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RDA 893-714

4
Chreealloy Pharmaceuticals, Inc.. i
Carter-Glogau Iaboratories Division
Attention: Samel M. Fainberg, Ph.D.
5160 Vst Bethany Home Road
Gledfdale, AZ 85301

Gentlemen:

Reference is made to your abbreviated new drug application swmitted
pursgant to Section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Estradiol Vale¥ate Injection, 40 mg/ml.

Eeferm is also made to (1) our latter of August 25, 1977, (’*) the
FEDERA ; TER Hotice of October 7, 1977, and (3) yo mremnications
dated 1'?, 1877, Cotober 31, 1977, May 1¢, 1978, July 31, 1978 apd

Fﬁmmzyls 1979,
’ﬁﬁepm&mtwillwzyamﬂﬁmatmwemmwm.

We have campleted the review of this abbreviated new drug application
mmm&m%dr@msafeanﬁeﬁmtiwfwmas '

nE < 'iieatim, :eé;ﬂims an 8 aﬁ sagplmeatal agplicatmn
heferetm@mgamybem, f@rc&m:gesméeinemfamm ,
with other misians of Sectior 33.4.3 of the new drug regulations.

mless such supa:i;y has basm emonstrated by ;»f- 7
staﬁ;mkézmhmvemmtm& 0 and avorowed




%mlommmmizethewﬁiﬂmmlaﬁngmﬂmof
ihis applimtim.

I0S-DO  DUP HFD-614
MSeife/JIMeyer/MAJarski / Y
R/DinitIMeyer/MSeife

ft/cib/2-27-79 approved
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ESTRADIOL VALERATE INJECTION

\
R WARNING
1. ESTROGENS HAVE BEEN REPORTED TO.IN-
CREASE THE RISK OF ENDOMETRIAL CARCINOMA.

Three independent case contml sludles have shown an in-
creased risk of women
exposed lo f r riods.! =
This risk’ was independent of the other known risk factors
for endometrial cancer. These studies are further supported
by the finding that incidence rates of endometrial cancer
have increased sharply since 1969 in eight different areas
of the United States with population-based cancer reporting
systems, an increase which may be related to the rapidly
expanding use of estrogens during the last decade.®

The three case control studies reported that the risk of
endometrial cancer in estrogen users was about 4.5 to 13.9
times greater than in nonusers. The risk appears to depend
on both duration of treatment! and on estrogen dose.?
In view of lhese findings, when estrogens are used for the
the lowest dose that
will conlro| symptoms should be utilized and medication
shouid be discontinued as soon as possible. When pro-
longed treatment is medically indicated, the patient should
be reassessed on at least a semiannual basis to determine
the need for continued therapy. Although the evidence must

be considered preliminary, one study suggests that cyclic

administration ul Tow doses of estrogen may camry less
risk than fon; 3 it appears
prudent to utilize such a regimen.

Close clinical surveillance of all women taking estrogens
is important. 1n all cases of undiagnosed persistent or re-
curring  abnormal vaginal bleeding, adequate diagnostic
measures shoutd be undertaken to rule out malignancy.

There is no evidence at present lhal"na(ural" eslrogens are
more or less than at
equiestrogenic doses.

2. E?:TRDGENS SHOULD NOT BE USED DURING PREG-
NANCY.

The use of female sex hormones, both estrogens and pro-
gestagens, during early pregnancy may seriously damage
the offspring. it has been shown lhat females exposed in
utero o diethy idal estrogen, have
an increased risk of developmg in later life a form of
vaginal or cervical cancer that is ordinarily extremely
rare® This risk has been estimated as not greater than
4 per 1000 exposures.? Furthermore, a high percentage of
such exposed women (from 30 to 90 percent) have been
found to have vaginal adenosis8-'2 with epithelial changes
of vagina and cer Although these changes are histeologi-
cally benign, it is not known whether they are precursors of
malignancy. Although similar data are not available with the
use of other estrogens, it is reasonable to presume they
would induce similar changes.

Several reports suggest an association between intrauterine
exposure to female sex hormones and congenital anomalies,
including congenital heart defects and limb reduction de-
fects.13-16  One case control study’6 estimated a 4.7 fold
increased nsk of limb reduction defects in infants exposed
in utero to sex hormones (oral contracepnves hormone- with-
drawal tests for for
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threatened abortion). Some of lhese exposures were very
short and involved only a few days of treatment. These
data suggest that the risk of limb reduction defects in ex-
posed fetuses is somewhat less than 1 per 1000.

in the past, female sex hormones have been used during
pregnancy tn an. attempt to lreat threatened or habitual

INDltCl'\TIONS: Estradiol Valerate is indicated in the treat-
ment of:

1. Maoderate to severe vasomotor symptoms associated with
the menopause. (There is no evidence that estrogens are
effective for nervous symptoms or depression which might
occus during menopause, and they should not be used to
treat these conditions.)

Atrophic vaginitis.

. Kraurosis vuivae.

. Female hypogonadism.

Female castration.

. Primary ovarian failure.

. Breast cancer (for palliation only) in appropriately se-
lected women and men with metastatic disease.

8. Prostatic il ~ P ive therapy of

disease.

ESTRADIOL VALERATE INJECTION HAS NOT BEEN
SHOWN TO BE EFFECTIVE FOR ANY PURPOSE DURING
PREGNANCY AND ITS USE MAY CAUSE SEVERE HARM
TO THE FETUS (SEE BOXED WARNING.) ™

CONTRAINDICATIONS: Estrogens should not be used in

women (or men) with any of the following conditions:

1. Known or suspected cancer of the breast except in

appropriately selected patients being treated for metastatic

disease.

2. Known of suspected estrogen-dependent neoplasia.

3 Known or suspected pregnancy (See Boxed Warning).
genital bleedi

5 Active itis or

6. A past history of thrombophlebitis, thrombosis or throm-

boembolic disorders associated, with previous estrogen use

{except when used in treatmenl/of breast or prostatic malig-

nancy).

WA 1. ion of

NONEVN

i Long term

of natural and g
in certain animal species increases the frequency of car-
cinomas of the breast, cervix, vagina, and liver, ere is

now that increase the risk of
of the endometrium in humans. (See Boxed Warning).
At the present time there is no satisfactory evidence that
estrogens given to postmenopausal women increase the
risk of cancer of the breast,'® although a recent iong-term
followup of a single physician’s practice has raised this
possibility.’®* Because of the anima! data, there is a need
for caution in prescribing estrogens for women with 2
strong family history of breast cancer or who have breast
nodules, fibrocystic disease, or abnormal mammograms.

2. Gall bladder disease. A recent study has reported a 2
to 3-fold increase in the risk of surgically confirmed gall
bladder disease in women receiving postmenopausal estro-
gens,!8 similar to the 2-fold increase previously noted in
users of oral contraceptives.'9-24 |n the case of oral contra-
ceptives the increased risk appeared after two years of use2s

3. Effects similar to those caused by estrogen-progestagen
oral contraceptives. There are several serious adverse
effects of oral contraceplives most of which have not, up
to now, been of

pausal estrogen therapy. Thls may reflect the cumparahvely
fow doses of used in men.
would be expected lhat the larger doses of es!logen used lo
treat prostatic or breast cancer or postpartum breast en-
gorgement are more likely to result in these adverse effects,
and, in fact, it has been shown that there is an increased
risk of
cancer and women for postpanum breast engurgement 20-23

abortion. There is that are %
ineffective for these indications, and there is no

from well studies that < L ) ,
for these uses.

If this drug is used during pregnancy, ar if the patient be- il s |
comes pregnant while taking this drug, she should be L_D

apprised of the potential risks to the fetus, and the advisa-
bitity of pregnancy continuation.

DESCRIPTION: A sterile solution of Estradiol Valerate
(a long-acting i injecti

Estradiol Valerate is a white, crystalline powder. It is
usually odorless but may have a faint, fatty odor. It is

practically insoluble in water; soluble in castor oil,
methanol, benzyl benzoate and dloxane sparingly soluble
in sesame oil and in peanut oil. It has the following struc-
tural formula:

Ca23Ha303 356.54
Eatra-1,3,5(10)-1 Jl7d|l7 -, 17+
Errad 300k riene 3.7 4ol 6B, 17 pentancate.

i as: Sterile Valerate | 10 mg.
per ml. in 10 ml. multiple dose vials. Each ml. contains:
Estradiol Valerate 10 mg., Chlorobutanol (Chloral derivative)
Q.5%as preservative in Sesame Oil.

Sterile Estradio} Valerate injection 20 mg. per mi. in 10 mi.
multipte dose vials. Each ml. contains: -Estradiol Valerate
20 mg., Benzyl Benzoate 20%, Benzyl Alcohol 2% as pre-
servative in Castor Oil.

Sterile Estradiol Valerate Injection 40 mg. per ml. in 10 mi.
multiple dose vials. Each ml. contains: Estradiol Valerate
0 mg., Benzyl Benzoate 40%, Benzyl Alcohol 2% as pre-
servative in Castor Oil.

CATEGORY: ESTROGEN

CLINICAL PHARMACOLOGY: Estrogens are important in
the development and maintenance of the female reproductive
system and secondary sex characteristics. They promote
growth and development of the vagina, uterus, and fallopian
tubes, and enfargement of the breasts. Indirectly, they con-
tribute to the shapmg of the skeleton, maintenance of tone
and changes in the
epiphyses of lhe long bones that atlow for the pubertal
growth spurt and its termination, growth of axillary and

Bublc hair, and pigmentation of the nipples and genitals.

ecline of estrogenic activity at the end of the menstrual
cycle can bring on the of
progesterone secretion is the most important factor in the
mafure ovulatory cycle. However, in the preovulatory or
aonovulatory cycle, estrogen is the primary detetminant in
the onset of menstruation. Estrogens also affect the release
of pituitary gonadotropins.

The effects of are
*lar to those of endogenous estrogens. They are soluble
«ater and may be absorbed from mucosal surfaces after

.cal administration.

in responsive tissues (female genital organs, breasts, hypo-
thalamus, pituitary) estrogens enter the ce!l and are trans-
ported mn: the nucleus. As a result of estrogen action,
specific RNA and DNA syntheses occurs. Metabolism and
inactivation occur primarily in the liver. Some estrogens
are excreted into the bile; however they are reabsorbéd. from
the intestine and retumed to the liver through the porlal
venous system. Water-soluble estrogen conjugates’ are
strongly acidic and are ionized in body fluids, which favor
e)gcgeti?n through the kidneys since tubular reabsorption is
minimal.

a. Thr ic disease. It is now well established
that users of oral Contraceptives have an increased risk of
various thromboembolic and thrombotic disease, such as
i stroke, and myocar-
dial infarction,24-31 Cases of retinal thrombosis, mesen-
teric thrombosis and optic neuritis have been reported in
oral contraceptive users. There is evidence that the risk of
several of these adverse reactions is related to the dose of
the drug.32/33 An increased risk of post-surgery thrembo-
embolic complications has also been reported in users of

oral ves.34/35 |f feasible, estrogen should be

d|sconhnued at Ieas! 4 weeks before surgery of the type
with a k of

during periods of prolonged immobilization.

While an i rate of and i
disease in users of g has not been
found,! 8 26 this does not rule out the possibility that such
an increase may be present or that subgroups of women who
have underlying risk factors or who are receiving relatively
large doses of estrogens may have increased risk. There-
fore estrogens should not be used in persons with active

or and they
should not be used {except in treatment of malignancy) in
persons with a history of such disorders in association with
estrogen use, They shou!d be used with caution in patients
with cerebral vascular or coronary artery disease and only
tor those in whom estrogens are clearly needed.

Large doses of gen {5
day), comparable to those used to Ileal cancer of the prosta(e
and breast, have been shown in a large prospective clinical
mal in mem? to increase the risk of nonfatal myocardial
and itis. When
estrogen doses of lhls size are used, any of the thrombo-
embolic and thrombotic adverse effects associated with oral
contraceptive use should be considered a clear fisk.
b. Hepatic adenoma. Benign hepatic adenomas appear to
be associated with the use of oral contraceptives38-40
Although benign, and rare, these may rupture and cause
death through intraabdominal hemorrhage. Such lesions
have not yet been reported in association with other estro-
gen or progestagen preparations but should be considered
in estrogen users having abdominal pain and tenderness,
mass
carcinoma has also heen leponed in women taking estrcgen
The his

matignancy lo these drugs is nol known at this time.

c. Elevated blood pressure. Increased blood pressure is
not uncommon in women using oral contraceptives. There
is now a report that this may occur with use of estrogens in
the menopause 4! and bfood pressure should be monitored
with estrogen use, especially if high doses are used.
d. Glucose tolerance. A worsening of glucose tolerance
has been observed in a 5|gml|cam pelcenlage of patients
on esti ives. For this reason,

diabetic pallenls should be carefully observed while receiv-
ing estrogen.

4. i The of may
lead to severe hypercalcemia in patients with breast cancer
and bone metaslases. If this occurs, the drug should be
stopped and appropriate measures taken to reduce the serum
calcium level.

PRECAUTIONS: A. Genera! Precautions.

1. A complete medical and family history should be taken
prior to the initiation of any estrogen therapy. The pre-
treatment and periodic physical examinations should include
special reference to blood pressure, breasts, abdomen, and
peivic organs, and should include a Papanicolau smear.
As a general rule, estrogen should not be prescribed for
fonger than one year without another physical examination
being performed.

2. Fluid retention — Because estrogens may cause some
degree of fiuid retention, conditions might be influenced by

N <




this factor such as epifepsy, migraine. and cardiac or renal
dysfunction, require careful observation.

3. Certain patients may develop undesuable manifestations
of excessive such as ab or
excessive uterine b|eedmg, mastodynia, etc.

4. Oral contraceptives appear to be associated with an in-
creased incidence of mental depression24 Although it is nol
clear whether this is due to the estrogenic or progestagenic
component of the contraceptive, patients with a history of
depressmn should be carefully observed.

S uterine leiomy may increase in size
during estrogen use.

6. The pathologist should be advised of estrogen therapy
when relevant specimens are submitted.

7. Patients with a past history of jaundice during pregnancy
have an increased risk of recurrence of jaundice while re-

ceiving 1 oral ve therapy. If
jaundice develops in any pallenl receiving estrogen, the

ion should while the cause is in-
vestigated.

8. Estrogens may be poorly metabolized in patients with

impaired liver function and they should be administered

with caution in such patients.

9. Because estrogens influence the metabolism of calcium

and phosphorus, they should be used with caution |n pa-

tients with bone that are

with hypercalcemia or in patients with renal insufticiency.

10. Because of the effects of estrogens on epiphyseal clo-

sure, they should be used judiciously in young patients in

whom bone growth is not complete.

11. Certain endocnne and Iwe( function tests may be_af-

fected by ral ives. The

following similar changes may be expected with larger

doses of estrogen:

a. 1

b. Increased prothrombin and factors Vil,
! 3 :

vilg, 11X, and X;
ine-induced

platelet aggregability.
¢. Increased thyroid binding globulin {TBG) leading to in-
creased circulating total thyroid hormone, as measured by
P8I, T4 by column, or T4 by radicimmunoassay. Free T3
resin uptake is decreased, reflecting the elevated TBG; free
T4 concentration is unaltered.

