RESULTS (9)

" a.vaupamion . to be suoplied by the firm-MASET Pacxacc

33, LABELING (4)

satisfactory.

133, ESTABLISHMENT INSPECTION

. requested 4-10-81

34, RECALLS




REVIEW OF RESUBMISSICN, FPL

DATE CCMPLETED: 3-12-79 ANDA #: 85-9255
Cd. MNAME: Chromalloy Pharm., Inc.

Clendale, AZ 853353
NAME OF DRUG: Testosterone Enanthate 90 mg.
Estradiol Valerate 4 mg.

DATE OF SUBMISSION: ©2-1-79
TYPE OF SUBMISSION: Resubmission - reply to FDA letters 10-14-77 and 1-4-78

CLINICAL EVALUATICN:
1. Review of Studies:

Pertinent data is to be reviewed by the chemist.
Bio requirement - required

2. Review of Labe]ihq:
Container labels: Satisfactory MOR 12-12-77
Package insert: Satisfactory
date: 11-78
PPI for estrogens: Aua 77

*Require PPI for arndrogens

CONCLUSION: Labeling is satisfactory except for PPI for androcens.,

RECOM MENDATIONS: The firm is to be so notified.

CC:dup
VVK/wlh/3-13-79

arusaitis, M.D.




Sy " CHEMIST's REVIEW FOR Statement Date: NDA NUMBER; ]
- 83BREVIATED NEW DRUG APPLICATION
. OR _SUPPLEMENT -] 85-865 |
X ) ORIGINAL
> NAME AND ADDRESS OF APPLICANT AMENDHENT
S SUPPLEMENT
Carter-Glogau Labs., Inc.

5 CORRESPONDENCE X

.. PURPOSE OF AMENDMENT/SUPPLEMENT REPORT
: OTHER

R C ' ‘

B E HANGE IN CORPORATE NAME AND OWNERSHIP DATE(s) of SUBMISSIO
b 9-4-79
f:APHARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED

androgen/estrogen testosterone enanthate/ | Rx 0TC
: estradiol valerate IR .9.9.9.9.9 -_—
DOSAGE FORM(S) : POTENCY(IES) o RELATED IND/NDA/DHF
{
injection 90/4 mg/m1. !
" STERILIZATION T |SAMPLES

. TABELING
labeling as per letter of 8-3-79 and under new corporate name

BIOLOGIC AVAILABILITY
deferred

~ + ESTABLISHMENT INSPECTION

§ requested ' . ¥
;f COMPONENTS, CU;*POSITION, MANUFACTURING, CONTROLS

. additional information i
' PACRAGING

~ additional information

- STABILITY |
. i Protocol: PR

Exp. Date: additional information
51{

" ¥ REMARKS AND .
© CONCLUSION: .

rev w/f

S —————————— - - —

e r— P p——— e
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o AVOUI: ERIORS oate
MEMO RECORD ' [ PUT IT IN WRITING 7 /?J ?{L
. oFFicr / ) !
L]
FROM; (thru J.L. Meyer) IHFD=530
Lary AR JsPSXi DIVIZION
TO:  Mr. David H. Bryant, Office of Compliance HED=322
SUBJECT: :
Inspection Request .
SUMMARY

In conncetion with ANDA

45-417. B5-413. B85-k20
- !sxxsxzxnsa:xiuxxzhx:xXa

ension 25, Suoawt 1Y/

,;39 »nstozt#rcn Cnanthatafistradial Vslovate
'y'-f\

52260 TFestostarans Thnanthssofl 3 trahol valerald-

T
10C.
IVIGION

for: .
Tastaiterone Sjustus Sysy
M. per wl.
Applicant: rigda 11 Oiv'wnna“» 228 scluzion
18345 me, Ml
{ ﬂmmneu naremeauricals.
“3rter-"loaay Lasopstortcs
AF -_ 'I'rzalu,.;.; 35309
'REQUESTED:
i’ [ ] 1. Evaluation of compliance with CGMP for:
ZXxXxX .

Jzzlx 2.

REMARKS:

&xLx-a. The appiicaﬁt

&xkxxb' Others

o rgtdne 1ahapalen. :
Recommendation for approbﬁ&yﬁ¥§dﬁﬁ?5v5ﬁrbf the application/
communication/supplement, based on your evaluation of

compliance with CGMP

SIGNATURC

OOCUMMENT nUMULR




NDA 85-865

ALY . )
3 1979

Chromalloy Pharmaceuticals, Inc.

f Carter-Glogau Laboratorfes Division

| Attention: Samule M. Fatnberg, Ph.D.
o { 5160 West Bethany Home Road

! Glendale, AZ 85301

l

Gentlemen:

Reference s made to your abbreviated new drug application submitted pursuant
to Section 505(b) of the Federal Food, Drug. and Cosmetic Act for
Testosterone Enanthate/Estradio] Valerate, 90/4 mg./ml.

Reference is also made to your amendments dated February 1. 1579. and
February 8, 1979, .

: We have completed the review of this abbreviated new drug application.
) However . before we are able to reach a finaj conclusion the following additional
i information is necessary: j
1. Llabeling is satisfactory except that.a PPI for androgens 1s necessary. .
Specify o :

2. Your exact manufacturing sources for testosterone enanthate and
estradiol valerate. Synthesis is required from each manufacturing
source either by information submitted to the application or
authorization to refer to a Drug Master File.

3. Please advise whether additives are included in the sesame oil.
We request your supplier's descriptive material. +

4. For the final dosage form-

Submit test procedures. described in sufficient detail so that they
may be duplhicated in our laboratories. If _ aave
been developed for assay of the active ingredient and identification
of degradaticn products, these are requested for validatfon.
A1l procedures mentfoned in your application. including

sethods and adapted compendial methods are to be submitted.
To expedite review include a revised specification sheet.
reference all applicable methodology and attach the description of the
method.




{f

Page 2

NDA B85-865

- 5, Provide full information on containers and closures and tests run
to assure compatability of the contatiner-closure with the drug
dosage form. We recommend that you check 1ight sensitivity (see
stabi1ity) and we request information as to whether vials are
packaged with outer cartons.

6. With respectcto stabflity:

a) the normal protocol should include
physical observation for appearance
specifdt assay for each active ingredient
specific assay for the preservative
degradaticn products
perfodic evaluation for container-closure compatability -

b) Challenge studies as follows:

1. Temperature cycling:
Subject 3 vials of drug dosage to temperature cycling of
24 hours €4 C and 24 hours 845 C. Do full compliment of
tests, as above. Compare with results of noncycled viads of
the same batch tested in the same way.

| 2. "Light stability:

Expase & vials 40 75 and 500 fil candles of 1ight for a week.
for half of the samples remove Yabels and directly expose
vials to light source. For the other half retain labels and
place in cartons. Observations as per stability protocol.

c) A1l reports must include cortainer closure system.

d) E&nirat1on dates should be established for (1} the manufactured
# product and (2) product after the first withdrawal from the
muTtidose vial. Data is requested to substantiate thesq;
Also. labeling should indicate 'Use within----(a time frame)
after the first withdrawal. Your comment is requested.

samples will be sent for validation after the question of methods (~4)
is resolved. :

4

Please let us have your response promptly.

ccC ”‘L
LOS-DO
HFD-614

JMeyer/MJarski
/. R/D init JMeyer/MSeife/8/2/79ﬁ(\u\d 53
pb/8/2/79 v
rev w/f 0ffice of Drug Monogrgaphs
Bureau of Drugs




: CHEMIST S REVIEN FOR
,ABBREVIAT D NEW DRUG APPLICATION
U SUPPLEMENT

Sfatement Date:
9-8-72(7-661

NDA NUMBER:

85-865

ORIGINAL XXX

NQV' AND ADDRESS OF APPLICANT
: Chromalloy Pharmaceuticals Inc, AMENDMENT
Carter-Glogau Laboratories Division SUPPLEMENT
Glendale, AZ 85301 EgggggggﬁéON
B N
. PURPOSE OF AMENDMENT/SUPPLEMENT REPORT HEE
: Manufacturing and labeling revisions OTHER
;' DATE(s) of SUBMISSIO
E 2-1-79
" PHARMACOLOGICAL CATEGORY NAME OF DRUG HgﬁgﬁggPENSED
) Estrogen/Androgen testosterone enanthate/estradiol 1 RX
: combipation valerate ke — oTe____
DOSAGE FORM(S)

Olegenous Injection
(sesame 0i1)

POTENCY(IES)

Testosterone Enanthate 90
Estradiol Valerate

4.0

RELATED IND/NDA/DMF

See M.0.R. 3-12-79

. STERILIZATION pr—— SAMPLES
requested submitted
TABELING -

BIOLOGIC AVAILABILITY
- 2 deferred

ESTABLISHMENT INSPECTION

COMPONENTS, COI'POSTTION, MANUFACTURING, CONTROLS

additional information

PACKAGING
. additional information

STABILITY

Protocol: modify protocol do challenge studies
Exp. Date:No judgement

REMARKS AND .