. Impaired glucuse (olelam;e
e. D
(. Reduced response to metyrapone test.
g. Reduced serum folate concentration.
h. Increased serum triglyceride and phospholipid concentra-
tion.

B. Pregnancy Category X. See Contraindications and Boxed
Warning.

C. Nursing Mothers. As a general principle. the admin-
istration of any drug to nursing mothers shoutd be done only
when clearly necessary since many drugs are excreted in
human mitk.

ADVERSE REACTIONS: (See

o ny
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of neoplasia, adverse effects on the fetus,
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i inc E
dence of gall bladder disease, and adverse effects sumlar "‘“ o

to those of oral
The

g adversi
pnrled with therapy, il ing oral

1. Genitourinary system.

have been re~

Breakthrough bleeding, spottmg, change’ in menstrual flnw k
like

during and after treatment; increase u: size ol uterine fibro-

myomata; vaginal candidiasis; change m cervu:al eversion
and in degree of cervical y

2. Breasts.

Tenderness, enlargement, secretion.

3. Gastrointestinal.

Nausea, vomiting; abdominal cramps, bloating; cholestatic .
¢

jaundice.
4, Skin.
Chloasma or melasma which may persist when drug is dis-

Vg

continued; erythema multiforme; erythema nodosum; hemor- %"

hirsutism.

rhagic eruption; loss of scalp h

. Eyes.
Steepening of cornea! curvature;
lenses.
6. CNS.

intolerance to contact

. mental chorea.

migraine,
7 Miscellaneous.

Increase or decrease in weight; reduced carbohydrate toler-
ance; aggravation of porphyria; edema; changes in libido.

ACUTE OVERDOSAGE: Numerous reports of ingestion ol
large doses of - ral

young children lndlca!e that serious |l| effects do not occul
Overdosage of estrogen may cause nausea, and withdrawal
bleeding may occur in females.

DOSAGE AND ADMINISTRATION: Care should be taken to
inject deeply Into the upper, outer quadrant o! the gluteal
muscle g the usual for

administration.

1. Given cyclically for short term use only:

For treatment of moderate to ssvere ﬂsgumg_ symp(ums
atrophic is, of i Ivae with
the menopause.

The . lowest dose that will control symptoms should be
chosen and medication should be discontinued as promptly
as possible.

Administration should be cyclic (e.g., 3 weeks on and 1
week off).

taper should be made

npts to di il or
at3 to 6 month intervals.

The usual dosage is 10 to 20 mg. Repeat two or three weeks
after initial injection. Continuous therapy with estrogen
alone may induce dysfunctional bleeding.
2. Given cyclically:

Female &
failure.

10 to 20 mg. I.M. Repeat in two to three weeks after initial
injectlon.

3. Given chronically:
Inoperable progressing prostatic cancer.

30 mp. or more every 1 to 2 weeks. Close medical super-
vision is mandatory. Suspend therapy if there is a relapse.
Soreness of the breasts or gynecomastia may occur; hyper-
calcemia may develop.

temale primary ovarian

Treated patients with an intact uterus should be monitored
closely for signs of endometrial cancer and appropriate
dlagnostlc measures shpuld be taken to rule out malignancy
in the event of or recurring vaginal
bleeding.

HOW SUPPLIED: Muitiple dose vials of 10 ml. containing
10 mg., 20 mg. and 40 mg. per ml.

CAUTION: Federal law prohibits dispensing without pre-
scription.

Literatare Revised: March 1977
Product No. 0026-10, 0027-10, 0244-10.
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Sterile 10 ml. NDC 0381.0244-10

ESTRADIOL VALERATE INJECTION

40 mg./ml.

Each ml. contains: Estradiol Valerate 40 mg., Benzy| Ben|
40%, Benzyl Alcohol 2% as preservative in Castor Qil.”

Multj-dgse

USUAL ADULT DOSE: Intramuscular. See package insert.

CAUTION: Federal law prohibiss dispensing without prescri n.
474/0244-10

/_w“:_,“ . CARTER-GLOGAU LABORATOR!
5 Division of Chromalloy Pharmaceutical
Q/ Glendale, Arizona 85301

Sterile 10 ml. NDC 0381-0244-10

ptio

ES
s, Ing.

Mulziidose

ESTRADIOL YALERATE INJECTION

40 mg./ml.

Each ml. contains: Estradiol Valerate 40 mg.; Benzyl Benzoate n
40%, Benzyl Alcohol 2% os preservative in Castor Ol FE 2 8 !979
USUAL ADULT DOSE: Intramuscular, Ses package jnsert. !

CAUTION: Federal law prohibits dispensing without prescription,
474/0244-10

@ CARTER-GLOGAU LABORATORIES
& Qivision of Chromalloy Pharmaceuticals, inc.

Glendale, Arizona 8530)

40 mg./ml.

Each ml. contains: Estradiol Valerate 40 mg., Benzyl

40%, Benzy! Alcohol 2% os.preservative in Castor Oil. br
USUAL ADULT DOSE: lntramuscular. See package insert,
CAUTION: Federal law prohibits dispensing without prascriptiol

474/0244-0 3

=N CARTER-GLOGAU LABORATORIE
Glendale, Arizona 85301

ile 5 ml, NDC 0381-0244-05 Multi-dose

ESTRADIOL YALERATE INJECTION s}
40 mg./ml. cel]y oo

Each ml. contains: Estradiol Valerate 40 mg., Benzyl Benzoate
40%, Benzyl Alcohol 2% as preservative in Castor Oil, !
USUAL ADULT DOSE: Intramuscolar. See package insert. Ea.
CAUTION: Federal law prohibits di ing without prescripti 40

? Bet

e 8 CARTER-GLOGAU LABORATORIES
@ Division of Chromalloy Pharmaceuticals, Inz.
5 Glendale, arizona 85301

U Shend NDC 0381-0244-05 Mol
! TRADIOL VALERATE INJECTION
; 40 mg./wl.

ive in Ct il
2yl Alcohol 2% as preservative in Castor Oi

CARTER-GLOGAU LABORATORIES

W Division of Chromalloy Pharmaceuticals,

L

lor. See package insert.
DULT DOSE: Intramuscy! e x« e
gilljl"‘r%ON: Federal law prohibits dispensing without prz;;}lop254

Sterile 10 ml, NDC 0381-0244-10 Multi-dose

ESTRADIOL YALERATE INJECTJON

Ben

S
Inc.

8 —(ger Sal NDC 0381-0244-05 | Mulfgé 2 8 |9-{g

ESTRADIOL VALERATE INJECTION
40 mg./ml.

I. contains: Estradiol Valerate 40 mg., Benzyl Benzoote

nzyl Alcohol 2% as preservative in Castor Oil.

1244- ADULT DOSE: lntramuscular. See package insert.
—— TN e e e araebiee S tmansio witboss praser

ption.
673/0244-05,
CARTER-GLOGAU LABORATORIES

% Division of Ghromalioy Pharmaceuticais, Inc.
" Glendale, Arizona 85301

. Estradiol Valerate 40 mg., Benzy! Benzoate

Division of Chromatloy Pharmaceuticals, In¢.

Glendale, Arizona 85301




CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

33-714

MEDICAL OFFICER
REVIEW(S)



REVIEW OF AMENDMENT

DATE COMPLETED: 2-26-79 ANDA #: 83-586 10 mg/wl.
‘ 83-547 20 mg/ml.
| 83-714. 40 mg/m].r

F.R. DATE: 7-25-72: 7-22-77

€0. BAME: Carter-Glogau Laberatories
5160 W. Bethany Home Rd.
Glendale, AZ 85301

MAME OF DRUG: Estradiol Valerate Injection, 10 mg/mi., 20 mg/ml.. 40 mg./ml.
(in 16 m1. multiple dose vial)

DATE OF SUBMISSION: 2-15-79

TYPE OF SUBMISSION: Amendment
ELIKICAL EVALUATION:

1. Review of Studies: NONE SUBMITTED
2. Review of kabeling:

N

FPL, physician’s package insert, dated March, 1977, was submitted as,

per the telephone conversation dated 2/14/79 between Marvin Seife, M.D\,
and Jack K. Date, Ph.B. The ¥ — ) indicationy
has been deleted and the insert is new acceptable. . e

v

CONCLUSION: Satfsfactory physician's package fnsert. B b
RECOMMENDATIONS: Approve ANDA's 83-546, 83-547, and 83-714. |

cc:dup

Marvin Seite, B.0. \
HS/wlh/2-26-79 A\




REVIEW OF ANDA
DATE COMPLETED: 8-2-77 ANDA#: 83-714

CO. NAME: Chromalloy Pharmceuticals, Inc.
Carter-glogau Labs. Division
ADDRESS: Glendale, AZ 85301

NAME OF DRUG: Estradiol Valerate Injection 40 mg./m1 (Yellow, 01eagenous Liquid)
DATE OF SUBMISSION: 6-3-77

TYPE OF SUBMISSION: ANDA

CLINICAL EVALUATION:

1. Review of Studies: o
Pertinent Data is to be reviewed by the chemist

Bioavailability Requirement: Required

2. Review of Labels:
a) Container Labels: Satisfactory
* FR 1029. 1976 Quote:
(ii) For Estradiol Valerate Sterile Oleagénous Solution, approval
of a full New Drug Application (21CFR73141.1(c)(2) Must be obta1ned
prior to marketing such product

b) Insert Labe]ing: Satisfactory
CONCLUSION: Insert Labelins is satisfactory

RECOMMENDATIONS: * Requ1res Full NDA
The firm is to be so0 noti

M.D.

/Karusaitiss

cc:
DUP
VVKarusaitis/ps/8/16/77.

APPEARS THIS WAY
~ ON ORIGINAL




REVIEW OF RESUBMISSION, FPL

DATE COMPLETED: 3-8-74 ANDA #:

™ ,.—

CO. NAME: Myers-Carter Laboratories
Glendale, AZ 85301

NAME OF DRUG: Trade: - - Injeétion

Generic: Estradiol Valerate Injection (40 mg/ml)
DATE OF SUBMISSION: 1-30-74
TYPE OF SUBMISSION: Resubmission (reply to FDA letter,1-23-74
CLINICAL EVALUATION:
1. Review of Studies:
Pertinent data is to be reviewed by the chemist.
Bioavailability Requirement: Deferred
2. Review of Labeling:

a. Container Labels: Satisfactory
(M.0.R. 5-31-73)

b. 1Insert Labeling: Satisfactory
F.P.L.

CONCLUSION: Labeling is satisfactory for the safe and effective use
of this drug.

RECOMMENDATIONS: The firm is to be so informed.
Medically approvable.

e

y( V. Karusaitis, M.D.

ce:

Dup

HFD-107
VVKarusaitis/rt/3-12-74



REVIEW OF RESUBMISSION
DATE COMPLETED: 1-2-74 ANDA #: 83-714
F.R. DATE:

CO. NAME: Myers-Carter
Glendale, AZ 85301

NAME OF DRUG: Trade: - ~
Generic: Estradiol Valerate Injection

DATE OF SUBMISSION: 11-20-73
TYPE OF SUBMISSION: ANDA resubmission (reply to FDA letter 11-8-73)
CLINICAL EVALUATION;

1. Review of Studies: Pertinent data is to be reviewed by chemist.
’ Bioavailability data: Deferred

2. Review of Labeling: a..Container labels: Satisfactory (MOR 5-31-73)
10 m%. multiple dose vials:
10 mg./ml. : 20 mg/ml: 40 mg/ml.

b. Insert Labeling: Satisfactory (draft copy)
CONCLUSION: Draft copy of insert labéling‘is satisfactory.

RECOMMENDATION: The firm is to be so notified. Send FPL.

P

' V.V. Karusaitis, M.D.
-ces ’ i . ‘
Dup ‘

HFD-107
VVKarusaitis, M.D./kim/1-6-74



REVIEW OF SUBMISSION
DATE COMPLETED: 10-30-73 ANDA #: 83-714
RIS
CO. NAME: Myers-Carter

NAME' OF DRUG: Trade: ——00— - 1 mg. /ml.
Generic: Estradiol Valerate Injection 40 mg./ml.

DATE OF SUBMISSION: 10-1-73
TYPE OF SUBMISSION: Resubmission (reply to FDA letter 9-24-73)
CLINICAL EVALUATION:

1. Review of Studies: Pertinent data is to be reviewdd by the chemist.
' Sept. 6, 1973 submission: Six samples submitted.

2. Review of Labeling:

a. Container label: Satisfactory (MOR 5-31-73)

o

Insert labeling: Unsatisfactory

CONCLUSION:  *ANDA's 83-714: 83-547: 83-546 are to have the same insert
labeling. Instructions of 8-24-73 letter are to be followed.

RECOMMENDATIBN: The firm is tobbe so notified.

(W.U('Karusaitfs, M.D. -

cc:
Dup

BD-69

VVKarusaitis, M.D./kim/10-30-73



REVIEW OF RESUBMISSTON

DATE COMPLETED: 9-~11-73 <g§£5’#‘ 83-714

CO. NAME: Myers-Carter Laboratories
Glendale, Arizona 85301

NAME OF DRUG: Trade: 40 mg./ml,
Generic: 'EStradiql Valerate — Injection 40 mg./ml,
DATE OF SUBMISSION: August 7, 1973
.. TYPE OF SUBMISSION: Resubmission (reply to F.D.A. 6-29-73 letter)

CLINICAL EVALUATION:

1. Review of Studies:
Pertinent data is to be reviewed by chemist.
Bioavailability status: Deferred -

2, Review of Labeling:

¢a) Contéiner Labels: Satisfactory
5 ml, 40 mg, /ml, (M.O.R. 5-31-73)

(b) Insert Labeling:
DOSAGE AND ADMINISTRATION: .Unacceptable: FDA letter 6-29-73 asked
for revision of ‘dose levels,

CONCLUSION: Labeling is NOT satisfactory for the safe and effective use of this product,

RECOMMENDATION: The firm is to be so notified,

Question:' If the product is a long-acting estragen prodﬁct'(effects“last 2 to 3 weeks),
why advocate a dose per week, preferably in divided doses?

cc:
Dup

BD-69
VVKarusaitis/rt/9-12-73

/. Karusaitis, M.D,




REVIEW OF ANDA
DATE COMPLETED: 5-14-73 : ANDA 83-714
| F.R. DATE:  7-25<72
Cd. NAME: Myers—Carter Laboratories, Inc,

5160 West Bethany Home Road
Glendale, Arizona 85301

NAME OF DRUG: Trade:  t—————" "
Generié: Estradiol Valerate =—————
DATE OF SUBMISSION: Feb. 9, 1973
TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATION:
1. Review of STudies:
Pertinent data is to be reviewed by chemist,

Bioavailability status: deferred

Myers=Carter Laboratories Delestrogen
40 mg. Estradiol Valerate 40 mg.
L= Caster 0il _—
40% Benzyl Benzuate 40%
2% Benzyl Alcohol 27

2; - Review of Labeling: a) Container Labels: Satisfactory
' 5 ml. 40 mg./ml,

b) Insert Labeling: Unsatisfactory
ACTIONS Section: Add: The estrogenic effects last for approximately
two or three weeks after a single intramuscular

injection.,

DOSAGE and ADMINISTRATION:

Delete: — 7 >,‘ ,i Not’Listed/Indication

- = e I T i . - PR,

'CONCLUSION: Labeling is not satisfactory for the safe and effective use of this
’ product. Container labels are satisfactory. '

- RECOMMENDATION: The firm is to be so notified.