CONCLUSION: rev w/f M arski

L Je

/it

- e e e e~ e e— - -




REVIEW OF RESUBMISSION
DATE COMPLETED: 1-11-80 ANDA #: 85-865

CO0. NAME: Carter-Glogau Labs., Inc.

Glendale, AZ 85301
NAME OF DRUG: Testosterone Enanthate/Estradiol Valerate Injection
90/2

DATE OF SUBMISSION: 12-17-79
TYPE OF SUBMISSION: ANDA RESUBMISSION: FPL
CLINICAL EVALUATION:
1. Review of Studies:

Pertinent-data is to be reviewed by .the chemist.

Bio requirement - not required

*New labels indicate formal change of name and corporate.structure.
2. Review of Labeling:

Container labels: Satisfactory

Testosterone Enanthate 90 mg.

Estradiol Valerate 4 mg. vials of 10 ml.

Insert labeling: Not submitted

CONCLUSIOM: Container labels are satisfactory (FPL).
RECOMMENDATIONS: The firm is to be so notified.

Vé#f. Karusaitis, M.D.

cc:dup
VVK/wh/1-28-80




nName and Ownership
from Carter-Glogau Laboratories Division
Chromanoy Pha"ﬂaceuticals, Inc,
/ A Subfidiary of Chromanoy Americap Corporation
to: Carter-Glogau La

facﬂities and rsonnel at the Glendale. Arizona

Tocats in the same
]
(4) committeq to submit peyigeq labeling, ,,.’
He have reviewed the mteria) Submitted ang 2Cknowledge the change in |
name anq ownership. Howevep, before we are aple reach a finaj conclusign |

the fo)lowing 1s Necessapy.

1. Inf’omatfon requesteq i

cc

N ? 1 »
el /s
.L0s-¢ .

JMeSyer?/MJarski /0 /2/7f ‘ /'@Z{e{. M.D.
r/d/ init, JMe irec r

vaision of Gep

eric Drug Monographs
Office of Drug Mop
Bureay of Drugs

yer/MSeife 10—9~79
f/t/wlh/10-10—79
rev w/f

0graphs




REVIEW OF ANDA

DATE COMPLETED: 7-1-80 ANDA #: 85-865

CO. NAME: Carter-Glogau Labs.
Glendale, AZ 85301

NAME OF DRUG: Testosterone Enanthate 90 mg/Estradiol Valerate 4 mg.

DATE OF SUBMISSION: 5-22-80

TYPE OF SUBMISSION: ANDA Resubmission- PPI
Reply to FDA 8-3-79 (9 months later) (draft)

CLINICAL EVALUATION:
1. Review of Studies:

Pertinent data is to be reviewed by the chemlst
Bio requiremedT = not required.

2. Review of Labeling:
Container labels: Satisfactory
Testosterone Enanthate 90 mg. vials of 10 ml. (multi-dose)

Estradiol Valerate 4 mg.

Insert labeling: Satisfactory
Estrogen PPI: Nov. 77

CONCLUSION: (Estrogen PPI) Insert labeling is satisfactory. Container
labels are satisfactory.

RECOMMENDATIONS: The firm is to be so notified.

V.V, Karusaitis,
cc:dup
VVK/wh/7-14-80




IFFICES:
5160 WEST BETHANY HOME ROAD e GLENDALE,

TELEPHONE (602) 939-7565 e TELEX 66-8304

GENER,

ARIZONA 85301
(M-C LABS)

o

.\*H//;/v»*\
CHROMALLOY PHARMACEUTICALS, (NC. -

A 0rAey OF CHHOMAL LL.ONY AMLE 1. At

CARTER-GLOGAU LABORATORIES DIVISION

February 1, 1979

Marvin Seife, M. D.

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education,
and Welfare

Food and Drug Administration

Public Health Service

Rockville, MD 20857

SUBJECT: TESTOSTERONE ENANTHATE/ESTRADIOL VALERATE 90/4
» NDA 85-865

Dear Dr. Seife:
Reference is made to your letters of October 14, 1977
and January 4, 1978 for Testosterone Enanthate/
Estradiol Valerate 90/4.

We are supplying the following information, as
requested.

LABELING:
l. Revised package inserts are attached, as requested.

Other information required by 314. ( £) of the regulation:

1. Master Formula Card which specify Chlorobutanol
as the preservative are enclosed.

2. Attached, as requested is the Manufacturer's
Certificate of Analysis.

3. "Blank Page" was submitted” in error.
T e
4. Assurance of the identity, strength, qualit§ and, ;..
purity of the final dosage form are shown“®n the “<@

attached product specification sheets./ ' <
Chlorobutanol is used in our product as a FEB (e . ,
preservative. l‘)/97‘9 /
7 /
» ":’((,\.’,r / :

A g
’ ’{,/" re v ~ '\\%“/
. LY




page 2/NDA B85-865

5. Product stability in the container/closure system
are attached. These bear out the suitability for
use of Type I glass vial with " stopper
when protected from light.

Also attached is the Master file Referral Letter
from for the proposed stopper.

6. Available stability data are also enclosed, in-
cluding some data at challenge conditions done at
0, 500, 1000 and 2000 hours at 37°C and multiple
entry tests at 1, 10, 20 and 30 days.

USP Preservative Effectiveness, assay for free
Estradiol (a possible degradation product) after
room temperature and 379C storage are also enclosed.

Based on the above information and data collected on
several older experimental formulas and data previously
submitted separately for our NDAs on single entity in-
jections of Testosterone Enanthate or Estradiol Valerate
(Q.V.) we conclude this relatively inert oil-based
product will be stable for 4 years at room temperature
when protected from light. We propose based on available
stability information a provisional expiration dating of
two (2) years.

Based on multiple entry data, product appearance, i.e.,
we have observed no significant change in multiple dose
vials within 30 days after first use.

Samples as requested are being submitted under separate
cover.

Sincerely yours,

CARTER-GLOGAU LABORATORIES DIVISION
CHROMALLOY PHERMACEUTICALS, INC

Do ST A /{“"‘: |
UL L e )
SamﬁéT‘MT’fEI;ggzaT‘Ph, b.

Director
Technical and Regulatory Affairs

/edc
encls:




Sterde N mi NOC PN 0IRD 1D

Muin dose

TESTOSTERONE ENANTHATE - |

ESTRADIOL VALERATE INJECTION 90/4

xh i contans [esrormane ommnate S 2 buratal Yalecale 4 my Uniseohutanat
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TESTOSTERONE ENANTHATE
ESTRADIOL VALERATE INJECTION

80 mg./4 mg. pet mi.
N SESAME OiL W
&

Androg hi e e v by the testis and, (0 & lesser enent.
by the adrensl cortex and ovary. Testosterane. the mest potent androgen, ra the
Prncipsl ascrehen preduct of the calls of Loyihg. whuch are iocated i the mier
EN REPORTED YO INCREASE THE MSK OF || cyial 38603 of the testis. Layivg coll lunchen 1a contraled by the antonor Prtuitary
A through the gonio.. ., ! T T e e g () A
. -| interstinal call-stmutating CSH) normone. Yestosterons, which cuculaiss 1 3
:l.n'u.‘:;:':d;”p::t::::‘:-‘l“ﬂ’v:u:‘:p:’:::“l:" incraaned risk of '"a,:' of 280 1o 1.400 ng /100 mi. 1n maiss, 1s reduced in most issues to
rolonged penods.' 7 This nsk was indspendant of the other known risk tactors for{ the Mighly potent 5e-dihydrotestosterane, which probably 1 the active intraceliular
sndometnsl concer. These studiss are further supported by the finding that nci-| androgen
donce rates of endometnal cancer have incressed shaeply unce 1969 in sight dif- ;
terent arses of the Umited States with popuistion-based cancer reporting systems, § Under normal conditions, the sdrens! cortax snd ovary ucm’\ very hittle testos-

WARNING

9 mcranse which may be reisted 10 the rapidiy expanding use of #strogens dunag :"‘W ImStead. ey secrate :'::n D\::M o . m' M“J« a tanedion

the last decade.* . ver aad, | 0
5 The ] wyrw

The three case control studies reported thet the risk of cancer in mi ) 13 derrved prmany om the by t1fest nm :'::‘5 '_”. mﬂ}u

*strogen users was about 4 5.10 13.9 umes grester than n nonusers The fish contam pathelogic conditions of the sdvenalfcpripr prt suist, such 45 hyy

2ppears 10 depand on both duration of weatmant' snd on estcogen dese.’ n view of plasia. sdenoms. or Carcinoma. production M . ¢ o

these lindings. when estrogens are used for the wsatment of menopaussl symp-

toms, the In:nl doss that &nll control symptoms should be utHized snd medicaon| ™27 08 Merkedy mcraased.
should be discontinuad a3 soon ble. Whan prolonged traatmaent i medcally
d on ot least 8 semiannusl bexis o deter-
apy. Although the evidence must be considered
preliminary, one study suggests that cyclic admimistration of kow doses ot estrogen
may carry less risk than contnuous sdministration:? it theratars ppes prudent 1o
uthze such o regimen.

Close ckmcsl survaillance of alf women taking estrogens is importent, In ali casas

L‘ 1 TH.VB”H?‘

INDICATIONS: Moderate 1o severe vasemetor Symptoms assocrated with the
m8nopause in those patients not impeovad by estrogen slone_ | There 15 no svidence
that estrogens ar active for nervous symptoms o« depression which might occur
duning menopay nd they shouid not be used 10 Kest these conditions).

of undiagnosed persistent of recurring sbnormal vaginal bleading. sdequete disg- | TESTOSTERONE ENANTHATE AND ESTRADIOL VAL!R"MAXJN HAS Ni lg

BEEN SHOWN TO BE EFFECTIVE FOR ARY PURPOSE DURING PREGNANCY Al

nestic measives should be undertaken to ruls out malignency
ITS USE MAY CAUSE SEVERE HARM TO THE FETUS (SEE BOXED WARNING|

There 1908 ewdance ot prasent that “nastural ostrogens are more of lass hazardous
then “symhetic’ estrogans s Squestrogenic doses. con TIONS: € 1hould not be used 1n women (or man) with
2. ESTROGENS SNOULD NOT BE USED DURING PREGNANCY. any of the following conditions:

e e, % e, ey G | | ot o e of e e et st s
pognancy mey senously damage the eftspang. 1t has besn shown that femaies | ¥
#1p0sed 1 VD 10 drathyistibestrol o nee-steroidal o3trogen. have an mereased| 2. Known or suspectad estrogen-depandent neoplasia
nsldmm-wm-ulnﬂmumllmumuumny 3 ted Boxed W
oxtramely rce * ¢ Thes risk has been estmated as not roster than 4 per 1000 3 Knm O suspacted pregnancy (See Boxe mog:
“F 4. Undiagnosed sbnormal Qenital biswding
S. Active thrombophiebitis or thromboembol hsorders

» 8ge of such exposed women {from 30 10 90

Percent) have been tound 10 have vagunal adenous ¢ ' 113 0ot known whether they
mmwninwmﬂmmlm Although simedar data sre not svav- 6. A . -

N past history of or disorders with

sble wath the use of FstTRgens. s 1 010 prasume they mduce prévious estrogan use (excepl when used in treatmant of breast or prostatic

similar changes. ) . . N maighancy).

Sevarel reponts suggest an sssociation between intrautering exposure to female

m and i . including nital heant detects and | waRNINGS: 1 Induction of Long term ¢ admin-
limb reduction delacts.'> '* One cats comtrol study' astimated 2 4.7 foig istration of natural and synthatic ESIFOGENS it CEMTAIn arWmBi SOR LIRS InCIR aSES the
increased risk of limb reduction defects in infants oxposad in uterg 1o trag y of of the braast, cervix. vaging and hver There 13 now evt-
{orai hormone with tosts for or treat- | dence that estrogens increass the resk of carcioma of the endometnium n humans.
ment for thre; d sbortion). Soms of these exposures were very short and] (See Boxed Warning). N

invalved oniy » dor1 of trestment. The estimated rata of thesa sonormalities in At the present tima there i no satistactory svidence that #517098N3 Qiven 10 post-

?&Wlmmﬁ:mﬂ;ﬂr:s?ﬁg‘;;""?w was Emz;::"m::";;: 3'2' menopaussl women increase the risk ol cancer of the breast ‘¢ atthough s recant

malities par ve ."u n n who were "Jn sax hot- long-term followup of a single phymcian's Practice has raised ths possibelity 'y

5: therstors 0.2 pet 1000 13 ta degree n overestimats of m.“ an- Because of the animal data. there 1s a need for £aution i presenbing estrogens for

one £p0 women with » strong family history of bresst cancer or who have breast nodules,
0us rate of these abnormatites Thess dets Sugest that the nsk of limb reduction hbrocystic dissase, or sbnommal mammogrems

datects in exposad fetuses is somewhat less than ) per 1000. 26
n . . 2l bladder dissase. A recent study has reported & 2 to 3-foid merease m the
:':.x:;m‘:’“:‘m -b;::: h&",m‘(mmmg":;"lmr:"? nsk of surgically confizmed gal! bladder ID WOmEn recening postmenc-
n3 e matiactive for thess sndicanons. and there 15 o evidence from well “:4 Pousal estrogens.'? similar 10 the 2-fold inc: Previousiy noted in users of argl
o contraceptives.'* In the case of oral Contraceplives the incressed risk sppeared
Trolled studies that pragestagens ars sftectrve for thess uses. aher two years of uss 1

N this drug is used during pregnancy, or if the patient becomes pregnent while Iar o those caused by ast orel
shouid ba appnsed poten 0®
d ;"“' .:,"‘ she be of the el isks 10 the fetus, and the There are LR o eHocts of orsl coniraceptives, mast of which
- have not. up to now, been [ of
DESCRIPTION: A sterile sohton of Testosterons Enanthate {Long Acting " astrogen therapy This may raflect the comparstively low doses of estrogen used in
Andiogen) and Estradral Valerate (Lang Acteg Estrogen) foc injec- women. it would be expacted that ine iarger doses of ssu0gen

tion. The Testosterone Enanthate component occurs as & white or cioamy whits, uged to treat prostatic or breast cancer OF pOALpartum breast engorgement sre more
crystalline powder. is odoriass or has 8 femt edor charactenstic of ptanoit acid. likely to rasult in these adverse affects. and. n tact. ;t nas been shown that there s

1t 13 insolubie in water, very sotubie m ether. solubls ® vegetabis oifs. it has the an risk of th in men receiving 085 for prosiatic cancer and
structural formuls: women for postpartium breast engorgement 2t 2

= 3. Thrambosmbolic disease It is now weil astablishad ths- users of oral contra-
CoaMen0s -J- ceptives have an mcraased nsk of various thrombosmboiic and thrombotic dis-

eases. including thrombophiebitis, pulmonary smboiism stroke, and myocardial
infarction.? ' Cases of ratinal thrombois. mesemenc tivombosis and optic
. neuritis have baen reported ! contraceptive users There 1s endance that the
"f’";' "'"'l"":"‘"“’ s “"l"'"y odorlessbut may el o covaral of thase adverse reactions is rolated 10 the dose of the dug 1 An
m:; y nsol uh. e in wllcr.'wlube m castor oil, in increesed risk of post-surgery thromboembakic compicalons has sise been
. andin dioxene: spacingly soluble in sesame oit and in feported in users of oral contracephives.’ 35 I feasibie estrogen shoutd be ths.

Androri-4-9n-3.008, 17-[t1-cachepiyijery)-. .-
Tastorterone haptanoate

Estradiol Valurate occurs a:

peanut oil. it has the structural formula: [ continued 81 least 4 woeks before, snd not rasumed untit a1 teast 4 wesks after.
PN - surgery of the typs associated with an increased nsk ot thromboemboksm.
@ﬁ While 2n increased rate of th and thr disaase in
2343303 -t " pausal usars of sstrogens has not baen found.'® ™ this does ot fsle out the possi-
[$178 l,J_5(|nmm-J,n4-u|)9» 17 -postansate bility that such an incraase may be present or that Subgrouns of women who have
Eowaded 17-voleenta underlying risk factors or who are Teceiving eiatively large doses of estogens may

Avai . e T Enenthate-Estradiol *ction have increased nisk. Therefore eStrogans should not be used in persons weth active
vakable as: Starile Tastosterone Valerate by thrombophlebitis or thromboembolic disordsrs, snd they shouid not be used laxcept

E:m ml. :om:mr Testostarone En;mml 30 mg . Estradiol Valersts 4 mg. frastment of malignancy) in persons with a history of such desorders m sssocia.
|

L 05% &  Sesame Cil 03 fion wth estrogen use. They should be used with cauticn in patients with cerebral

CATEGOAY: ESTROGEN — ANDROGEN vascular or coronary artery disease and only for those whom estregens are
ciaarly nesded.