V( V. Karusaitis, M.D,

ce:
Dup

BD-69"
VVKarusaitis/rt/5-31-73

APPEARS THIS WAY
ON ORIGINAL



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

83-714

CHEMISTRY REVIEW(S)
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'_-r-‘*‘_ ry - - - - '".-— ———  o— . - —

* S 1ab¢1mg,_ manufa_ctur:.ng . o L QTHER

T ‘ . estrogen - e_stradioi valerate S RX oo OTC

| DRBELTRE

B'—__Iowsic AVAILRBILITY -

, oo “not requested

4

ETE_—E‘TT—LISHM N7 INSPECTION

. - related HFD~322 memo of- 11-20-78 Carter—Glogau proflle of 8-11-78; ‘m%w
kS B - i of 7-17-78 - _ | : -
con'_T_—rP NENTS, € “J’O_SI_TI___—ON FRRUFACTIRING, co‘“NT'R"o_Ls
 [REMARKS AND o
%CONCLUSION. approval MAJarski o

- R A PR T S RS T T . P T Ltan e Lo ey P L. -
C el SRR Sl T - i - it : e

: CHEMIST's REVIEW FOR. - Statement:Date: - NDA NUMBER:

| ABBREVIATED NEW DRUG APPLICATION

OR_SUPPLEMENT _ 1 83714

;'rwsAuo ADDRESS OF APPLICANT - -~ . . . ORIGINAL

- . |AMENDMENTXX
Chromalloy Pharmaceutlcals, Inc ~ Glendale, AZ 85301l - [SUppLEMENT
' ' : . JRESUBMISSION

PURPOSEOF AMENOMENT /SUPPLENE _ — ggggg]syonusncs :

"|DATE(s }- of SUBMISSION(: |

|
R ' o - . see issuing letter 1

COLOGICAL CATEGORY NAE OF DRUG HOW DISPERSED ———— |

DOSAGE FORM(S) I 10 ) H—— TED TND/NOA7ORF—
% injection . A0 Mg/ml T oo Tt Y 83e546 0 83-547 -
R o e ' S §3-714 - -

SAMPLES

See Medical‘-officer's'.r_eview-,of 2-26-79 -1 L o RS

LA
oot
g .




OR 'SUPPLEMENT

ey ety LV R N I S AW N I V1] B LtaLeieny vgatle )

: { 83-714

T : AF Number

ﬁName» Jd Address of Applicant (C1tv and. QfafA) Original T

i _ endment = . _

- Chroma11oy Pharmaceut1ca1s, Inc. ‘ISupplement

~ Carter-Glogau Division . - ~ {Resubmission .
G]enda]e AZ = 853071 Correspondance xxxx

|Report
Other

:Purpose of’Amehdment/SuppTement

| Date(s) of Smeission(§7'

Pharmacological Category | Name of Drug
estrogen  Ppstradiol valerate
Dosage Form{(s)~ ’ | | Potency(ies) : D How D1Spensed ST
“oleaginous. 1nJect1on } 1 ™% xxxx | E
| - ot
 Packaging/Sterilization o Samples ;Re]ated IND/NDA/MF
abe11ng &

. see medical off1cenxgreviveof 842-77,'

H]o]ogic Availabiiity

stablishment Tnspection

Omponents, Composition, Manufacturihg and Controls

Y

emarks _ '
th1s drug requ1res a fu11 new drug app11cat1on

ack ma3arsk1

K/u///,? 7 i

vnc] )on

.VIEHERI DATE
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CHnnIsTYS rEVITY FCR Federal Reaister
,JL&LU;;(gu-u;W'UKJG AEPLICATION  jatatement Date

. G SUPPLERTNT

MDA Number

>

83-714
9-931

. : L E Mumber
ﬁf}: and Address of Applicant (City and State) Original e
N : Amendment

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

Correspondance

Supplement :
Resubmission

D —

Report
Qtbher

Purpbée cf Amendment/Supplement

vpvevide’fer-GOrporaté,changes:

Pharmacological Category Mame of Drug

' jestrqggn esthadioT.valerdte

Date(s) of Submission(s)

3

3-5-75

“Dosage Form(s) Potency (ies)

{ How Dispensed

e s R s A e T S AN 8T 8

g ' Ry xxxxx ?
injeetton 40 mg./mi. SX A o
T e 1 _orc _ §
Packaging/Sterilization Samples Related lﬁD/NDA/ﬁF'
Labeling. |
Biologic Ayaifabfifty
“Establishment Inspection

 Comppnents, Compgsitfon,:ManuFacturing and Controls

'Rémarks ) | |
. requested addtttonal information i FDA Jetter 0f4-23-75
i ﬁﬂf" res’poiln_é” ' S '
-ack -

et :

STt

A ”‘”"Q"’V" s C/?/’/v; L
, Conchsign ' , -
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XXXXX
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83-546
83-547
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e

e T : : At Originai T
5 _ . ’ , . tate . .
¢ qu fddress 01»App?lcdu} (City qu SL1§L) Amendment _v“:::f\””
.. 'Myers-Carter laboratories, Inc. Supplement o B
Glendale, AZ 85301 Resubmission XXXXX
a - L : Correspgﬁdan:c' —
i : , Report ———
o . o R - Qther ' o
T . - ' Date(s) of Submissin-. =7
" Purposce of Amendment/Supplemont _ | i (s) SR
. ! ' 6-14-74 ;
. i
fi“ ﬂhékngcologicbl Category - lame of Drug
‘. 7 " estrogen estradiol. valerate .
< Dosace Fera(s) ’-*1:Pdfency(ies) | How Dispensed
il injection i : . Ry xxxx
15 - ' _OTC o
i 3 T ; D - ) 1 -;_gr_'l;-?__-'. i
‘ Packaging/Sterilization. Samples Related 1hd/iiza/n:
“- ,I
) j
v .
o) - -
| Biolegic Availability
"Es;abiiShbaht‘fhspeCtion ,'

fComponéh'

-
L

s, Composition, Manufacturing and Comtrols. = .-

,f,-RcmargsV-f."

. firn has submitted an &k analytical procedure which has been judged
j . by.our Laboratories, The firm is advised to use the officially publ

&
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S22 NoviLY TN focucial neyirs>ee) AN UL KV ST F IOy |

!
> HEW DRUG APPLICAT!Gu Statement Date 83-546

______

TITIIA
- OR SUPPLEMENT
9-931
_ | AE__Number
vi~g "ad Address of Applicant (City and State) Original
Amendment
Myers-Carter Laboratories, Inc. ' Supplement
Glendale, AZ 85301 _ Resubmission  yyxx
' Correspondanchxyxyy
Report
_ Other .
- f.-rese of Amendment/Supplement : _ Date(s) of Submission(s)
; : 1-23-74
‘ - 3-8-74
F-z-macological Category MName of Drug -
estrogen estradiol valerate
Icz:zze Form(s) Potency (ies) . How Dispensed
: , Ry XXXXXX
injection 10 mg. /ml,
' - - ' : Q1C
Fa;‘:-_ging : Samp]es . Related IND/WDA/MF
| \ | 83-547 20 mg./ml.
83-714 40 mg./ml.
Lzzzling |
satisfactory per medical officer's review of 2-12-74
Zlz'zgic Availability .
S Zzzzslishment Inspection
. Ztozonents, Composition, Manufacturing and Controls
nznarks

comments on methodology for assay- sent to firm
this is applicable to all three applications.

{ Zz=zlusion

- - rev w/f majarski ' _
PZWER | , DATE | | o
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CHZ=]ST'S REVIEW FOR [Federal Register DA Number
L1rnT A ATID HEW DRUG APPLICATION Statement Date | 83-546
OR SUPPLEMENT

9-931
: { : LAE Number
vz-s "od Address of Applicant (City and State) Original
: Amendment
Myers-Carter Laboratories, Inc. supplement
Glendale, AZ 85301 - . » Resubmission  xxxx
' Correspondanceyyyxx
Report
Qther
F_-2cse of Amendment/Supplement v ‘ Date(s) of Submission(s)
; : 1-23-74
‘ g 3-8-74
t-:-zacological Category Hlame of Drug -
estrogen - estradiol valerate
Dczzze Form(s) | | Poteﬁéy(ies) ‘ How Dispensed
' _ ’ ' Ry XXXXXX
injection 10 mg, /ml.
i ' : SEN
Fz:z«zging 1 Samples v Related IND/HWDA/MF
83-547 20 mg./ml.
83-714 40 mg./ml.
La:eifhg ' » :

satisfactory per medical officer's review of 2-12-74

37z73gic Availability

Zzzzdlishment Inspection

-crzanents, Composition, Manufacturjﬁg and Controls

comments on methodology for assay-sent to firm
this is applicable to all three applications.

“z-zlusion ' ‘ : - |

Iy

rev w/f majarski
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|njectlon

83-547 10 mg,
546 20 mg, .
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satlsfactory per medlcal affrcer_f~"'
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_Lgtabll nhont ¢n peculon

' -satlsfactory per HFB 340 memo~of I 4 74.7

see below
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assay procedures sent to Los Angeles laboratmrles ﬁi for comment ni
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7-25-72
4o nIms lia Ta.rosse of avplicant (City and suate
i oo~ Myers-Carter Laboratories, Inc.
e 5160 West Bethany Home Road
Glendale, Arizona 85301

WID053 0L ik

ST COL0iCHL LaLESeTY lame of Drug
XXREstrogen Estradiol Valerate

. . Potency (ies) Ecw Dispensed
Injevtable | 4O mg, perml. - - R xl -

. a : = ]
R i _ - - . - - e
j-;nt:LsxaentPL ipazeb Analysis Samples : Relzsed Lin/iDa/rF(s)
# .

‘Submitted Submitted ' 83-547 & 83-546

'1 10 mg. 20 mg.
g

1

! ! ! _
o ieh ting -

-

i Satisfactory (VVKarusiaits) ,

: -,

¢ Ziologic Availebilidy

i ’ Deferred
] Zstablishment Inspection B : . ; . o

B L Setisfactory HFD 340 memo 1-lL-Th g
Soroonenss, Composition, ianufacturing and Countrols }
Se€ below :
! b 4

Request complete assay procedure and XEXXIZE FP as per our letter
of 1-23-7h

po : Troa
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FRRER RIS PR S N )

Myers-Carter Laboratories, Inc.
5160 Best Bethany Home Road
Glendale, Arizona 85301

N

Correspor

mmen Vg ar e

SN DLTTLEIIN R

Revised labeling B 5
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Estrogen
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Injectable 140 mg. /mi. |

mmrata) Tmsact Hunlysis & Samples

Submitted  Submitted

83-547 & 83-546
10 mg. 20 mg.

Satisfactory (VVKerusaitis)
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‘Déferred

‘See below

s - Request FFL of ingert and revise specs as per our létt‘e_r of 11-28-73, "
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Myers-Carter Laboratorles, Inc.
5160 West Bethany Home Boad
Glendale, Arizona 85301
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rmacolosical Catépory CHeame of Drug

Glucocorticoid Eétiﬁﬁiol Valerate
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i Estradiol Valerate Lo mg./ml. 40 mg. /m1. '
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MEMORANDUM OF A TELEPHONE CONVERSATION

February 14, 1979

BETWEEN

Marvin Seife, M.D., Director
Division of Generic Drug Monographs, FDA

AND

$ir. Jack Dale, Director
Quality Control
Carter-Glogau Laboratories
Glendale, AZ 85301

SUBJECT: /Bhy%%e%a&is Package Insert

1. 83-714/ Estradiol Valerate Injection, USP, 40 mg/ml.

2. 83-546 Estradiol Valerate Injection, USP, 10 mg/ml.
3. 83-547 Estradiol Valerate Injection, USP, 20 mg/ml.

Pir. Dale was informed that the physician's package insert dated Nov. 1976,
in each of the above submissions contained 9 INDICATIONS for use. He was
requested to delete indication #9 which allowed the drug to be used for

e ——

Pr. Dale stated that the aforémentioned indication had been deleted in théQ  3i

reprinted Estradiol Valerate insert dated March, 1977. Unfortunately, the
firm had failed to forward copies of the revised physician's package insert
to this Division, but was doing so today.

cc:
83-714 (orig.dup.)
83-546 oo
83-547 oo
MS/wlh/2-22-79



DEPARTMENT OF HEALTH EDUCATION AND WELFARE
PUBLIC HEALTH SERVICE . S

MORANDUM >

. DATE: May 17, 1973

o j ‘BD-105
ATTN Stanley Strmger

'Dlsapproval for pending ANDA's 83~ 397 80- 365 83 546 83 547

Myers Carter Laboratorles Inc. i Sub51d1ary Chromalloy

) _.Apphca-nt:
T Corporatlon, Glendale Arlzona' o

~On, the ba51s of thls evaluatlon we: are not ‘able: to

Part 133. 1o assure that the product meets the requlrements of the’ Federal

nd. meets the qu.allty and pu 1ty characterlstlcs Wthh

S s Lrength'?-- E

R e
Hinactnrsmmn,
A

i

LOS DO (‘\IDA trip

- We have evaIuated the operatlons of the above referenced apphcant as they _
relate: to conformlty w1th Current Good Manuf acturmg Practlce Regulauons

(21 CFR, Part'133).
aporove the sub]ect ANDA‘S as the f1rm is not operatmg m comphance w1th

':rﬁod, Dn.g, ‘and Cosmetic Act as 1o safety, “and. has. the' 1dent1ty and 7
] i purports BEaE

¥6) G’BROKE




DEPARTMEN’I‘ OF HEALTH EDUCATION AND 'Wv
'PUBLIC HEALTH SERVICE . . ..
FOOD AND DRUG AD‘vfI‘\XISTRATIO\I

._’DATE; '-':-J_sme*‘s; .197’3] S

Appllcant' ‘Iyers-Carter Laboratories, Inc., Glendale 'Arizona_




'DlSCussiOQ»and,decisions:

meaT ‘r\'rr\l(lvA-rv J\\']v‘rm‘v
] oy ¥ v
LRSS A R ALY P LR 2% 5

Present: Dr. Margaret Clark - _:f¥.;”  “Dr. Alan SmltH »
o ‘Dr. Marvin Seife S o 7 Dr. John- Mchllcn .