ACTIONS: Testosterone Enanthate and Estradvel Velorsts produce andvogenic Large doses of estrogen (5 mq. per day), 10

and estrogenic sftects umdar to the Astursily produced hormones. those used to treat cancer of the Pprostate and breast. nave been shown in a large

prospactive chinical trial in men>? to incrasse the nsk ct nontatal myocardial infarc-

CLINCAL PHARMACOLOGY: Extrogens ars smportant the development and tion, puimanary embolism and thrombophiebitis When es1ogen doses of thi size
ol the ismaie systom and Y sax - are ysed, any of the thromboembolic and thrombatic sdvers: sftects associsted

They pramots rewth and deveiooment of the vogna. rerus. and fallopian tubss,  with orsl contraceplive use should be consdered 2 cieas nisk.
ﬂ‘:t':ﬂ.:::l:'":‘::'B:;::“”m}':'um::‘:'x:“::'::':;‘":‘°:s":"| b. Hepatic adenoma. Bengn hepatic agenomas appear to be associated with the
he o 03 of the long bones that show for lh':'pubnml growth ipun :‘d s Us® of oral contraceptives 14 & Although beaign. and rare these may rupture and
s v fa “II and pudic herr, ang tetion of the nippl g Cause death through nira-sbdominal hemorthage. Such lesions have not yet baen
rrant o, QroWTh of anilasy and pubic hair. and pigmentation of the nipples an feported i assaciation with other estrogen or pragestagen preparstions but should

genitsls. Decling of estrogenic acivity ot the end of the manstrusi cycle can bring

on menatruation. sithough the cessation of progesterone secrstion 1s the most :\..::":'rdf"ﬂ n """:h’;:':'." heving pan .::, 350 been re orted in

vnportant factor in the matwe ovulatory cycle However. in the or . oral 3 The ’ of this
0

nonovuiatory cycls, estrogen is the primary deternwaant in the onset of mlmu’ulr woman taking est 0 o
ton. Estrogens aiso atfect the reisase of priwrtary 1‘ o d:: "':" drugs s not ""°:"‘°" this fime
b ~&- Llevated blood prassure increased blood pressure 15 not uncommon " women
I:: estrogens Thu.":::‘:;lubln 1 water .:‘ .“:.‘:.w:‘,::':‘.;uz:::i using oral contracaptives. There is now evidence that thes occurs with use of estro-
w""“o.o"" ,“.,"‘Mmmo" o 08ns in the menopause*' and biood prassure should be momtored with estrogen
use, sspacially if high dosss are used

in responsive tissues (temale Qenntal organs. Ivassts. hypothaiamus, pituitar .

esiragens enter the coll end are transported ino the ucleus As 2 result of uln!-) d. Glucose tolerance A":""'" °'_!'""" {olecance has deer obs me
gon acton, specthc RNA and ONA accurs M nd h ¢ o} @ """" 'I"' ave f o orl For
Ocxusr prmanily = the rver Some e5ti0gERs are excreted into the Dile: howsver they this reason, diabetic patients shouid be cars uily oisarved whsle recarng extro-
e rasbsorded from the miestine and returned 1o the lrver theough the portal aen.

VENOUS EyStam  Water Soluble #31rogen Comugates sre swrongly acidic and are 4 Hypercalcemin. Estrogens may load 1o severe hypercalcamia tn patients weth
onued in bosty tads. whech tavor extretson theough the kidneys since tubular breast cancer and bone matastases This occurs. the drug should de stopped and
resbserphon 15 menemal appropriate ures taken 1o reduce the serum calcym tevet

i
|
|
i
|
i
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PRECAUTIONS: A. Gesarsl Procaviens. DOSAGE AND ADMINISTRATION: For mtramusculer sdmimstration
1 A complete medical and family history should b taken prior 1o the initistion of 1 Gwaen cyciicaliy tor short term use only
any ssiragen therapy The pi aminations should For treatment ol moderate (o Severs vesemeter symptoms associated with the
include special 1 menopause
and shnnl:'m:lroo a Papanicoisu smaar As a general rule, n:mpln should l;’ol b8 .o lowsst dose that will control symptoms should be chosen and medication
:’d’:::::d or longer than one yeer without another physical exsmination bawng should be discontinued s promptly as possible
Admiuvstrat ) waeh ond } & ofl!
2 Fhid retention — Because estrogens may ceuse some degree of fluid retention, stiation should be eyche (4.9 3 s on wee
conduticns mmght be influenced by this factor such s epHepsy. migrams, snd Anmpll 10 discontinue or 1aper medication should be made 81 3 to 8 month inter-

cardhiac or renal dystunction. requite careful observeton.
3 Certain patients may deveiop astro- Thu wsusl dosage 1ange is 1 mi. o 2 mi every J to 4 weexs
QenKC Smulaticn, such 89 SbAGIMAI of EXCAEIVE UlSNNE N'""" mastodymia. #1C. A gry aewdle and syringe should be used Use of 8 wel needie of synnge may cause
4 Orel contraceptrves appwar to be a3s0cisted with an incressed mcidence of the solution to become cloudy: howsever, this does not aftect the potency of the
mental depression Altheugh i 13 not cleas whether Tiws 13 dus 10 the sstrogemc or matenal

of the pationts with 8 hestory of depres- Tragted patients with an intact uterus shoukd be momstosed closely for signs of
100 should be carehully sbserved cancer and measures shoutd e taken to rule
5. Presx:shing Wiehas WWmyOmats mey iCIe8ss in Size while using estrogen. Out makignency in the svent of parsiatent or recumng sbnormsl vaginst biesding
6 The parhologrst should be adwsed of esirogen therapy when relevent specimens Sterege: Should be tored st room temperstrs Siorage at low temperatwres
e submettod may result in the of some matenal which readuy
1. Potents with 8 past history of jsundice during pregasncy heve an increased % WH™NG

nsk of recurrence of jsundice while recerving estrogen-containng orsl contracep- -
tive therapy N jaundice deveiops m any patient receving estrogen. the medscation HOW SUPPLIED: Multiple dose wals of 10 m.

' - should A d while the cause 15 investigated. CAUTION: Foderel lrw . ot )
t . 8 [ﬂmﬁ‘“ﬂl poorly metabolized in patiants with impaired ives hunction : probibity desponsing without & prescriphes.
: and they should be sdministerad with caution in such patients. Literaturs Revisad: Movember 1978

9. Because estragens influence the metabolism of caicium snd phosphorus. the:

should be ysed with caution in pstients with metabolic bone dissases that we nm Product No. 0360-10

cinsted with hyparcalcamia of in patianis with renal insuthcioncy

10. Bacauss of the ettects of ustrogens on epiphysas! closurs, they should be used )

judiciously i young patisnts in whom boms growth 13 not camplets m:,"‘d‘c:'“;':,::nw"’ ey o Lo Cormineme
t1. Certain endocrine snd hver function tests may be affectad by estrogen- e, 178

containing orel contraceptives. The following HMIlar ChENQES MaY D EXDRCIIOWIth  Sevanes or Ensomsinal Carmins: Now Enpions toro o oo ST

larger doses ot astrogen 1187, 1478
Back, T M M C Phe, B E Handerson A | Pelier ¥ R Geravm W AR and 8 €
2. increased sulicbromophthaiewn retention Brown, “E8rogens snd ENGOmeIncas Cancer m & Remreorent Commundty  tea £ mpiend

. Journw of Medicme, ZB4—1281 — 1287 1978
b. Intreased prothrombin end factors V. V10, IX. and X decreasad antithrombin 3; N 5. A Sseety andD £ Auenn. oot €

Weas,
nciessed nduced plateier ™ the Unied Slater.” New Engiand Jons/ of Medc-ne 294 1258~ 1262 u'-
€ Increased thyroid biadeng globuin (TBG) leadeng to mcreased Crrcutating total  J00700) A L v Uleider ane D € Posiane: “Adenscorcnoma of vepns “ame £ngiand
thyroid hormone a3 measuwred by PBI T4 iy column. or T4 by radioimmunoassay. . N

Greenwala. P _J Bariow. P Nasce. sng W Bumert Vagera: Ca Maome Trsat-
Free T3 remn uptaks )3 decraased. reflectmg the slevated THG, free T4 concontrs-  ment :nn‘symml-c i:;mm i ”ww e o4 Moo ine ';:m (11 Trom

bon 13 unaiteved D Dechar. L Elvebact and L Kunand ~Cancer and Shioegrral A
ns Exposed 1o ESItOPENs In LA 8r0 Born 104) — 1558 * Meyo
d. mpaired glucose tolerance 8.703—700, 1073
"Merbat AR Kurman, and R Scully. “Vagenal and Carvecel ADROrmeutios After Expomure
¢. Decrassed -M oxcrstien. to Stibestro) 1n Leco,” Obetetrics eno Gyecosogy 40 197 — 198 t
I, Reduced response to metyspons tes Trow A § Roptoy. Macdonaid exd R Scuy ~Tre Emectsof Locul Brogeserome on
Suivantro! Assoc 1 Aded Amercon
g Reduced serum folste conceseration 118 007818
8 “viertat A. D Poskanzer, S Robboy. L Fradienser. and A Sculy “Prenstai Exocaurs 10
h. incressed serum ,nd Smibestrol. & Prospective Companson of Exposed Femsie ™ Uneposed
Cortrots,” New Englend Joumel of Metxne. 782 22— 330, 1915
9 g i . “Stan. A A Merongly, D Foly. end W Seirerston. “Civmcal Dagnasss of Vagme: Adeno-
8. l-:o;-:tr- for the Pasiont. See tam of Pationt Package lnsent which is 35 5.0 emndy. O roy 0 e
sttached beiow. ingrman, A 1 Goidrem. A Berin, ¥ Veaharrya. § Bancore. W
X Contraindscati i S Brown. c.mav.g.mwn-nm:mwsm«zmm
C. Progusncy Catepery X. Se¢ tions end Boxed Warning. Qbeterncs #ng Gymecoingy. 44 531848, 1974

0. Nursing Methers. As » peneral pnncwle. the sdministration of any drug 10 "Gal. 1. 8 Kiman. and J Barn. “Rormons Fregnancy Tesn end Congenis Matiorms-
nursing mothers should be done onty when ciesrly nacessary since meny drugs are 37 Neture 21083, 1087

i Wovy. E P& Cohen. and £ C Fraser. “Hormone Trestment Dunng Pragaency snd
excroted in human milk. Comgannial vieart Datecinr. Lancer. 1417, 1873
Femate patients should be watched carshulty for symptams of signs of virilization  ™Nora. J. and A Nors. “G:1h Detects and Orel Contreceotrves ~Lencer } B4 1 -ﬂ 3
such as hoarseness or deepening of the voxce. oy siun. acne hirsutism, eniarged  “Jsrench O T.J M Pager snd O U Gisoats *Ovss Coneracepivss ang
clitoris, of ik, and Androgen may cause ,L,'_::M"“," :”,“",:" h,"" M;.,:::..“..: .;:::.‘7";\:; W
masculinization of 2 temals. Some of these changes. such as voice changes, maybe m:::'c:!:aw:-:or ntere u-m rogrem - oy Comtuma Gar
imevarsible sven after drug is stopped. Cholestatic hepstitis with jaundice 800 O.sesse. venous T omasmao 470 BIAb ooy RaLveon 15 P e
altered liver tunction tests, such us increased BSP retention and nses in SGOT  Esivogen Therspy * New Englend Joura! of Meswe 280 13—79 874

levels, have been reported shter Testosterone Thess changes sppesr 10 bo related  **Moover A. L A Gray. 3r. ¢ Cole and B Mackens~ Uwrcseues £wregers end
10 dosage of the drug Therefore, in the prasenca of any changes in liver function  Breeh usncer Ne= E"""" Jourral of Meccus 798 431403 taTe
discontinued. “"Bosion Drus o Ol Co

Proge a0 vencue
tests, drug should be Thromboambolte Dilasze, Surgicery Conbemed Gat Baode Dreeses onC Srammt 1o,

Prolonged dosage ol androgen may result i sodium end tuid retention. This may mera” Lanest 13801404, 18
5 o Cam € Turnbun. P, T heomcemtonam
9":‘"‘“. 2 problem, especisity in PRIEHS With COmPrOmised COAIC (OVEFIE 01  pasares ot actaron Loncor s 291- 160 o7 T ladad
renat hsease T"The Vetarans Ad Co0peretivs Lroiogec ot Asnerce Group ~Cortincme o the
" on e R it
ypersensitinty and gynecemsstia may occur rarely MEY B8 GRCTOARA0 il g,y 4 ¢ ~ThrombosmbOH™ 8ng Osetrogen Thersoy Lencer 2300 198"
patents taiing androgens. Hypercaicema may scowr. ¥ tivs occurs. the drug should ,.,,m £ C R Dos. G Maticvper 6700 Byar “inc-dence of Cov noveacusar Drimeets o
Punenis Aecewing DiethylstiiDestron Jor Carceaome o' Ihe Prosimw  Cances.
NZS.—N 1w
Yinhang effects sre mwwmal but some palreats may sxfuist some stfect HOM  wno e Conepe of General Ovei »d Du-
androgen actiwty N these Conditions occwr $s8ge SROUM b reduced Thus preduct  sese ' Journe: of the Aoyal Coilsge of Gene:al Pracrmomers 13 787278
. should be used with COUIHN 1N PIIATS W\ CORTIAC OF TPRM (ISERSE SPHBPSY OF  ~"™8n W H W SRGU P Vatse, Inreshgairon of Osaths “om Purmorer, Coromary
- a3thma because of tind TEIGRION that Moy SeEavate the UNGerIND Gsarders o0 tyy  on Craa O £ 00 T 0 Wmen ot Chud-Bew ng 430 0/ anadesi
Such patients should be carafully svaisates DOTOrD NG SUNAG ITEDIMENT WITR M —yomeey 1 # 2n0 A Dol Invesngetion of Asenon Beresss J3e of Orbi ConI-BCopines
androgen-sstrogen combmation. 9t TAromBoemDoic Dvisese A Furne' Repor  Bires Med-ca Jone 1 881-837 1385
PSammet £ E & T Mt F G Adhes G R Greene angn £ Sman Thiomdcembousm
ADVERSE REACTIONS: (See Warrungs regartng méuction of neopiasia sdverse  §07, 275, Son"pcomires on Eooemoiogrcel Case Contro Sivoy Amercen sournel of
. E oroge —380. 1
effects on the fetus. mcraased ncidence of Goll BLaGOK OS02SE. SAE MVETSE i orsrve Gioup for the Siudy of Swoke m Young Women ‘Ors Contracephon and
ettects similar to thoss ol or mcluting ) The  incresess Rosa of Careoral ischemis o TROMBORS ~ ow £ 7187 JOu-1a O° MeO-Cime
following sdditional adverse reactions have been reponed with astogen:c therapy,  “20 41—

mcluding oral contraceptives: 74 AT LA 40 B g e i PR il op ot
1. Ganitaurinary system Gavon a3 18- 722 1e7s
. . : . *Menn. ) W H W inman “Orai CONVacoptves 0nd Daath om Myoc: LUE
Breakthrough bieeding. spotting. change in menstrual tow. dvSMENGThen: pre-  non " Borsn Medicel Journai 7243—268 1978 Yo ntee
menstrual-like syndrome; amenorrhea dunng and atter treatMENt. INCIEASE iN K128 “Mann. ) . M P Vessey, M Thorogood snd R Doa  Wyocartus tarerct-o a Young
ol uterine hibromyomata; vaginai candidiakis; change in cervical aversion and in ;";""""I:;"*‘a’;m' Retarance to Oraf C""W" Pracrce Borst Ve cs toune
degres of cervical secretran; cystitis-like syndrome.
2 ee Miaman W W W VP Vessey 8 Wesiamoim, and A Engaiung Theomoos—sone -
Tende asts L aed IM e Sll'clﬂll Content ot Oral COMIBCEDIvES.” 8/1tr3h Meghc e 10une 2 203 —
endamass enlgement. secretion 208 1971
3 Gastrowtesnnal ':Sl::'v L] .IboA vm::el. uss vmm&nlpcs Sertwel! AA-"-.,._,.,. o
Nausea, voming: sbdomenal Cramps. bioatng: cholestatic jaundice ocemony 108 187700 vara 119" O14! Contiacepin T Amercan o of
4. Skin =Vessey M £ R Doll & 5 Fewban and G Glober “Posi-Ooereh

Thromasmuaem
: arythema 0 Ine Use of 1he Oral Contraceptives ™ British Medwcel Journat yPiticrogreey
“hirsutism,  “Gr#ene G R snd P £ Sanwwi,

5 ‘n‘ MIM‘:;;'I'\G Surgery. Trauma or (NIBCHON.” AMe!ican Jow n of My bic mesen €} S80—
Stesperng ot comesl curvatwre: intolerance to contact lenses Hcenterg L M B Armetrong andH Jick, "MyOCETOM! IA18rCTiOn and Esw oge Tresapy
6 CNS. . in PoMtmencoausal Women * Mew £ngiend Journs! of Medicine 04 1296 — 1738 0P
Headache migrane. duzingss; mental sepression; chorss Coronary Drug Project Resasrch Groun “The Coronary Drug Promec e’ Fnengs
7 Man 4 - L880:nQ 10 MOSILCANIONS OF 118 ASsErch PrO10GE!. JOurne! of the Ame’x.on dhesat Adao-
Misce! *ous et cravon. 214 1303-1312. 1070