Dr. Trieste Vitti - .. . Miss Jean Mansur.
- Dr. John Winkler R e »

General discussion: Exam)lo, ora] chlorvramavnnb avaLlabJe in Qeveral

Vstrengths;‘ Should" bloav111ab1]1Ly studies be performed on each quenntH7
" Dr. Vitti recommended that if the formulation does not vary as to

ingredients and proportions, testing the low.and the high strengths
should be adequate. However, if there are different proportions.of

’”"ingredlents (esg. to maintain- tablet size), the practlcal approacH

wotld be": ‘to periorm. the test on the hlgheot ratio.and lowest latlo;**

.v,erc1pienf “t o= active comp0ﬁ01t.. Also’ 1"¢1qu1d form is sold fox? m1x1ng L
“with diluent, stwdi es -should -be conducted’ ‘using ~~ecomr*ended dl]uent.‘j j“'
‘,1hls ohould pch up problems of 1ﬂC01pat1blLlLy S

R Estrogens - ethinyl. estradiol, estrone, estradiocl ”ﬁethallehébt4i1;_f

cchlorotrianisene, conjugated esfrooeqs, polvestradlol (oral and
L parentcral‘ (uuDhb_L.LSuc.u _T" 3. rLLdLhEd )

”'fD‘cision postponéd'tfon’ﬁay'ﬁ nDetlnn. For ‘most- of th;qe, s
methodology is a problcm - endogenous materldl may. 1nterfere'
'vw1th measurements., At an’eartier” meetlug it was: dec1aed to
~defer:some’ estrognes, primarily dlethqutllbestrol If ploblems
*,develop, Lre pr:orlty category caD always be changed

v DeéiSion?[;Défer bioavailability;er.;

'.:Céfégbryfbf Dcféffal:i;3i B

sodlum mercepto‘

»(Unpub

_;Tﬂovever* the e p*oaucts ale_lnjectabl°
»,qucr_lvv admAnlstratﬁQn.35ﬁ‘ o

‘ﬁiDééiéiﬁn;, Defer blohvallablllty

 :CaLe8ory of Deferral-‘lsf)f_-i~“

YA
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R ,_L_'I*I_ot medl car_w rsig. i

4 - .oTa 1,~“uq1nt55“: J\th“OGTVOtlmLUQ mosvquo e
'_,olutlon for i.m. or t.v.3 ersot .11110 t t11Le w1 Ln

- 114
e wppeal teunnnaairory an 1ah J Ty zoe
—— yectal suppositowy and 1. (Unpublishe List #4,
s

Methzodology is. problem. Cllnlcal 'neﬁsuremenL would be
dlff,rcult. Hedl(:dl 51gnlf1rance not great ‘enough to warr ant
eleate effox Lo perfom studlcs.

"‘De-c_i-‘siioﬁ-: : Def er bloaval lablllty.

Cate: or)¥or “eferrél: 5

r‘hlo’rh‘ronazine; prechlorperazine —— both rectal suppositories.
(Unpuallshed LJ"st #4) ’ S S

At present cl:mlcal trials are requ1red on oral forms. Limited
market for rectal form. May have problems of £01mulatlon and
, Prog Zka admnnlstratlon. Bocause of variables, it may be more
use£L1 to perform cllnlcals for betLer results.

Dec3~51on.¢ Requlre blOaVallablllt)

Ben'*vl benzoate w:Lth bcnzocalne and chloronﬁenothc_ne, crotamlton ,A_,q'._"

“gan ben4€n° hexacnlorlue i toplcal (DEST 4203, publlshed
9/15’]0) : e T VI " o

- up, p{—:rsonner in tes
" be C_;_lnlca] trlals.:_

D.ecre_sroz : Defer bloavallabllrty .

"C-ate ory of Deferral 5

'.".Decm s:Lon T

CaLe‘»’Joxy of Deferral. .

ON GRIGINAL e

Antltussures. benzowatate' lcv Erogonghene napqylate éhlor‘_-':_;'-'
l w1th ch] oroforn——— d_ll oral (D 55T ll?lO puollshed___'.-.'
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excepL a¢p°rldbn laCLaLL whicﬂ is in Jnjectable form and
benztropine mesylate which is in boLh orai and injﬂctaole Iorms.,

. (DLOI l‘-’l\.La, PubllShc_d l.L///—]O)

»

At least some of’theSE'have'assay methodology. Others may be
a pxoble* ' ’ ’ :

Dec:vlo“‘ Postpone so fhat Dr.- Vltt1 can check.01 methodoloby

histamine which was previously considered. (“/3/74) and for wh1ch°

vdrug should be - consxStent w1th hlstamlne.
- Decision;  Defer bloavall blllt)
>‘ CaLegora of Deferral' 5 |

: Trletbarolam*ne poly;entlce o]eﬂte COﬂO&QSatC —- topical otic. .

?impacLed cerumen: prlor to ear examlnatlon or" therapy

 ,Decis'0nf"w ve blOaVallablllty requlrempntQ.j*

’uThls drng, 11Le cer

.“dluos va 1rdnted deferral‘and a low pxlorlty category
IfDééisidﬁ: Defef bloavéilability. ?f3“: o -
:iiCaﬁeéo£§fpf defé£ral;; : |
:J;Hecls |
: ?Th1s dru" was befére Lh? Léﬁmlttée because AnLQ—Vcrt f;fmeéijw
> ,dcnce of effectlveness (DLSI 10721, publlsned 3/27/70) has becn
j‘refo*mdlated- Niacin - has been. dﬂleted from the formulatlon,
leaving 1eclL21ne vh ch ' has already been’ publiched (I
_.is also being studied’ fox }erleo..-l “the drug is;to be-handle

v other %n an Lhrougn thc 0TC mOﬂO“lapd pxocedure, a hJogvallan'iit‘
5wdeterm11atlon is necess ary : :

:fﬁetazéle‘HCl —— n1ect1b1e ~ s. c., i.m. (DFSI 9344, published
7/3/71). - '

This drug, used for testlnc gastric secretion, is similar:to -

the decision was to. defer bloav ilability (Cateoory 5) 1n1°

40 publlshed 10/15/70)

This d“ub has ittle redica] 51gn¢I1C?nce. It‘is7USedito~rémpvégffﬂ

_Bucllzlne HCl — oral (D‘SI 92 ,,§Ub1 shed 3/9/71)

aln.; other antlhlstgmlnes cons:dered, lS
indicated for prevent101 of mot¢on sickness. - Generally,v_
‘Committze has felt that lack. of ‘medical. 31gn1f1cance of such

1ﬁéﬂ oral.

7

meclizine with niacin: and publlshed as lacking 5ubqtan ial evi-

/Z//O} as eifective for moticn <1CKHLSJ- 'fhf Antl~VCrt é%of”
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MEMOR ANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

TO : Robert Wblfers/BD—69 DATE: Qetober 16, 1973

FROM : geientific Coordinator
| Field Sciences.Branch/EDRO/R0O-130

.| SUBJECT: zyNpA 83-Til Estradiol Valerate Injection (Myers Carter, Ariz.)
1. This memo will confirm our telephone conversation of October 15, 1973

in which I designated the Los Angeles District laboratory as'a validating
agent for the above ANDA.

2, Estimated analytical time for the study is about 32 hours.
3. Please refer samples and method references to the attention of:
John R. Weatherwax

Laboratory Director
Los Angeles District . 1

4. Attached is an : - S TS
S , e The information may be enly -

of an isolated case. According to' James Kottemann, BD~-OPRT(BD-420),

a test to j e

5. Please indicatetthe appropriate HIA/DCC number in your transmittal
memo.

/Ny, W

R

ATTACHMENT

cc: LOS-D60 (Mr. Weatherwax)
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MEMO RECORD

AVOID ERRORS PATE

PUT IT IN WRITING g. _ é.. ) L

OFFICE
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° Donatld Pel) et Los Do

DIVISION

SUB écn " :
SET P Frad gl

SUMMARY
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Donald D. Dechert - Besearch céardiaater Mareh 28, 1974
LOS-160

Mary Aua Jarski (iFp-167)

HDA 83~714

Per our telephone conversstion of Mareh 28, 1974, the enclosed procedures

are submitted for evaluation.

cee

LOS-DO
.Orig.@ﬁ 83-714
MP ORI R
HFD-107

APPEARS THIS WAY
ON ORIGINAL



NOTICE OF APPROVAL
NEW DRUG APPLICATION OR SUPPLEMENT

NDA NUMBER

DA‘\"é AggéOVAL LETTER ISSUED

TO: FROM:

Press Relations Staff (HF1-40) Q’Bumau of Drugs FEB 2 8 ‘979

ket n

[:] Bureau of Veterinary Medicine

ATTENTION
Forward original of ¢ _is form for publication only after approval letter

has been issued and the date of

approval has been e li PPk 2 ,
e -2 b : -
TYPE OF APPLICAT O ] 311 C b h
; supr¥ ; ot { PPLEMENT
DORIGINAL NDA Dro NDA ORIGINAL NDA .TO_ANDA .

CATEGORY

] Human [[] veTERINARY

" TRADE NAME. Tor other designated nams) Anomaususo OR NONPROPRIETARY NAME)W-any) OF DRUG.,

HOW DISPENSED

ACTIVE INGREDIEW}(@&M&d on label. List by established or nonproprietary name(s) ‘and include amount(s), if amount is

declared on label, )

Estradiol Valsrate 40 mg/ml

NAME OF APPLICANT (Include City and State)

Chramalloy Pharmaceuticals, Inc. - Glendale, A7 85301
PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
estrogen
COMPLETE FOR YETERINARY ONLY
ANIMAL SPECIES FOR WHICH APPROVED
X COMPLETE FOR SUPPLEMENT ONLY
CHANGE APPROVED TO PROVIDE FOR
FORM PREPARED BY
NAME lDA TE‘_
MAJarski ’
FORM APPROVER BY
NAME Jlﬁeyar : ‘DATE

FORM FD 1642 (2/75) PREV .OUS EDITION MA “ ES USFD UNTI™, SUPPLY IS EXHAUSTED,




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

83-714

CORRESPONDENCE



cemrier - wmEtYr A mia ) AT VWITM UJOW

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

(i-C LABS)

CHROIVIAL

LOY PHARMACEUTICALS, INC.""

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

"
\

7

N

\\\___lCAFlTEFi- GLOGAU LABORATORIES DIVISION

Feburary 15, 1979

Marvin Seife, M.D.

Director

Generic Drug Staff

Office of Scientific Evaluation

Bureau of Drugs .
Department of Health, Education § Welfare
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT:

Dear Dr. Seife:

NDA 83-546 Estradiol Valerate Inj.
NDA 83-547 Estradiol Valerate Inj.
NDA 83-714 Estradiol Valerate Inj.

£ RYRY "‘.E(“.:iﬁ?

. p fhn e A
't\‘iﬁ‘f"\ GR il i PP}

-'m

|

i

10 mg./ml.
20 mg./ml.
40 mg./ml.

In response to your telephone call today, I am enclosing 25 physiciané
package inserts for Estradiol Valerate Injection 10, 20 and 40 mg./ml.

These inserts were revised in March 1977 and show only the 8.indications g
I can find no record that they were submitted to you

you specified.

previously so I assume we were holding them anticipating additional .

indications would be approved.

Sincerely,

CARTER-GLOGAU LABORATORIES DIVISION
CHROMALLOY PHARMACEUTICALS, INC.

""'"41-44(.. K L pi&_‘
Jack K. Dale, Ph.D.
Vice President

. Quality Control/Regulatory Affairs

JKD/ht

€enc.,



CHROMALLOY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

July 31, 1978

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 20857

SUBJECT: ESTRADIOL VALERATE INJECTION USP, 40 mg/ml.
NDA 83-714

Dear Dr. Seife:

We are updating our Abbreviated New Drﬁg Application
for Estradiol Valerate Injection USP, 40 mg/ml.

Attached. are the Master Formula Card, Manufacturing
Procedure and the change of specification for
Estradiol Valerate Injection as required in USP
XIX, page 180-181.

As we have submitted all the required informations,
we would greatly appreciate prompt approval of
this ANDA. :

Sincgrely yours,

(M-C LABS)

CART GLOGAU LABORATORIES DIVISION

CHR{ LOY WCEUTICALS, INC.

Samukl M. Fainberg, Ph. D.
Direttor
ﬁ Techipical and Regulatory Affairs
3]
* SMF/ddc
encls':

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

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

GENERAL " .
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CHROMALLDY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

: . May 19, 1978
Marvin Seife, M.D. ‘
Director

Division of Generic Drug Monographs B OADD
Office of Drug Monographs QR!G r“!ﬂﬁt’ {;"‘”5’“
Bureau of Drugs

Department of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Rockville, MD 02857

oo
AW

SUBJECT: FESTRADIOL VALERATE INJECTION, 40 MG/ML
NDA 83-714

Dear Dr. Sejife:

Reference is made to our letter of October 17, 1977 in which

we requested approval of this ANDA based on the Federal Regis-
ter Notice of October 7, 1977 amending DESI 1543 allowing the

approval of an abbreviated new drug application for this pro-—-

duct.

Reference is also made to our submission of October 31, 1977
in which we supplied the patient package insert as you re-
quested in your letter of October 28, 1977.

To date we have not received an answer to either of these com-
munications. As we have submitted all required information we
would appreciate prompt - approval of this ANDA.

@Mﬂ

Samuel| M. Fainberg, Ph.D.
Directpr
Technital and Regulatory Affairs

» ARIZONA 85301
(M-C LABS)
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5160 WEST BETHANY HOME ROAD o GLENDALE
TELEPHONE (602) 939-7565 ® TELEX 66-8304
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HERSCHEL C. LOVELESS
7523 17TH STREET, N.W.
WASHINGTON, D. C. 20012

June 1, 1978

TO WHOM IT MAY CONCERN:
This is to advise that the undersigned
31'?”-' is no longer associated with Chromalloy
; American Corporation, Chromalloy Pharmaceuticals,
Inc., or any units of these corporations.
Herschel C. Loveless
HCL/ jhr




Cps

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

Octobér 31, 1977

MENT

NDA ORI

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 ~

: NDA 83~714, NDA ~—— NDA™ ~ NDA ——
/NDA 85-239, NDA 85-620, NDA ~—— NDA 85673
NDA ~™=====-  NDA _ 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 to
write or call, - '

Sincerely yours,

(M-C LABS)

RTER-GLOGAU LABORATORIES DIVISION
OMALLOY PHA EUTICALS, INC.