ICIaasE O Cecrease  warght: reducad Corbohydiate 10IeTONCE. SQUFVETION Of  mBaym J F Moilr J J Bookstmn eng E W Kiswn, “Possibie Abmoc w6on et wimn Sregn
POTPRYNa. edema changes m indo Hepatomas sna Ore Contraceptives  Lancel. 2826—428. 1973

Sueys E T W M Chnstophenon M W Mahr, and H C Wikieme "ot Chonges »

Young Women Ingesing C Sterae. Hepatc >~
ACUTE gy[l”“:[ Numerous reperts of mgaston of large doses of | "eOMK TUmOT JGwnal of the Americen Wedicel Anseneren 72 730 743 1070
young “Eamanceon M A B Nendenmon and 8 Benion. “Lwer Calt ASSAGMes Asoc e e
m““ 40 not . of "" chuidren macate that ssrious ill e Uss of 08 CONECatses  Wew England Journal oF Medcine 94 4TO—472 1918
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KOA ©£5-239  EGA GEe703
MEA 5-£20  dDA 85-704
HCA 58-866 ( HDA AG-383
08 34673

{arcer-Sdgoau Laboraterties Dtvision
Chromalley Pharuacaecticals, Isc.
Attention: Samuel K. Feisbars, Pa...
5162 Hest Bethany doce Roac
Glenuale, A2 55301

At: Estrogan Costaining Preparaticns - Requirement for Labeline
S{rected 3o -the Patient. ’

G&atlm:

15 accord with the FEQIRAL REGISTER dotice of July 22, 1977, each estrogen
drug preduct restricted to prescription distribution, shall be dispansec to
patisats with ladeling 1a lay langwage comtainiag {aformation cencersing
effectivenass, contraindications, warnings, precautions and adverse reactions.

Excerpted sections of this notice are emclosed, and the extended affective
date of the ruling was Gctober 18, 1977.

Please sutait tse required Patieat Package lusert

|
“pvin Se‘ e e "“_Q (G 28/7 7

r/d/ tnit. JMeyer/tiSeife 10-28-77 dvisfon of Zeperic iirug;lmmphs

cc:  LOS-DO i)
Jup IFD-614  [l¢ Alk//%ﬂ

£/t/wlb/10-28=77 a':‘ffice m; ;-W; “onograpghs
ACK fm(’(«% e / M/?/ssms of Irugs
fnclosura:

F.R. July 22, 1377
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November 28, l977

Testosterone Enanthate (180 mg./ml. 210 mi . multiple
Estradlol Valerate 8 mg./ml. |dose vials

Memordndum of ln-ngse‘Meeflnd

Present; Dr. M, Selfe, HFD-530 '

Or. v. . Karusalfls, HFD-530 .

Or. E, M, Ortiz !
Or. s+, Raymond i
Or. Benne++ . . .
Dr. Berliner ’ . , :
Dr. Kertess
Mr. Bill1an
Mr. Smith

-

Purbose: 'Tb determine +he advlsablllfy and acceptability of a-l0 ml,
- mukiple dose vial containing IBQ mg./rtN. of Tesfosferone
- Enanthate-ang q mg./ml. of Estradiol Valerate, N

Dr. Karusai+is opened the discusslon with a b;lef statement ag to the
purpose of +he meeting, .

reference product, Squibbs Deladumone 03 - 180/8 mg./ml,, was sufficient
and accep+tab|e and that +he préposed 10°ml, multiple dose vial was not,
The danger of contamination ang infection were the Primary reasons for

] .

. P
It appeared to be decided that the Proposed 10 mj, mulf!ple dose vlal
would be permitted, :

- (FENd, 74/2?;;
- v g

F. Kirby SmiTh, r., C.5.:

'

—
.

[ ]
cc: o » ,
Orlg. AMDA h Y

HFD-530/1Se | e

& FO-530/YVKarussi+]s

~130/(2) f
D-l30/FKSmlfh/l1-38-77/|s/l%;2-77
/ :

;
4

»




) : 7 - - . . -
’ \ DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
MEMORANDUM : PUBLIC HEALTH SERVICE
T . - FOOD AND DRUG ADMINISTRAGON ’ -

‘o : Director HFD-130 - ' pATE: October 31, 1977
‘ Div. of Metabolism & Em_iocrine Drug Products
- o :
- = ‘ i - ..-
FROM : V.V, Karusaitis, M.D./Marvin Seife, M.D. . o -

HFD-530

'SUBJECT: Accep{abﬂity of 10 ml. Multiple Dose Vial Containing: - . .

-

Testosterone Enanthate 180 mg. =~
Estradiol, Valerate - 8 mg.

Reference product is Deladuomone 0B (Squibb) 2 ml. vial sp;_cjfic'a]]y used
for a singular indication. See enclosures (2). ' :

-
— ‘ . . .- , .

4 ety

ks
o

- . ‘.

HFD-530'§.Proposed,Stand_: 2 ml. Vial - accgptable .
: S 10 ml. vial > unnecessary and unacceptable

Question: Does HFD-130 agree? -, : . . L

Y i . .




: I\/IEMO R ANDUM BEPART.&:E:\T OF HEALTH, EDUCATION, AND WELFARF

PUBLIC HEALTH SERVICE : .
O - FOOD AND DRUG ADMINISTRATION
‘0 i Mirvin Seife, M.D. - : " DATE: June 6, 1977 .
, (HFD-530) » :
] '* - -—
FROM V.V. Karusaitfs, M.D., )
SUBJECT: *  peyiations from Reference Product: v
Reference Product . Probosed Product
DeladumoneR NDA Generic Label ’
A ¥ . 4
.Testosterone Epanthate 90 mg. /ifNJ . )
Estradiol Valerate 4 mg. C et
.. * . .
; Supplied: [ 5 ml. via t
- How Supplie 1 $]. x;a}: 10 m). multiple dose
/
R Ch hceboinmgt ©.; Y, . '
; Testbsterone Enanthate 180 mg.
% Estradiol Valerate 8§ mg. [ INJ
HOW SUPPLIED: ' [im_mitioie dose)
connl Al L 27 .
. B ted Contents
Each ML ' L4
90 mg. Testosterone Enanthate A | «

4 mg. Estradiol Valerate 7 o .

LO.5% Chlarobotanol] . . 4+ « - - Preservative . .|Benzyl Alcohol 2%

’ .
Sesame 0i1 Vehicle . .. .. . . Sesame 0i1
,*'*Ur'laéceptable: 10 ml. vials (Multiple Dose) 180 mg. -

8 mg.
Reference prodt?ct is a/2"m]. ’vié’l specif%&a]]y used for a singular
indication: Preventigh of Postpartum Breast Engorgement. Rationale
for JZ'KC?.I vial: Large potency in small amount for injection
. P ;
- RECOMMENDATION:  Separate submissions for potencies.

\’é - ﬂ//[‘ 5 U

VLV Karugaitis, M.D.




* there are separate package inserts and specific packaging for each.

L
\

Conversat fon with Dr. V.V. Karusaitis on 10-6-77 .

Squibb has two androgen/estrogen products Deladumone 90/4 .
mg.
Deladumone 08 180/8 mg./ml. Each product has a specifié usg glr?cli and»

Or. Karusaitis noted this in his memorandum of 6-6-77
»

However, grergic manufacturers are proposin
3 r g to manufacture the 90/4 mg. .
and the 180/8 mg./ml. in 10 ml. multiple dose vials as int‘erchan’ge;blegdérsn;ge

forms for both uses and provide single package inserts.

At a meeting with Mr. Knapp, Dr. Karusaitis said. i ci

a m r s . said it was decided
Divlswn of Metabolism and Endocrine Drug Products would be csnsj?%:dtgg
to the appfhcatnhty of these generic products.
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XDA 85865 ‘ g ‘

Carter-Glogau Laboratories Division
Chromalloy Pharmaceuticals, Inc.
Attention: Honalid M. Carter

5160 W. Bethany Lome Road

Glendale, AZ 85301

Gentlemen:

Reference is made to your abbreviated new drug application submitted pursuant
to Section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Testosterone Enanthate + Estradiol Valerate Injection 90 + 4 mg./ml.

T Reference is also made to (1) your communication dated October 31, 1977,
enclosing a Patient Package Insert, and (2) our letter of October 14, 1977
requesting additional informationm.

We have reviewed the Patient Package Insert and note that unapproved estrogen

y Products are included in the HOW SUPPLIED section. Therefore, before

we are able to reach a final conclusion approval is necessary for all listed :
products. ' §

- Other iaformation required by 314.1 (f) of the Regulations:

l. The informatiom requested in our referenced letter.

2. Like information for amultiple dose vials. For multiple dose vials
also propose an expiration term for the vial after initial use.
i.e. "Use within..." and submit data in support of it. ‘

e

Division of Generfic Drug Hoﬁbgraphs
. Office of Drug Monographs
ce: _ ’ 4 --Bureau of brugs
LOS-DO o :
HFD-614 ,UWI‘- !} 9/ 7
‘§: VVKarusaitis/JMeyer/M{frski
!

\'}i R/D init JMeyer/MSeife/1/3/78
ps/1/3/78 TTM@,]C([ 3 70/

( rev w/f

Please let us have your response promptly.

.
e e

\

v




REVIEW OF AMENDMENT RESUBMISSION F.P.L.

DATE COMPLETED: 12-9-77. ’ ANDA #: 85-865

CO. NAME & ADDRESS:
Chromalloy Pharmaceuticals, Inc.
Glendale, AZ 85301

F.R. DATE: 7-22-77

NAME OF DRUG: Testosterone Enanthate 90 mg/ml
Estradiol Valerate 4 mg inj.

DATE OF SUBMISSION: 10-31-77
TYPE OF SUBMISSION: Resubmission (Reply to FDA letter Oct. 28, 1977)
CLINICAL EVALUATION:
1. Review of studies::
Pertinent data is to be reviewed by the chemist
Bioavailability requirement: Not required

2. Review of labeling:

a. Container labels: Satisfactory
PPI

b. Insert labeling: Satisfactory
Except for "How Supplied" section: Many products are named
which are not approved either through ANDA or NDA process
PPI _ 1'
CONCLUSION: Labeling is satisfactory except for "How Supplied' Section -
RECOMMENDATIONS:  The firm is to be so notified

V.V. Karusaitis, M.D.

ce:
Dup
VVK/mlb/12-12-77 /




WBBKEVIAIEU iitW URKUG APPLICATION
.. .OR SUPPLEMENT

85-865
AF. Number

Wimé’ahﬁ“éddFé§§'0f7ﬂ§5TTEEﬁf—TCTfy and State)

{ Carter-Glogau Laboratories Division
Chromalloy Pharmaceuticals, Inc.
Glendale, AZ 85301

’ briginaﬂ
Amendment XXXXX
upplement
esubmission
Correspondance

Report
Dther

PUFEE§€'6F'Ahéhdﬁéﬁf/SﬁﬁﬁTéﬁéﬁt"
patient package insert

Pate(s) 0f Submission(s)
10-31-77

Pharmaco]ogica] Category Name of Dru )
‘ testosteroné enanthate + estradiol
., endrogen estrogen —{valerate '~ __ . —
Dosage Form(s] = = “potency(ies] T NowDispepseq— T =
. injection — 90 + 4emg./ml, — Ry — =
e cceme ey e = <.‘.—..—.',..‘. ‘.:...- ---QIC -
Sterilization Samples ?e]ated IND/NDA/ DMF
'requested regqested
LabeTing

see medical officer's review of 12-9-77

-

31615§it“A0331367T3%y
| ~not required

~ -Stablishment Trspection

requested

— —a -

IﬁmpﬁnéﬁtST‘Compositioﬁ:‘HéﬁUfééfUﬁTﬁg”EﬁH“Cbﬁt?B1§"

per issuing letter

e S e e e e et o e

’ackaging

‘requested

: P
e s st e i . .+ . )

T S e e e 3. g

stability =

A N S S e, et S

Protocol requested - 4

—Expiration_Date s ]

NS AN St noan b

Rem “s and Conclusion

rev. w/fr-majardki
REVIEWER '




Y% ORIGINAL

29 CHROMALLOY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

October 31, 1977

AR - Rl
L S B R S I T ;.‘.."n’-L—!\?I

FPL
Marvin Seife, M.D.

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service

- ' Food and Drug Administration

Rockville, Maryland 20857

Subject: NDA 83-397, NDA 83-546, NDA 83-547, NDA 83-599

NDA 83-714, NDA 83-826, NDA 83-840, NDA 84-032
, NDA 85-239, NDA 85-620, NDA 85-666, NDA 85-673
‘NDA 85-703, NDA 85-704, NDA 85-865

Dear Dr. Seife:
In accordance with your two letters of October 28th, 1977 covering
the above NDA's which are Estrogen containing preparations, enclosed

Please find the Estrogen Patient Package Insert You requested,

This insert is in accord with the Federal Register notice of July
22nd, 1977,

Should you require further information please do not hesitate tos
write or call, -

Sincerely yours,

» ARIZONA 85301
(M-C LABS)

RTER-GLOGAU LABORATORIES DIVISION
CHROMALLOY PHA

Ronald M, Carter . A
President / s Y >y

r. Sam Fainberg
vernor Herschel Loveless
A Files

RMC/sp \\‘

.CES:
5160 WEST BETHANY HOME ROAD o GLENDALE

TELEPHONE (602) 939-7565 o TELEX 66-8304

GENERAL O.

INA A Ar s s




_ | AVOID ERKORS oare
T e UKD , PUT IT IV WRiTivG £ —2> >- 7 7
oFrice 7
FRO i
. M /&{/} //% (thru J.1,. Meyer) HFD-530
- V4 /, OIVisSioN
/ T0r  Mp, David H. Bryant, Office of Compliance HFD~322 -
SUBJECT,
Inspection Request
trmany In conncetion with anpa & -F€ “S% o o
for: .2 SCeN oo Z’t‘“ﬂ-ﬂm
Appuc%nj.’?z — 6-,&74;44 lalorcto o Dy Con)
Glewiptale G2 i~ o /[
AF - - . . '
. REQUESTED: — -
[‘]/1. . Evaluation'of compliance with ccMP for:
’ [./)/a. The applicant ‘ T . ‘
1 b, Others € 44 : S
: ~[/] 2. Recommendation tor aPProval/disapproval of the application/
_ communication/supplement, based on your evaluatio_n of
compliance with CGMP
-
REMARKS:
e ) —
e
/,/
] .\- ‘-ATUR‘E ‘

- ——— ... ..

- L]
C/ ) DOCUMENT NUMBER

| EC~5¢ —
FD FORM 2034 (2/72) v

————— e

.-
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NDA 85-865

Carter-Glogau Laboratories Division
Chromalloy Pharmaceutlicals, Inc.
Attn: Samuel M. Falnberg, Ph.D.
5160 W. Bethany Home Road

Glendale, AZ 85301

Gentlemen:

Reference Is made to your abbreviated new drug appllicatlon dated May 26, 1977,
submitted pursuant to Sectfon 505(b) of the Federal Food, Drug, and Cosmetic

Act for Testosterone Enanthate 90 mg. and Estradiol Valerate 4 mg. per ml. Injection.

We have completed the review of this abbreviated new drug applicetion and have
the following commnats regarding labeling and packaging:

2.

lengthy Insert becomes more difficult to read.

-The green color of the insert creates a degree of llleglbility. The

.

The applicabllity of a 10 ml. multlidose vial for this product has been
referred to our Division of Metabollsm and Endocrine Drug Products and
we will correspond with you after thelr determination.

Other information required by 314.4(f) of the Regulations:

The ratlionale for using benzyl alcohol as a preservative in place of
the reference product's chlorobutanol.

Manufacturers' certificates of analysis for the active Ingredients.
The ratlonale for ''‘Blank Page'' In the application. =

Adequate assurance of the ldentity, strength, quality and purlty of

the final dosage form. In this regard revise your specifications and tests
in accord with the enclosure. Also, clarify your reference to chlorobutano!l
on page 22, o

Adequate Information on contalner-closure systems to assure thelr sultiﬁillty
for the iIntended use.

4oL




Iz

10

6. A complete description of, and dats derived from, studles of the saablllty
of the drug. The application should Include a proposed expliration date to
appear on the label together wlth data that furnish a sound basis for
concluding the identlty, strength, quallity and purlty of the drug will
be preserved untlil used. Include some data at challenge conditions and

evaluation of degredation products.

To expedite the processig of this application we are requesting samples of
the drug product together with your analytical results.

Please let us have your response pronptly.