Ronald M. Carter

President

RMC/ sp

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

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

GENERAL OFr(CES:
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darisr-Glogee Laborstories Sieisten
Chrawa)loy Phersacesticals, lec.
Attewtfon: Saswel ¥, Fainberg, Ph.5,
ﬁf&iﬁ 4. ’5&»@?&%‘&? %{aﬁﬁ foad

BE: Estroven Costaluing Properations - ﬁ@g@% pEpnl

for Labeltng
Mracied to the Patient,

Soathosen:

In atzwﬁﬁ with the FEUERAL BEGISTER mﬁm of July 22, Y9F7, sach m=h
drug predugt vestricted e preseriptien distributien, shail :
g@aﬂ%ﬁ%s with Tabellnn in Yoy Jeusuasge containing $af % o mm%ag

effectiveness, m@ﬁiﬁﬁ%ﬂ%‘iw; sarnings, precastions and adverse reacts

Excerpled sections of this moifce are soclosed, and the sstonded of
date of the raling wos October 18, 1977,

Flease subnit the roquired iﬁ&ﬂm ?@g%ﬁggﬁ Iassvt,

ce: LOS-80 ’ lb
bugp HFD-814 J

;; YViarasaitis/JHeyer/Mlarski g
vid} init, JHeyer/HSeife 106-28-; ?7
fltfﬂkﬁﬂne’i&ﬁy _ -‘ »
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CHRDMALLQY pHAnMACEUTchLs INC.

A SUBSlDlARY OF CHROMALLOY AMERICAN CORPORATION .

“”CBA\F?'FEEF? CSL_CJCSAXLJ l_/\EBCJF?Alﬂ'CJFHEEES EDPM“EHCDPQ":

_ucLoocr 17, 1877

Marvin. Selfe M.Ix.
Director

Division of Gcnarl Drug Monographs
Jffice of Drug’ Mnnograpna :
ureau of DLugs
trent’ of 1th Ecucaulonp ‘and Welfare
. Y,Jbllc Health Service
¥ond and Drug Administration
“Rockville, MO 20857

. SUBJECT: © i )
A TNDA 8 714

:DéarfDr;”Seife:-

VALﬁra+e‘In3ec,'
Reglster‘b ; X




NDA 83-714 25

Chromalloy Pharmaceuticals. Inc.
Carter-Glogau Laboratories Division
Attention: Samuel M. Fainberg, Ph.D.
5160 West Bethany Home 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 Estradiol Valerate Injection.

Reference is also made to the FEDERAL REGISTER notice of September 29, 1976
relating te estrogenic products.

In accord with the FEDERAL REGISTER notice, page 43116, "For estradiol valerate
sterile oleaginous solution, approval of a full new drug application (21 CFR
314.4(c) (2) must be obtained prior to marketing such a product®,

If you elect to file for this product a full new drug application should
be appropriately submitted.

Your materfal is not being evaluated but will be retained in the {ile.

// }zs/;?
rector . o
Division of Generic arué Monographs
Office of Drug Monographs
Bureau of Drugs

LOS-DO0 L .
HFD-614 ,hf»%u }»» fypr
VVKarusaitis/JdMeyer/MIarski 'f17

/f4R/D init JIMeyer/MSeife/8/24/77
ps/8/24/77
ack
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“(M-C LABS)

{OFFICES: * | | L
5160 WEST BETHANY HOME ROAD ® GLENDALE, ARIZONA 85301

. TELEPHONE (602) 939-756‘5' ® TELEX 66-8304

GENEY *

June 3, 1977

rvin Selfe, M.D.

Dlrector ) h .
bivision of Generic Drug Moncographs NDA OﬁEG Al L1 ME‘\!T

Office of Drug Monographs

Bureau of Drugs

Department of Health, Educatlon, and Welfare
Public Health Service

Food and Drug Administration

Rockville, MD 208‘57

SUBJECT: ~ESTRADIOL VALERATE INJECTTON 40 MG/ML
. NDA 83-714

Dear Dr. Selfe:

We hereby -amend. ‘our appllcatlon for Estradlol Valerate In—
jectlon, 40 mg/ml, NDA 83-714. .

This amendment provides for a. change in the vial . type from
to “#kikay". The Master Formula Card reflecting this
» change is-attached. : :

There are no other changes- or. addltlons to th1s appllcatlon for.ﬂre‘
'Estradlol Valerate Injection 40 mg/ml. :

Sincerely"yours,‘

CARTHRAGLOGAU LABORATORIES, DIVISION. E L
CHROMALLOY PHARMACEUTICALS, INC. i

Samuel;M; Fainberg, Ph.D.’
.DlreAtOrr‘v L .
Technjical and‘Regulat@ry'Affairsv

SMF/jcw
encl




CHRDMALLDY PHARNMVACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION lﬁf(/j

CARTER-GLOGAU LABORATORIES DIVISION

June 1, 1977

Marvin Seife, M.D.

Director Nﬁr‘ { ’5"1!‘- iz

Division of Generic Drug Monographs ' it
£fice of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Rockville, MD 20857

SUBJECT: ESTRADIOL VALERATE INJECTION 40 MG/ML
NDA 83-714

Dear Dr. Seife:

We hereby amend our application for Estradiol Valerate In-
jection, 40 mg/ml NDA 83-714.

This amendment provides for A for the product
rather than .. - The
Master Formula Card and Manufacturlng Instructlons reflecting
this change are attached.

There are no other changes or additions to this application for
Estradiol Valerate Injection, 40 mg/ml, NDA 83- 714.

\y yours,

OGAU LABORATOREIS DIVISION
DY PHARMACEUTICALS, INC.

(M-C LABS)

SMF/jcw
encl

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

GENEF... OFFICES:
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.EHRDMALLDY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION / .
- —

CARTER- GLOGAU LABORATORIES DiVISI
December 16, 1976

Marvin Seife, M.D.

Director

Division of Generic Drug Monogrephs NDA ORSG AMENDMENT
Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare

Public Health Service EPL

Food and Drug Administration

Rockville, MD 20852

SUBJECT: ESTRADIOL VALERATE INJECTION, 40 mg./ml.
NDA 83-714

Dear Dr. Seife:

We hereby amend our NDA 83-714 for Estradiol Valerate Injection, 40 mg.
to provide for a revised insert in accord with the Notice published in
the Federal Register, Volume 41, Number 210, Friday, October 29, 1976.
Attached is the revised insert. There is no other change or addition
to this NDA.

Sincerelly yours,

CARTER GLOC}‘:AU LABORATORIES DIVISION
CHROMALLOY j PHA ALS, INC.

!
i
!

(M-C LABS)

Samuel [M. Fainberg, Ph.D.
Directdr
Technidal and Regulatory Affairs

5160 v. _oT éETHAN_Y HOME -ROAD ¢ GLENDALE, ARIZONA 85301
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GENERAL OFFICES:

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

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

(M-C LABS)

CHROMALLOY PHARNACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION
/2/447

CARTER-GLOGAU LABORATORIES DIVISION

August 18, 1976

NDA ORIG AMENDMENT
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 20852

SUBJECT: ESTRADIOL VALERATE INJECTION 40 mg/ml
NDA 83-714

Dear Dr. Seife:

We hereby amend our NDA 83-714 for Estradiol
Valerate Injection, 40 mg/ml.,to provide for
‘an additional batch size of e

There are no other additions oxr changes to the
NDA 83-714 for Estradiol Valerate Injection, 40 mg.
per ml,

7

Sincefrely vyours,
i H

[
CART@R—GLOGAU LABORATORIES DIVISTION
CHRQMALLOY PHARMACEUTICALS, INC.

et e WL 4 T

Samue& M, Fainberg, Ph,D,
Director

Technjical and Regulatory Affairs

"SMF/ jw
encl:




i“';  CHROMALLOY PHARMNVMACEUTICALS, INC.

GENER~ . OFFICES:

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

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

(M-C LABS)

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION /
L7 7
L7 AL
&

CARTER-GLOGAU LABORATORIES DIVISIO

August 3, 1976

R O©™s1asm™ ras
Marvin Seife, M.D. NDA Gi’{EGA?"EE 31
Director
Generic Drug Staff
Office of Scientific Evaluation
Bureau of Drugs
Department of Health, Education, and Welfare
Public Health Service
Food and Drug Administration
Rockville, MD 20852

SUBJECT: ESTRADIOL VALERATE INJECTION
40 MG./ML.
NDA 83-714

Dear Dr. Seife:
We hereby amend our NDA 83-714 for Estradiol Valerate
Injection, 40 mg./ml., to provide for an additional

batch size of ———mmm

There are no other additions or changes in this
NDA for Estraiol Valerate Injection, 40 mg/ml.

Sincife;y yours,

!

CARTAR—GLOGAU LABORATORIES DIVISION
UTICALS, INC.

L gy i
\ﬂ ~Samuel M. Fainberg, Ph.D.
ﬁ“ . /Director

2~ Technilcal and Regulatory Affairs




///ZQZ%CWV{/ e
s CHRDMALLDY PHARIVIACEUTICAL INIC.
A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION H ;W

CARTER-GLOGAU LABORATORIES DI\

August 3, 1976

Marvin Seife, M.D.

Director

Generic Drug Staff

Office of Scientific Evaluation
Bureau of Drugs

Department of Health, Education, and Welfare FPLq
Public Health Service '

Food and Drug Administration

Rockville, MD 20852

SUBJECT: ESTRADIQOL VALERATE INJECTION

40 MG/ML

NDA 83-714
Dear Dr. Seife:
Reference is made to your letter of April 23, 1975 and
May 23, 1975, both regarding Estradiol Valerate Injection
40 mg./ml., NDA 83-714.

In response to your letter of April 23, 1975 we are
supplying the following:

1. Final printed labels are attached.

2. Estradiol Valerate will be assayed as per USP XIX.
In response to your letter of May 23, 1975:

No manufacturing of this product will be doné‘in the

Melrose Park facility. If there is any change in this
the proper filings will be de.

{M-C LABS)

kY
Sinc reiy yours,
1]

CART R—%LOGAU LABORATORIES DIVISION

”1?7\Z> CHRO! LJOY PHARMMCEUTICALS, INC.
! ;
: i

Samuel M. Fainberg, Ph.D.

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

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

& B ;/: Directfior

3] Q%? (7y Technilcal and Regulatory Affairs
E ‘q, \A_'/’
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A CHROMALLOY PHARMACEUTICALS, IBJC:.

.
‘\-"'r,'

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

January 12, 1976

Marvin Seife, M.D, » ‘NDA OR,G AMENDMENT
Director : ' S
Generic Drug Staff

Office of Scientific Evaluation

Bureau of Drugs - ,

Department of Health, Education, and Welfare

Food and Drug Administration

Public Health Service

Rockville, MD 20852

SUBJECT: NDA 83-71k4
ESTRADIOL VALERATE INJECTION 40 mg./ml.

Dear Dr. Seife:

We are filing this supplement to our NDA 83 714 for
Estradiol Valerate Injectiom 40 mg./ml.( ___ N
~— ) to provide for an additiomnal batch size of ““~7~—~4

Attached is the Master Formula Card and Manufacturing
procedure for this additional batch size.

There are no other changes or additions in this NDA.
é |
Bincgrely yours,

¥
i

CAR RéGLOGAU LABORATORIES DIVISION

(M-C LABS)

Samuefl M. Fainberg, Ph.D.
DirectYor
Technical and Regulatory Affairs

SMF/ jw
encl
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A SUBSODIARY OF CHROMALLOY AMERICAN CORF’ORATION

CARTER- GLDGAU LABDRATCJF!IES DIVISI-N
May 30 l1975

"~Harv1n Se 5fe, Iﬁ-i'Q}D-”
T rector e ' _
Divisi on . of Generlc Brug Monobrdphs
fice DI r,‘Ionographs :

_.Bureau of Dr‘gs v
- Department of Healthe,

and

B “d,u ca _t-ion', ) Welfare




WITHDRAWN s
CHRDMALLDY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABCJF!ATDF!IES DIVISION

May 30, 1975

Marvin Seife, M,D,

Director nkﬁﬁfiﬁ
Division of Generic Drug .Monographs

Bureau of Drugs » 11115
Departwment of Health, Loucatlon and VWelfare

‘Public Health Service
Food and Drug Administration
Rockville, MD 20852

SUBJECT: NDA 83-71k
-~ (estradiol valerate)
Injection, 40 wmg. per ml,

Dear Dr. Seife:

On the date of March 5, (1975, I submitted

a letter to you advising you of a name change
effecting the former Meyers-Carter Tacility in
Glendale, AZ.

The terminoclogy of the letter of March 5 is
incorrect and I hereby withdraw it and request
that the attachwent herffo bé¢ made a part of
the file for NDA 83-71

Samiel M,

Fainberg, Ph.D.

(M-C LABS)

SMF/ jw
Enc

5160 WEST BETHANY HOME ROAD o GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-1426 ® TELEX 66-8304

GENERAL .. ICES:




Earterbalegau Laboratories Division
womalloy Pharmaceuticals, Inc.
&ttmtm. Sammel M. Fainberg '
5160 W. Bethany Home Roed | MAY 231975
Glendale, AZ 85301

Referemce is made to your sbbreviated new drag apglieatien submittad
pursuant to Section 5&5&) of the Yederal Food, Drug, and Cosmetic Att
for

. (estradiol valerate) Injection, 40 mg./ml.

made to (1} your cenmunication dated March 5, 1975,
mding the appliggtion and (2) our letter of April 23, 1975, request-
fng addizfonsl infermation.

Labnmzuias as.visiea and Gl«ggm ax«ﬁ )
t:mwny, Im. :lute the mﬂﬂa&a& m &az:ee:—ﬁiam
L&bmmiea Division, Ck h 2

B} dnclud

S

- fo reflect the neme

-~ - loestion ﬁw manufactering.

m Ehe“mim“ﬁ' Emvm' mwmtmm
to €I) M ﬁbe aﬁnimi :taie %

HFD-530 HFD-614 HFDx616
JLMeyer/MAJarski [
R/D init.JMeyer/MSeffe/5-20-75
Final typing/rt/5-21-75




BDA '%3»»&%&

m A5 \
W& 33*?14 :

.....

Cerser Iaboratories Hdvisien
Qﬁtmﬁl&g Pharsacestical, Inc.
Kttention: Samsel M. Faisberg APR 54 454,
5160 ﬁam: Eﬁt:haay Home Boad | <& 1975

Eeference :{s uwade to your abbreviated new drup applications submiteed
pursuant to Section 505{b) of the Federal ¥ood, Drug, sud Cosmetic aez
for (1) Estradiol Valerate Injection 16 mgafsl., Te:  83-346, (2) Zervedio
Vaierate Injection, 20 ug./ml. re: 853-547; and (3) Batradiel ?ﬁhrm
Injestion, 40 ﬁEaM

Mﬂm& fe slso made o your cemaunis
lating to these applicetion, f.e., comuen

¥e -have mﬁﬂe& our tmw af :ﬁm sbbrevisted vew drup a@ﬁmﬁm
and have the followiag ¢ L8

3. Pioal printed vial iabels are Imkiag from all applications.

ralaziag ﬁ@ | m; gma&irwﬁ

. ¥ gxwiﬁm haw boen made for an aseay of estyy
setive ingradient.

o provisfon hss been pade for & eamr ail faztiw for the
2§ ag«ixi* dosage fora {raz 83-547, mm}atm »8 subuitved
| 2573 dndicate ‘oil)

3.

. - L& ia i o e e
Tt B e I R B AR TR R RS TR SR e M, SRR Eraton

e

APPEARS THIS WAY
ON ORIGINAL




Hysrs-Carter Laboratories i‘;ivisim e
Chremalley Pharepgeeutisal, Inc. .
DA 83-548, WDA B3-547, WDA 83-714

Thevafore, in oxder ko deternime that the tests applied ko the drug
dosage form are adeguate to agsaure identity, sttength, guality and
purity we are rsquestiag

(a) recovery studies which verify the sbsolute strength of the
drug dosage form velative to your asesy procedures (Including
& complete account of the procedsre) and,

(&) an svaluation of the
e g% YORY proceduve.

Flease let us have your respense prompily.
Sincexrely yours,

Harvie Seife, M.B.

Piveetor

Bivision of Ceseric Drug Honegraphs
Office of Drug Yomographa

Suresu of Truge

RET

LOB~B0

Bup

HFD-530

BFD~614

HFD-616 EM I “”” 75
JiMeyer/¥AJars

R/B init. MSeifefCHMillar/4-17-75
Final typing/rt/4-21-75 :

rev w/f Svmaia Qé/”’hf \




_—
Vo | NDA ORIG AMENDMENT 5,
9 CHROMALLOY PHARMACEUTlCALS INC.

A SUBSIDIARY OF CHROMALLOY -AMERICAN CORPORATION

CAF%TEF! GLDGALJ LABDF?ATDFHES DIVISIDN
March 5, 1975

uuf§‘4}”
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, Maryiand 20852

'SUBJECT: NDA 83-714 | | N
: e - ~=(estradiol valerate) INJECTION,
40 mg. /ml. :

Dear Dr. Seife:

We are attaehing hereto FD Form 356H to amend. our NDA 83-714.
- for ——————— (estradiol,valesate) Injection, 40 mg. /ml.

) ‘Also attached 1s a copy of the letter executed by Mr. Ronald M..

~ Carter, President, Carter-Glogau Laboratories Division, Chromalloy.
Pharmaceutical, Inc. which indicates.the consolidation of Myers-—
Carter Laboratories Division and Glogau and Company, Inc. and
provides for their name change, effective immediately.

' There has been no change 4in the physical location of the plant
"facilities in Glendale, Arizona and/or
. There 1is-also no change in company operations and. personnel at
either facility. Changes in the signature lines. on labeling
'will be made at the next - printing or within'a-x months,; whichever
'date is. first. - : '

(M-C LABS)

,Techiical.and Regulatory Affairsgfff
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Dlv:smn of Chromalloy Pharmaceuhcals Inc [ A Subsldlcry of Chmmalloy Amerlcun Corporcnon

February 14, 1975 -

=

Marvin Selfe, M.D.: oo - o ' S

Director = o : , - ’ . : : fﬂf-A\’i

Division of Generlc Drug Monographsv- ' ' ' o
_ Office of Drug Monographs ' -
J.Q'Bureau of :Drugs ' L C
';fDepartment of Health, Education, and Welfare :
Publlc ‘Health Service: .
Food and Drungdministratlon #j,.,'

EESTRADIOL VALERATE INJECTION
120 mg per ml.,. e

”éﬁprxoil not sesame - 01lf

x66-8304.



SEP 19 1974




Al = é

RESUBISS we
. M
v. Division of Chromalloy Pharmaceuticals, Inc. ¢ A Subsldlary of Chromalloy American Corporation T
June 14, 1974
Marvin Seife, M.D.
Director
. Generic Drug Staff
Office of Scientific Evaluation
Bureau of Drugs
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service
Food and Drug Administration
Rockville, Maryland 20852
SUBJECT: NDA 83-714
(estradiol valerate) INJECTION,
40 mg./ml. -
Dear Dr. Seife:
In reference to your communication dated May 28, 1974 we are en-
closing a letter from ' ~ - responding to
your comments regarding o Please note
T that:
(1). Myers—-Carter provides -_ .
with the Sesame 01l Which is added to ehe
s o Th1ls Sesame 01l is
(2). = as reconfirmed that
they have no difficulty in =wwsme=s= 40 mg. of
Estradiol Valerate in -~ e :
MmP
oy Encl.: Letter from '




MAY 2 8 1974

Hyere-Cartar mmam m,
Attention: ¥r. Samuel Reduberg
3360 Vast Bethany Soae Boad
Glendale, AZ 85301

sfarence is made o your abbrevisted new drug dxvma'? ps sabmditted

gwm te Section SG5(b) of the Federal Food, Drug, and Gomtic Act
SEL ] ‘

_ﬁ}

samémz Yalerate m 'f_".j;

In relation wﬁwﬁésﬁ@«ﬁ?. vence s alw

M ﬂﬁ&.}. 'm oz ggg iten £ owing roas:
;sies (i comnvetison with 837X §e

APPEARS THIS WAY
ON ORIGINAL
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%. Standsyd Preparatioa:
The samufacturer gpecifies the diseolvtdon of 40 wp. of Estradiol
Valezste fn — e G exporisnte baus Been that the

ééas»ﬁﬁ.mtémmm:ﬁz — B would e
alcolol to dimaolve this sweunt of Estradinl Valerate.

xa view of these commanta, the vationale for nosconformity with the
: T lined in JA0SE Voi. 56, Ne. 2, »g. 5i1 (1573) 1e
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RPD-13 1
HFD-8 el v <joo
mmmmimyaﬂwms.
R/D init. MSedfe/IMeyer/S-17~74
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OFFICE OF PHARMACEUTICAL RESEARCH _
AND TESTING (WFD-420) May 8, 1974

LOS ANGELES DISTRICT
HFR-9260

NDA 83-714, Estradiol Valerate Injection
Revised Analytical Methedology

We have reviewed the revised amalytical procedure per the March 28, 1974
request of Mary Ann Jarski (HFD-107). We have the following comments:

1. ST

2. Standard Preparation:

The manufacturer sp&ciﬂes the dissoluticn of 40 mg. of Estradial
Valerate in = Qupr experience has been that the
40 mg. will not dissolve in the ———weww. We would yse “——ie
alcohol to dissolve this amount of Estradiol Valerate.

For your information, we are attaching a copy of the AGAC. Official First
Action procedure for Estradiol Valerate.

If we can be of any ft}gfther assistance, do not hesitate to call.
Ml HURAS

DONALD D. DECHERT
- RESEARCH COORDINATOR

Attachment:
ADAC Procedure

_cc: FSB/EBRO (HFO-130)
@Fﬁdﬂ?, Attn: #ary Asn Jarski

et



¢ (Vol. 56, No. 2, 1973)

wnd sted eluates from 350
+ blank eluate. If liq. is
nin} before detg A. Cale.
olus, A4 and Ad’, resp,,
W max.
HCl/m!

= (AA/347) X C X F,
F = diln factor.

Wl for the determination
Mets was adopted oflicial

ial First Action
6.018, 46.045, 46.054,
| 46.060.)

Reagents
Approx. 15 pg/ml. Aceu-
1 Dienestrol, dissolve in
to concn. Stare in low-

cid.—Carefully add, with .

M ml
. in e
:able 3-4dayaing s fask.
5 follows on day of use:
d uir stream, mixt of 10.0
e 200 ml [Ha.0-washed
10.0 ml MeOIl. Proceed
dn and 5.0 ml dienestrol
wild be clear and exhibit
and correeted A, 36.C14,

+ 1 McOH, while

~Celite 543, acid-washed.

reparation of Columns
: Celite and 3 ml 0.25M
K 22 mun glass chromatge
. Tamp mixt, tightly and
Prewash colimn with 23
swed by 23 mi benzene.

tely weigh freshly ground

dicnestrol into 150 ml-

Kil'Oy and wet sample
te and mix thoroly with

Cmixt. to 200 X 22 mm
elass woul pad in 2 equal
wrtion moderately tight.
£ Uelite and add rinse to
tatula, and beaker with
1o top of column.

“jomatography

t eluate from sample col-

A at ca 246 nm.

|
. Use reagent

3

[

et o Kok i 4 n i & ik st s

. R - I‘
D'{-"‘ ]72,/

7

CHANGES IN METHODS3

wmn passes into trap column. Add 25 ml benzene t

trap column; then add 175 ml beazene-isooctane
{84 1) to sample column, using several portions to
rinse sample beaker. Maintain LL_\, er of eluant over
trap column. {(To m: intain this reservoir in tmp‘
column, counect the 2 columnns with air-tight stop-:
per, i.e., hollow No. 4 Nalgene stopper with hole ;
drilled to accommodate stem of sample C()lumn)

Discard sample column when elution is complete. 1
| Std Edradiol Valerate in 100 m! vol. flask and dil.

Wash trap column with addnl 25 ml benzene- is0-
octane (941) and discard eluates.

Flute dicnestrol from trap column with 3.2) ml
H2O-washed ether into 250 ml g conical fiaxk contg
10 ml absolute aleohol. Without delay evap. to near
dryness, using air stream and gentle heat. Rinse flask

wals with stoall amt absolute alcohol and evap. soln l
. fitted with 1347; 18 gage needle), transfer accurately

to dryness. Pipet 25 ml McOH into flask, stopper
tightly, and let stand several min with frequent ;
vigorous swirling.

Isomerization

36.C13

Into sep. 25 ml g-s conical flasks pipet 3 ml di- :

enestrol std soln, 5 mlsarnyle prepn, and 5 ml AeOH

as reagent blank. Add 5.0 ml methanolic H2504 to ;

each flask with swirling (solns will become warm).
Stoppe. ﬂ'hl\:. tl“‘hth and shake vigorously; then i

36.C14
Det. A of sample and std solns between 400 and |
240 num in 1 em cells against reagent blank. Coxrect
A at ca 303 nm by subtracting A at 360 nm.
mg Dienestrol/tablet = {(1/4) X C X V' X ¥ l/
Q, where A and A’ refer to sample and std solns,
resp.; C = exact concn of std in mg/mi; V = ml
sample diln (25 ml); 1" = av. tablet wt (g); and @ =
sample wt (g).

(7) The following fluorometric method for the :

determination * of estradiol valerate (979328) in

sesame oil or ethyl oleate injectables, JAOAC 54,

1192(197 1}, 56, 86(1973), was adopted official ﬂlbt4

action:
e . -

Estradiol Valerate—Oflicial First Action
36.C15 '
Oils are eluted withi heptane from CI3NO»>-Celite
column. Estradiol valerate is eluted with addnl hep-

tane, and detd by ﬂuommctx) at max. intensity, ca
328 nm.

Principle

36.C16

(a) Recording  spectrophotofluoronteler.—Aminco-
Bownan SPF, or equiv., with 1 em cell path, Xe
lamyp, =lit arrangement No. 4, excitation w avelength
285 n, mcl(‘r multiplier 0.1, and sensitivity to pro-
duce 709 fluorescence for std soln at 328 nm.

Apparatus

Y

Detcrmination 1

511

(b) Glass chromatographic lubes.—250 X 25 mm
id.
36.C17 Reagents

(a) Heplane.—Redistd.

(b) Xitromecthane.—Spectral grade, or equiv.

(c) Dhatomaceous carth.—Celite 545, acid- washed.

(d) Estradiol valerate std soins.—(1) Stock soln.—
0.4 mg/ml. Accurately weigh ca 40 mg USP Ref.

to vol. with absolute alcohol. (2) Working soln.—16
ug/ml Dil. 2 ml stock soln to 50 ml with absolute
: alcohol
i

: 36.C18
Using “‘to contain’’ pipet {or hypodermic syringe

Preparction of Sample

measured vol. sample contg ca 40 mg estradiol

tane and add wash to vol. flask. Dil. to vol. with
:“heptane and mix.

! valerate to 100 ml vol. flask. Wash pipet with hep-
| p
i

36.C19 - Preparation of Column
i Place glass wool plug in base of chromatgc tube.
¢ To 10 gCelite in 250 ml beaker, add 11 ml CHaNOo.

(Cautien: CHaNOz is toxic and flammable. Wear

i
!
; ‘Tesistozt rubber gloves when using it. Use effective
! fume removal device.) Mix until fluify and aaq w
tube iz portions, packing moderately after each

addn. Place glass wool plug above column packing
and prewash column with 50 ml heptane.
36.C2¢ Determination
Trander 2 ml sample soln to column, Wash with
5,5, 10, 10, and 40 ml heptane (70 ml total), allowing
each portion to pass thru column before adding next.

{ Change receiver to 250 ml béaker and continue
eluting with -heptane, collecting ca 150 ml. Evap.
i eluate to-dryness and quant. transfer residue to 50
ml vol. fask, using absolute alcohol. Dil. to vol. with
absolutealcohol. )

Adjust spectrophotofluorometer to ca 705 fluor-
escence intensity at 328 nm with working std soln.
Scan sample and std solns from ca 280 to 450 nm,
reading 6% fluorescence at max. at ca 328 nm. Use
absolute aleohol as blank.

mg Estradiol valerate/ml = 100 X C X (F/F} X
(1/V), where C = concn of std soln (mg/mb): F and
F' = fisorescence of sample.and std solns, resp., at

-._-»—--———-~~—1 Discard eluate. (Caution: Sec 46.011 and 46.039.)

328 nm, each corrected for blank; and 17 = vol. of

sample taken.

[ -

| (8 The following colorimetric method for the de-
| termination of benztropine mesylate (132172 1 tab-
( lets snd injections was adopted official first action:

[oa———

i - PUNI




HpA 9833714

¥yera~(arter Laboratoriss, Ine. APR 021974
Atteation: Hr., Samuel ¥, Painberg

5160 Weat Bethany Home Road

tlendale, AZ 83301

Centlemen:
Reference is made to your abbreviated new drug application submitted
pursuant to Seetlon 505(h) of the Faderal Foed, Drug, and Cosmetic

Aet for ~ ————— (estradiel valerate) Injection, 40 mg.

Reference 1s alse made to your communicatlons dated Janwavy 30 and
Harch 8, 1974, pertaining te the application.

We have reviewed the matarizl submitted and have the following comment:
Your assay methodology hiss been submitted to our lsborvatories for
evalugtion and we will corrsspond with vou after thelr review is

completad.

The waterial subwmitted is baing retained as part of vour ayplicatien
for this artiela,

Sincerely yours,

. P 0
é.‘ﬂtl(f C’ @VP@/@Q'(,\:\A—EW // nd

ce: ¥Marvia Seife, X.ND.

L0OS~DO Director

Dup Cenerie Drug Staff

HFD-107 Office of Selentifiec Evaluatiom
HFD-8 Bureau of Drugs

HFD-106 4, ;l

HFD-13 W 7¢'

MAJarski/JLMeyer

Final typing/kim/4-1-74
Rck.
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"3 MYERS-CARTER
LABORATORIES... March 8, 1974

“gv o Jr= &

RESUBMISSIO;

e
14

| NDA ORIG AENDMENT

i

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M.D.

Director

Generic Drug Staff ,

Office of Scientific Evaluation

Bureau of Drugs : :

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

Food and Drug Administration .

Rockville, Maryland 20852

SUBJECT: NDA 83-714
- ~~ (ESTRADTOL VALERATE) INJECTION,

40 mg. per ml.
Dear Dr. Seife:

On January 18, 1974 we filed requested information regarding the
change in assay procedure for Estradiol Valerate. We are now
enclosing a description of the complete methodology of the assay
procedure as requested for our NDA 83-714 for
(estradiol valerate) Injection.

Sincerely yours,

11 {
i :
MYEWRTER ﬁTORI‘ES » INC.
! &W

SamuelfM.-FEIﬁberg,
Directpr, .
Technical and Regulatory Affairs

MP

Enclosure: Assay Procedure

CABLE ADDRESS - “M-C LABS PHX" TELEX 668 - 304



f;OAC (Vou. 56, No. 2, 1973)

;_le and std eluates from 350
amn-blank eluate. If lig. is

td solus, A4 and AA’, resp.,
1 and max. A at ca 246 nm.
se. HCl/ml

. = (A4/AAY X C X F;
nd F dxln factor

sthod for the determination
.tablets was adopted- official

ficial First Action

., 46.018; 46.045, 46.054,
and 46.066.)
' . Reagehtsv
—Approx. 15 pg/ml. Accu-
Std Dienestrol, "dissolve in

. to conen. Store in low-

‘cacid.—Carefully add, with
0 30 ml'cold MeOH, while
xt. in ice-Hz0. Use reagent
sstable . jdaysings fask.
L as fO“wv\(b on day of use:
and air stream, mixt of 10.0
in ca 200 ml H:O-washed
in 10.0 ml MeOH. Proceed
soln and 5.0 ml dienestrol
should be clear and exhibit
w, and corrected 4, 36.C14,

r—Celite 545, acid-washed. -

Préparatidrz of Columns
i g Celite and 3 ml 0.25M
¥ X 22 mm glass chromatge.

ug- Tamp mixt. tightly and
L Prewash column -with 25

Howed by 25 ml benzéne.
rutely weigh freshly ground
o - dienestrol into 150 ml

I K304 ‘and wet sample .

-me and mix thoroly with

le mwt Ao 200 X 22 mm
1 glm« waol pad in 2 equal
;_mrtlon moderately tight.
2 g Celite and add rinse to
spatula, and beaker with
sad to top of column

C_hromatographg;

at elu

RN R TS T,

. I min) before detg A. Cale..

‘rom sample col-

NI

: 36.Cl6

7 R e e e v

Thonc

CHANGES IN METHODS

umn passes into trap column. Add 25 ml benzene t
trap column; then add 175 ml benzene-isooctand
{9+1) to sample column, using several portions t
rinse sample beaker. M‘zﬁntaiq layer of eluant over
trap column. (To maintain this reservoir in trap
column, connect the 2 columns with air-tight stop-
per, i.e., hollow No. 4 Nalgene stopper with hole

drilled to accommodate stem of sample column.) -

Discard sample column when elution is complete.
Wash trap column with addnl 25 ml benzene-iso-

octane (941) and discard eluates.

Elute dienestrol from trap column with ‘720 ml
H2O-washed ether into 250 ml g-s conical flask contg

10 ml absolute:alcohol. Without delay evap. to near :
" dryness, using air stream and gentle heat. Rinse flask

walls with small amt absolute alcohol and evap. soln
to dryness. Pipet 25 ml MeOH: into. flask, stopper
tightly, and let stand several min with frequent_

. vigorous swu-hng

' Isomerization

36.C13

Into-sep. 25 ml g-s conical flasks pipet 5 ml di-:
enestrol std'soln, 5 ml sample prepn, and § ml MeOH-

-as reagent blank.- Add 5.0 ml methanolic H2804 to
each flask with swirling (solns will become warm).
Stopper flasks- tlghtly and shake v1gor0usly, then
let cool >25 min at room temp.

36. cl4
Det.. A of sample and std solns between 400 and

240 nm in 1 cm cells against reagent blank. Correct .

A at ca 303 nm by subtracting 4 at 360 nm. .

mg Dienestrol/tablet = [(4/4°) X C X V X W)/

@, where A and A’ refer to sample and std solns,

resp.; C = exact concn of std in mg/ml; V = ml

sample diln (25 ml); W = av. tablet wt (g) a.nd Q=
sample wt (g)

detelmmatlon of . -estradiol valerate (919328) in

sesame oil or ethyl oleate mJectables, JAOAC 54,

'1199(1971), 56 86(1973) was adopted ofﬁcxal ﬁrst
action:

'36.C19

Determtnatton"

36.C2b

(7) The followmg fluorometric ‘met,hod for the’

i -

Estradiol Valerate—Oﬂxclal Fxrst Action ._ '
136.C15 o

cqumn Estradiol valerate is eluted with addnl hep—
tane, aud detd by fluorometry at max mtenalty, ca
© 328 nm. . .

- " /ippa'rutu.s
(a) Recording  spectrophotofluorometer.—Aminco-
Bowman SPF, or equiv., with 1 ¢m cell path, Xe

~lamp, slit arrangement No. 4, excitation wavelength -
" 285 nm; meter multlpher 0.1, and sensitivity to plO-

_duce 709, fluorescence for std soln at 328 nm.

: , o Prmczplev
Ollb are eluted with heptane from CH3NO,- Cellte ‘

F' =fmwrescence of sample and std solns
328 nm,, each corrected for blank and. V = vol. of -
'sampleﬁaken iy ) -

sz *2.( 673)
> 7

511

(b) Glss chromalographic tubes.—250 X 25 mm‘
id.

36.C17 Reagents

(a) Heptane.—Redistd.

(b) Xitromethane.—Spectral grade, or equiv.

(c) Dintomaceous earth.—Celite 545, acid-washed.
(d) Estradiol valerate std solns.—(1) Stock soln.—

0.4 mgfml. Accurately weigh ca 40 mg USP Ref.

Std" Esteadiol Valerate in 100 m! vol. flask and dil.

“to vol. with absolute alcohol. (2) Working soln.—16

ug/mi. Bil: 2 ml stock soln to 50 ml with absolute

‘alcohel

36.C18 - Preparation of Sample

" Using “to- contain’’ pxpet (or hypodermic syringe :
fitted with 114" 18 gage needle), transfer accurately -
‘measured’ vol. - sample - contg ca 40 mg estradiol

valerate to 100 ml vol. flask. Wash pipet with hep-

" tane and' add wash to vol. flask. Dil. to vol. with -
~heptane and mix.

Pl&m'glass wool plug.in base of _chrofﬁatgc tube:
To 10gCelite in 250 ml beaker, add .11 ml CH;NO,.
(Cautiss> CH3NO: is toxic and flammable. Wear

| resistast rubber gloves when using it. Use effective -
“fume temoval* device.) Mix until fluify and -add. tw-
tube im portions, packing moderately -after each
. -addn. Plsce glass wool plug above column packing
* and premash column with 50 ml heptane. '

Deter}ninagio‘n

Transfer 2 ml sample soln to column. Wash with
5, 5, 18, 10, and 40 ml heptane (70 ml total), allowing
each peetion to pass thru column before adding next.

Discard eliate. (Caution: See 46.011 and 46.039.) -

Change receiver to 250 ml beaker and continue

eluting with heptane, collecting ca 150" ml. Evap..

eluate to dryness and quant. transfer residue to 50

| ml vol. 8ask, using absolute alcohol. Dll to-vol. with

absolute alcohol.
Adjust spectrophotoﬂuorometer to ca 10% fluor-

_escence mtensity at: 328 nm with working std soln.
-Scan ssmple and std solns from ca 280 to 450 nm,

reading % fluorescence at ‘max. at ca 328. nm. Use
absohste alcohol as blank. o

mg Estradiol valerate/m] = 100 X C X AF/F) %
(1/V), whiere'C = concn of std soln-(mg/ml); F and

: Prepardtiori of Column '

, resp., at.

(S} Tlie*foll'owin'g colorimetric method for the de-
termimation of benztropine mesylate (13: 2172) i in tab-
lets and!injections was adopted official first action:




KDA 83-714
AF 9-931
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¥Myers-Carter Lsbovatvries, Ine. _ .
Atvention: Hr. Samisl H. Faisberg FEB 20 1974
5160 West Be;haﬁy Howe Road

Glendsle, AZ 85301
Gentlenen: ) |
Reference is made to your sbbrevisted new drug &;}gliﬁ&tiéﬁ submitted k‘*a -

“pursuvant to Sectisn 505(b) of the Federsl Feod, Drug, and Cosmatic
Act for ' {estyadiol valerate) Injection, 40 mg.

Raference is also made te your commmnication dated January 18, 1974,
es"mlnsﬁmg nanufacturing iaformstion,

 We have completed our review of this sbbraviated new drug application,
Hewever, before we are sble to resch s final conclusion, the followiug
additional informatien is necessary:

1. Submit the final pristed lakeling as per gur letter dated
Jonuary 23, 1974,

2. It is requested that the complate assay yma&éum for astradiol
vazamz& be submitted for evalwatfen.

Please let us have your response premptly.

o eer .
LOS-DO
‘Dup *
“HFD~107
HFD-8
HFD-106
HFD-13
JLMeyer/RJWolters/2—6 74
R/D init. by MSelfe/JMEyer/Z—S 74
Final typing/kim/2-8-74 '
Rev w/f



"J MYERS-CARTER
L ABORATORIES..

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M.D.

Director

Generic Drug Staff :

Office of Scilentific Evaluation

Bureau of Drugs

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

Public Health Service

Food and Drug Administration

Rockville, Maryland 20852 S

SUBJECT: NDA 83-714

(ESTRADIOL VALERATE) INJECTION,
40 mg. per ml. :

Dear Dr. Seife:

In reference to your communication dated January 23, 1974, we
are submitting the following additional information as requested
for our NDA 83-714, ° = e, (@stradiol valerate) Injection:

e

Q. Final printed copies of the package insert are
enctésed. This insert is identical in content
to the draft copy.

(2). The assay procedufe has been revised as per the
J.A.0.A.C., 58, 511(1973) with modifications as
previously stated in our letter of January 18,
1974,

Enclosure: Final printed inserts

GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHQNE - {602) 939-1426

CABLE ADDRESS —~ *“M-C LABS PHX"’ TELEX 668 - 304



Myers-Carter Laﬁoratories, Inc.

Attention: Mr. Samuel M. Fainberg

53160 VWest Bethany Home Road 29 1974
Glendale, AZ 85301 JAN 23

Qentimen:

Reference is made to your abbreviated new drug application dated
October 17, 1973, submitted purswant to Sectioa 505(b)} of the Federal -
Food, Bmg, and Cosmetic Act for il (estradiol valerate)
Injection, 40 mg. : o

We acknowledpe the receipt of your communication dated November 29, 1973,
enelosing draft labeling.

Reference is alse made te our letter of November 28, 1973.

We have completed our review of this abbreviated new drug appliestion.
However, before we are able to reach a final conclusion, the following
additional information is necessary: o

:-r

1., Submit twelve ea‘i:ies of the final printed package insert. The
insert should be identical in content to the draft copy.
2. BRevise the assay procedure as per our letter referenced above.

. Please let ue{have your respomse promptly.

s ‘ ’ CQ@ J = ( iL?; q;f/
’ Marvin ﬁeﬁ&, H.D. J
Direetor
Generic Drug Staff
0ffice of Scientific Evaluation
Bureau of Druge

ces

LOS-DO

Dup

HFD-107 HFD-106 HFD~12 HFD-8
VVKarusaitis/JIMeyer /RIWolters 1-lo-74

R/D init. by Mseife/JMeyer/1-14~74 ‘\/ 7/
Final typing/rt/1-18-74 ' @Z’ (P> )

rev w/f
}Jg&r k!
M,u ¥
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EERSONALLY SUBMivTED BY

| ' \\'\Jx W ooy o b n
~ el L RN
Lol =z

\/ MYEHS'CARTEH January 18, 1974
LABORATORIES . RESUBRISSION

. SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION iITPA iIN Rrarag ‘
NDA GRIG AMENDMENT

‘Marvin Seife, M.D.

Director

Generic Drug Staff

Office of Scientific Evaluation

Bureau of Drugs
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

Public Health Service
Food and Drug Administration
Rockville, Maryland 20852

SUBJECT: NDA 83-714

- (ESTRADIOL.VALERATE) INJECTION,
40 mg. per ml. .

Dear Dr. Seife:

In reference to your letter of November 28, 1973,
we are submitting the following additional informa-
tion as requested for our NDA 83-714, e '
~ (estradiol valerate) Injection:

" The assay procedure which we use for this
product is as proposed in the Official First
Action in J.A.0.A.C., 58, 511 (1973) with the
following modifications:

i
(1. .

(2).

A g

(,mmmuwm . st
]

5

¢

5,

(3

GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 939-1426

CARL E ADDRESS — “M-C L ABS PHX" TELEX 668 - 304



January 18, 1974
NDA 83-714
Page 2

Attached is a letter from
providing this information.

Sinc74ély yours,

MYE C/ARTER@ORATORIES IN

laass,

Fainberg,

i

Samuel M.
Direqtor, .
Technical and Regulatory Affairs

MP

Enclosure: Letter form e

c.C:

APPEARS THIS WAy
ON ORIGINAL



DA 83~714
AF 9-931

NOV 281973

Myers—-Carter Laboratories, Ime.

Mtgntiaﬁ. HMr. Samuel M. Fainberg

5160 West Bathany Home Road

Glendale, AZ 85361

Gentlomen: |

Eeference is made to your abbreviated new drug appliecastion submitted
pursuant to Bectien 5 ,,_.gb) of the Federal Food, Drug, and Cosmetic
Aot fOr ~———ememotidel (egtradiel walerate) Injection, 40 mg.
per ml.

We have completed our review of this sbbreviated mew drug application.
However, before we are sble to resch a fimal coneclusimm, the following
additional informatien is seeessary: : :

The drug dosage form has been analsaéé and our labsratnry auggest
that the assdy procedure be revised as per the J.A.0.4.C., 58,
5115¥113).

Please let us have your response promptly.

cc:

LOS-DO

Dup ' . .

BD-69 »ﬁeaeric Drug Staff

BD-66 Qffiee of Schdntific Evaluation
BD-106 Buresu of Drugs

BD-242 ' ' '

JLMeyer/RJWolters/ll 20-73
R/D init. by MSeife/JMeyer/11- 26 7

Final typlng/klm/ll—26 73
Rev w/f : _ \{‘\’\\{\/ﬁ

P
\ ’\/
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ngicmALLY SUBMITTED BY (§AZ/(W
Q @ L&. T ‘—\ T—.b P\b

T S SN SV ORI
' MYERS-CARTER SR Mgy sy
LABORATORIES... LI
SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION November 20, 1973 54’04{5/?’

Marvin Seife, M.D.

Director

Generic Drug Staff

Office of Scientific Evaluation

Bureau of Drugs

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT: NDA 83-714

_ , (ESTRADIOL VALERATE) INJECTION
40 mg. /per ml. .

Dear Dr. Seife:

':j In response to your letter, dated November 8, 1973, we are
submitting the following information.

In the DOSAGE AND ADMINISTRATION section of the Package Insert,
we have deleted ° ' and have stated the
dosage as follows:

Menopause: 10 to 20 mg. Estradiol Valerate Injection. Repeat
two or three weeks after initial injection. Con-
tinuous therapy with estrogen alone may induce
dysfunctional bleeding. '

Kraurosis Vulvae: With or without pruritus, 10 to 20 mg., I.M.
Repeat in two to three weeks after initial injection.

Amenorrhea: As part of Cyclic Therapy Schedule: 20 mg. Estradiol
on day 1. The physician is to determine when a patient
should have Estrogen-Progesterone therapy.

Draft of Package Insert enclosed. We will make the above corrections
at the time of our next printing.

Sincerely yours,

MYERE-CARTER J4BORATORIES, INC.

) | QuutiC4

Samue} M. Fainberg,
Direcfor, ISR
Technjcal and Regulatary Affairs
, PB Enclosure: Draft of Package Imsert :
GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 939-1426

CABLE ADDRESS - ““M-C LABS PHX"' TELEX 668 - 304
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Myers-Carter Laboratories, Imc. e
516 West Bethany Home Road
GClendale, AZ 85301

Beferénce is made to your ablreviated new drug application submitted

pursusnt to Section 5@5(&} of the Federal Food, Drug, and Cosmetic
Aat for ~ (estradiol valerate) Injsetiom, 40 mg. per ml.

Reference le also made to your communications dated September 6 and
Gctober 1, 1973, enclosing draft labeling, samples, and manufacturing
information.

We bave completed the review of this abbreviated new drug appzmﬁm
and have the following comments regarding the propesed labeling:

Ia the DOSAGE AND ADMINISTRATION section of the package imsert,
delete mi:erial on " and state the dosage
as follows:

Hemopause: 10 to 20 mg. Estradiel Valerate Injectien. Repeat
two to three wecks after inftial injection. Con~
tinuous therapy with estrogen alone mag fnduce
dysfunctional bleeding.

Erauresis Vulvae with or without pruritus: 10 to.20 mg. L.M.
BRepeat in two or thvee weeks afrer imitial iajection.

As part of Cyclic Therapy Schedule: 20 wg. Estradfol
on day 1. The pliyeician is to determine When a patient
shm:iﬁ have Estrogen-Progestercns tiiezapy‘

‘In a&éiﬁm, before the application can be approved, it is pecessary to
‘have a satisfactory establishument Inspestion report as reguested in our

mﬂmm since Juae 29, 1973.

'Please let us hsve your response promptly.

ce:l

Les—
Dup j 45
BD- 69 BD- 66 B 6 BD-24

R/D init. MSeife/JMeyer/11-1-73
Final typing/rt/11-1-73
rev w/f
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P%ONH&Y SUBMITTED BY /éc/ o/ ///
Reigew SRS RESUBRISSION

Ko : Lo =i =T
- MYERS-CARTER : October 1,51973ND — . _
L ABORATORIES... - NDAORIG AMENDMENT

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M.D.

Director

Generic Drug Staff

Office of Scientific Evaluation

Bureau of Drugs

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT: NDA 83-714 _
e (ESTRADIOL VALERATE) — INJECTION
40 mg. per ml.

Dear Dr. Seife:

Tn response to your letter, dated September 24, 1973, we are
submitting the following information.

1. Package Insert:

a., We have revised the dosage levels in the DOSAGE AND
ADMINISTRATION section as requested.

b. We have clarified the dosage administration as requested,

¢c. We have clarified the potency in the HOW SUPPLIED section
as requested.

2. The tests performed on the active ingredient, Estradiol Valerate,
are as listed in the U.S.P. XVIII, Page 241, (Copy of U.S,P.
Page 241 attached). The tests are as follows:

Continued

‘ | Qo Ve
%WW St W =S \Q-lovT1 3
GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 939-1426

CABLE ADDRESS -~ ""M-C LABS PHX" TELEX 668 - 304
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Page(s) of trade
secret and /or
confidential
commercial

information



MYIEKO~UAKTEK LABURATUKLED, LNUL.

Page 3, Continued
NDA 83-714
October 1, 1973

Sincerfly yours,

MYERS RTER

SamueliM. F&fﬁgéfé, Director,
Technidal and Regulatory Affairs

TORIES, INC.

N

o
e

PB

Enclosure: Page 8 of the revised Package Insert
Copies of pages from USP (3) & N.F. (1)
Copy of Certificate of Analysis

APPEARS THIS wa
ON ORIGINAL |
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AF 9-931

Myars~Carter Laberatories, Inc.

Attention: Mr. Samuel M. Paivberg

5160 West Bathany Home Read

Glendale, Arizena 85301 -

Geatlenent
Reference is made to your abbreviated new drug application submitted

pursuant to Section 505(b) of the Pederal Pood, Drug, and Cosmetic Act
for — {gsmdial valeraste) — Injection, 40 ung. per mi.

{cation dated August 7, 1973, en-

Reference iz alno maéa £o youxr com
abeling and mmﬁaemﬁug information.

eloging revised

We coipleted our review of this abbreviated new drug application. How~
ever; mfum we ars ak:be to reach a final conclusien, the followimg

addition: -':_j; infornation is necassarys

1. ?aﬁksaga» insercs

&) &eﬁsa the dosage levels in the DOSAGE AND ADMINY
section as raquested in our letter aﬁ Jume 29, 1973.

b) It is noted that the preparvation is a 1aag~aamg estrogen
p%&mﬁ (afﬁea&s last 2 to 3 weeks). However, the dose 1s to
be admniniste: seferably in divided doses. Pleasse

arine infarmation ﬁnz m aamies wta
':mméﬂ%gazm poteney was not listed..

ed on the dyug dosage fors and




Myers—Cartar Laboratories, Ine.
HDA B3-714 g

b

5. Include samples of the drug dosage form and active ingredieat
(inmcluding the certificate of analysis) as per your commitment.

6+ A satisfactory establishuent inspection as requested in our letter %
of June 29, 1973,

Plesse let us have your response promptly.

LiD Q'.lfﬁ; Hedo
Pirvecter

Generic Drug Staff
Dffice of Sclentific Evaluation
Bureau of Drugs

ces
LOS-DO
Dup
BD-69
. BD-66
BD-=106
D~242
VVKarusaitls/JLMeyer/RJWolters/9—17-73

’7R/D init. MSeife/JMeyer/9-19-73
Final typing/rt/9-19=73.
3%

rev Y/f | ‘§7Wl Ne 7’
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Rz | QT .
' MYERS-CARTER | Fregret
LABORATORIES... September 6, 1973

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M.D.

Director

Division of Actions Implementation

Drug Efficacy Study Implementation Project Office
Bureau of Drugs

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT: NDA 83—714 (CAC NO. 136)
— (ESTRADIOL VALERATE)
~— INJECTION, 40 mg./ml.

Dear Dr. Seife:

As stated in our letter to you, dated August 7, 1973,
Page 2, Number 5, we are submitting six samples of
NDA 83-714, = —~——————==nw. (Estradiol Valerate) =~
Injection for your approval. A

ORIES, INC.

Samuel M.
Technidal and Regulatory Affairs

PB
Enclosure: Samples

c.C.

GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLiENDALE, ARIZONA 85301 TELEPHONE -(602) 939-1426

CABLE ADDRESS - “M-C LABS PHX" TELEX 668 - 304
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MyvERs-cARTER [ T TS
LABORATORIES... snsc 1, 1971 DLd

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M,D.

Director

Division of Actions Implementation
: Drug Efficacy Study Implementation Project O0ffice

Bureau of Drugs

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT: NDA 83-714 .
—.. (ESTRADTOL VALERAT
== INJECTION, 40 mg,/ml,

Dear Dr, Seife:

In response to your letter, dated June 29, 1973,
we are submitting the requested Information,

1. Package Insert:

a, In the ACTIONS section, we have added the
statement, "The estrogenic effects last for
approximately two or three weeks after ,a
single intramuscular injection™ as suggested

EYTSh IR Nat NDA ORFG_ AMEND.MENT

b, TIn the DOSAGE AND ADMINISTRATE@N'seCt$QQ% we

have revised the dosage levels as suggested

and in addition, we have deleted.the .statement,

"Estrogen Deficiency:,.,indtvidual patient",
as suggested,

2, The drug will be manufactured, proceésed;fpackaged,

and 1abeled at:

MYERSFCARTER LABORATQRTES, INC,
5160 W. Bethany Home Road
Glendale, Arizona 85301

Continued

\\—/

GENERAL OFFICES ond PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 939-1426

CABLE ADDRESS - "M-C LABS PHX" TELEX 668 - 304



MYERS-CARTER LABORATORIES, INC.'

Page 2, Continued
NDA 83-714
DPrxr, Seife

3. We have included the actual analytical procedures
used to assure that the drug dosage form and
components will comply with the specifications and
tests described in an official compendium, iif:such
article differs from the compendium drug, that the
specifications and tests applied to the drug and its
components are adequate to assure théir identity,
strength, quality, and purity as requested,

4, (7 iv.) Methods used in, and the Facilities, :and
Controls used for the Manufacturér; Processing, and
Packing of the Drug.

Ingredients Per Batch

Estradiol Valerate -

Caster 011 e

Benzyl Benzoate s
VeBenzyl cAleehol e

CAUTION NOTICE IS, POSTED AS FOLLOWS:

RN CAUTION: Hazardous Drug - Potent Estrogen. Can cause

J enlargement of breasts or high pitch:voice in
the male, etec. Precaution must be taken to
avoid inhalation and all other contact, Wear
protective gloves and clothing and wash
thoroughly and immediately after any contact,
Process so as to prevent cross-~eontamination
of any other product.

5. Samples will be submitted\in a separate mailing at
a later date.

ORATORIES, INC.

Technidal and Regulatory Affairs
PB

Enclosures: Copy of revised| Package Insert
Test Procedures’



PEBSO@&I‘LY SUBMITTED,.BY BESUBM]Q%N
MYERS-CARTER Z& Tow  PAURIG AMENDMENT

LABORATORIES.. s 11 111 e

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M,D.

Director

Division of Actions TImplementation
Drug Efficacy Study Implementation Project O0ffice
Bureau of Drugs
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

Food and Drug Administration
Rockville, Maryland 20852

SUBJECT: NDA 83e714 1
s (ESTRADIOL VALERAT
—— INJECTTON, 40 mg,/ml,

Dear Dr, Seife:

In response to your lettexr, dated Jume 29, 1973,
we are submitting the requested informatioen,

1. Package Insert:

a, In the ACTIONS sectton, we Have added the
statement, “The estrogenic effects last for
approximately two or three weeks after ,a
single intramuscular injection®™ as suggested

b, In the DOSAGE AND ADMINISTRATILON section, we
have revised the dosage levels as suggested
and in addition, we have deleted.the statement,

as suggested,

2. The drug will be manufactured, processed, packaged,
and labeled at:

MYERS-CARTER LABORATORIES, INC,

5160 W, Bethany Home Road
Glendale, Arizona 85301

Continued

GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 939-1426

CABLE ADDRESS - "'M-C LABS PHX" TELEX 668 - 304



MYERS-CARTER LABORATORIES, INC.-

Page 2, Continued
NDA 83-714
. Seife

3. We have included the actual analytical procedures
used to assure that the drug dosage form and
components will comply with the specifications and
tests described in an official compendium, iffrsuch:
article differs from the compendium drug, that the
specifications and tests applied to the drug and its
components are adequate to assure their identity,
strength, quality, and purity as requested,

4., (7 iv.) Methods used in, and the Facilities,  and
Controls used for the Manufacturér; Processing, and
Packing of the Drug. E

Ingredients Per Batch
Estradiol Valerate —
Caster 0il T
Benzyl Benzoate o
wewBenzyloAlkebhol —~—

CAUTION NOTICE IS POSTED AS FOLLOWS:

CAUTION: Hazardous Drug - Potent Estrogen. Can cause
enlargement of breasts or high pitchxvoice in
the male, etc. Precaution must be taken to
avoid inhalation and all other contact, Wear
protective gloves and clothing and wash
thoroughly and immediately after any contact.
Process so as to prevent cross-~eontamination
of any other product.

5. Samples will be submit
a later date.

in a separate mailing at

ORATORIES, INC.

SamueliM, Fainberg 1re£tor,
'dal and Regulatoery Affairs

PB

Enclosures: Copy of revisedi Package Insert
Test Procedures’
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senied to have under the ccnmuona of
or sug-

recommendad
ng. '"}.e ‘»o.d(,r of tne

use prcau .,u 2,

d- ug :‘m‘;
preparations

3
iese.

are. . no louger

“anarkeled.

" A notice wAS published in the FuperaL
“ Register of February 8, 1972 (37 F.R.
" 9351) withidrawing approvai of NDA
7.24g on the grounds that reporls re-
quired undler -sectien 505¢()) of .the Act
and §§ 130.13 and 12035 (e) and (1) of

.

the new drug regulations (21 CFR 130.13

and .130.35) had not-been submilted. Ac-
" eordingly, no further action under the
i Drug Licaey St ady Imrlcment’xhon is
indicated. However, il any elated drug
for human use, -not the Slﬂ)]Cc" of an
approved new drug app]xcat*on is on the
market, it may he aficcted by the effec-
tiveness classification described alove.

A copy of the Academy’s. report has .

" been furnished to each firm referred to
above. Coramunications forwarded in re-
sponge to this announcement should be

y b eference . number
identified with {he 1 orat,ones ADA 10-—*‘02)

| DESI 7249, direcied to the attention of
. the qppror)fzate office listed below, and

addressed  to ihe Food -and Drug Ad=

ministration. 5600 Fxshexs L'we. Roch-~
ville, Md. 20852:

. Supplements (ldentify with NDA number):

Office. ‘of - Scientific ‘Evaluation . (BD—-lOO),_'_, =

Buréau of Drugs.

Original new grug npphcatxons Ofﬁce of Sci-

entific Evaluaiion (ED-100), Bureau of
DPrugs. © -

.Pequ::.ts for the Acade*n'ys report: Drug
‘Eilieacy ‘Stady Infermation Conirol (BB~
67), ‘Bureau of Drugs.

nounu.me.n. Tiray “Filicavy "Siady- anpie-
‘v\\nv\-‘.'uflr\r- Project Qffice IBn_Fn\

of Drugs.

21 U.S.C.352, 353)
and under the authority delegated to the
- Commissioner of Food and Dru"s 21
UFR‘Z 120).., : -

Daned JunezB 1872, . -

- 8am D. Fiyg,
- Associale Comanissioner
- Jor Compliance,

[FR DOC.'I"-H392 Flled 7—24—'12 8.46 am]

[DESI 1543; Docket No. FDC——D—404.
7. NDA 1543 et.c] .

Drugs for Humun Use, D.ug Ef“cacy

v _Study_vlmplenen_ atiof -

‘Research Council, Drug ‘Efficacy
Group on the followng drugs:

I. SHOGT-ACTING ESTROGENS

-Study.

“#rediol; “a. -Estinyl Tablets; Schering

-Corp., 60 Omng\. Sireet, B