Andidry yours.
- /ZK@'@(&& »i

Director

LOS-DO DUP  HFD-614 1 1 Division of Generlc Druf Monographs
VVKarusaitis/JLMeyer/MAJarski 0fflice of Drug Monographs
R/DinitJMeyer/MSeife Bureau of Drugs

ft/cjb10-11-77 rev w/f
Enclosure: Testosterone Enanthate and Estradiol Valerate Injection.

s Wy « 1\\)




REVIEW OF ANDA

DATE COMPLETED: 7-11-77 ANDA #: 85-855

CO. NAME: Carter-Glogau Labs. Div.

Glendale, AZ 85301
F.R. DATE: 10-29-76

 NAME OF DRUG: Testosterone Enanthate 90 mg. and Estradiol Valerate

Injection, 4 mg.
DATE OF SUBMISSION: 6-7-77
TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATION: .
1. Review of Studies: . .

Pertinent data is to be reviewed by the chemist.
Bio requirement - not required.

2. Review of Labeling:

a) container labels: Unsatisfactory
vials of 10 ml. (multi-dose)

*Reference product is 5 (five) ml. vial.

b) Insert labeling: Unsatisfactory.
Green color creates a degree of illegibility. Lengthy insert
becomes more difficult to read!!!

CONCLUSION: Insert labeling is unsatisfactory. Container labels are
unsatisfactory. Reference product is 5 ml. vials.

RECOMMENDATIONS:  The firm is to be so notified.

| /Ve Karusa1;1s, M.D.
cc:dup o

VVK/wlb/7-15-77 7 i PR

Ladiand b iR S o




AL BN R I YT YO Wy ]

CHEMIST'S REVIEW FOR Statement Date

ABBREYIATED NEW DRUG APPLICATION 85-865
" OR SUPPLEMENT
. - JAF, Numbet_
“Name~and “addréss of AppTicant (City and State) Priginal XXXxX
s Carter-Glogau Laboratories Division Amendment
Chromalloy Pharmaceuticals Inc. upplement
Glendale, AZ 85301 ) esubmission
orrespondance
eport
e ~ dther
Purpose of Amendment/SuppTement _ ate(s) of Submission(s)
5-26-77
Pharmacological Category “IName of Drug
androgen/estrogen ! testosteron- “nanthate and
j estradiol valerate
i VeSS NS S NI P
Dosage Form(s) :Potency(ies) How Dispensed
—- : inje ctim — - /4 mg. per ml. Ry xxxxx
e e e oo 0I1C
Sterilization _ : Samples Telated IND/NDA/DMF
included required
( ng see medical officer's revie of 7-11_—77 and attached.
‘BioTogic AvailabiTity
not required
“EStablishmient Inspection ' = -
requested . =
“Componehits’, “Composition; Manufae turing and Controls
per issuing letter -
Packa‘éﬁg};xwlé‘nﬁ- multiple dose vial senf %o Division o
E—t;b-:i-ﬁ:ég—— - T T — s A ———— v e ,...,.:7{«..‘,.._....“__. .:_,_-...,-», RIS B BT A TN e v s S 4 o b 4 s ar e Nt RN i
Protocol requested
—Expiration_Date____requested. W&nu/w iy 7"/7 ! | - |
Remarks and Conclusion A r _ o
N rev wf -maghrski .

REVIEWER DATE




Conversat ion with Dr. V.V. Karusaitis on 10-6-77

Squibb has two androgen/estrogen products Deladumone 90/4 mg./ml! and
Deladumone 08 180/8 mg./ml. Each product has a specific use and
there are separate package inserts and specific packaging for each.
Dr. Karusaitis noted this in his memorandum of 6-6-77 : :

Howaver, gweraic manufacturers are proposing %o manufacture the 90/2 mg./ml.
and the 180/8 mg./ml. fn 10 ml. multiple dose vials as interchangeable dosage

forms for both uses and provide single package inserts.

At a meeting with Mr. Knapp, Dr. Karusaitis said it was decided that the \
Division of Metabolism and Endocrine Drug Products would be consulted as |
to the applicability of these generic products.

-




IVIEMORANDUM DEPARTNLNT OF HEALTH, EDUCATION, AND WELFARI

PUBLIC MEALTH sERVICE®
FOOD AND DRUG ADMINISTRATION

(
To : Marvin Seife, M.D. . DATE: June 6, 1977
(HFD-530)
FROM V.V. Karusaitis, M.D.
SUBJECT: Deviations from Reference Product:
Reference Product Proposed Product
DeladumoneR NDA Generic Label

Testosférone Enanthate 90 mg;ﬂ}-INJ
Estradiol Valerate 4 mg.

[ 10 m1. multiple dose

How Supplied: | 5 ml. vials
1 ml. vials

\ — =
Cwila., ot

Testosterone Enanthate 180 mg.
' Estradiol Valerate 8 mg. ( INJ

HOW SUPPLIED: ml. multiple dose
Powy.” LS 7

o Contents

Each ML

90 mg. Testosterone Enanthate =
4 mg. Estradiol Valerate )

LQ*EZ_Eblﬂrthiaan‘ e e e e Preservative . .|Benzyl Alcohol 2%

—

Sesame 0il1 Vehicle . . . . . . . Sesame 0il

—— —— i

**UnacceptabTe: 10 m1. vials (Multiple Dose) 180 mg.
‘ 8 mg.

Reference product ¥s a 2 ml. vial spécifica]]y used for a singular

indication: Prevention of Postpartum Breast Engorgement. Rationale

for Eﬁﬁ‘via]: Large potency in small ‘amount for injection

R Ce

RECOMMENDATION: Separate submissions for potencies.

: A
. | IS - .-

ViviKarusaitis, M.D.




*
AVOIr ERRORS oATE
MEMO RECORD PUT IT IV wIuTING 10-6-77
. OFFICE
FROM:
Mary Ann Jarski (thru J.L. Meyer) _ HFD-530
OIVISION
T0:  Mr. David H. Bryant, Office of Compliance HFD-322
SUBJECT:
Inspection Request
SUMMARY - .
In conncetion with ANDA 85-865
for:

Tasfos terone Enan

hate 90 mg. and Estradiol Valerate 4 mg./ml,
Injection S S
Applicant: ' : : : 2
Carter-Glogau, Laboratorfes Division 3
Chromalloy Pharmaceuticals
— - Glendale, AZ 85301 -
. . .&'
_AF - ' “

- ‘REQUESTED:

[xdxx1-

Evaluation of compliance with CGMP for:
bdcx a- The applicant

kidod Others '
Xolxx®. Recommendation for approval/disapproval of the application/ _
' communication/supplement, based on your evaluation of
compliance with CGMP ' =
- REMARKS:

SIGNATYURC

, ooCcuUIMCNT HuMoCn
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i 57 ’977
NDA 85-865

Carter-Glogau Laboratories Division
Chromalloy Pharmaceuticals, Inc.
Attention: Samuel M. Fainberg, Ph.D.
5160 W. Bethany Home Road

Glendale, AZ 85301

Gentlemen:

We acknowledge the receipt of your abbreviated new drug application
submitted pursuant to Section 505(b) of the Federal Food, Drug, and :
Cosmetic Act for the following:

NAME OF DRUG: Testosterone Enanthate and Estradiol Malerate Injection. 90/4

DATE OF APPLICATION: May 26, 1977
DATE OF RECEIPT: June 7, 1977

We will correSpond with you further after we have had the opportunity
to review the application.

Please identify any communications concerning this application with
the NDA number shown above.

ingere}y ydurs,
L0S-DO  DUP  HFD-614,HFD-616 e '
JLMeyer/cjb/6-23-77 ack 5 /7
in fe, M.D.
\%b)

5@.‘\%&( §) Director

Division of Generic Drug Monographs
O0ffice of Drug Monographs '
Bureau of Drugs L




L;‘g CHROMALLOY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

v T

May 26, 1977 'A‘-WBB;?EVTATED .
NEW DRrug APPLICATION

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare

Public Health Service -

Food and Drug administration )

—_— . Rockville, MD 20587 - . .-

SUBJECT: TESTOSTERONE ENANTHATE AND ESTRADIOL VALERATE INJECTION 90/4.
ABBREVAITED NEW DRUG APPLICATION

Dear Dr. Seife:

Enclosed, in triplicate, is our abbreviated new drug application
for Testosterone Enanthate and Estradiol Valerate Injection 90/4.

Sincerely yours,

CARTER-GLOGAU LABORATORIES DIVISION
CHROMALLOY PHARMACEUTICALS, INC.

/ “‘) -
- e
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[=} P / s
™ . Sy e R
2 5 - Ty e
g 3 N NN St
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<2 ~ — —
u Samuel M. Fainberg, Ph.D.

Director e

Technical and Regulatory Affairs

5160 WEST BETHANY HOME ROAD e GLENDAL
TELEPHONE (602) 939-7565 o TELEX 66-8304

GENERAL JFFICES:




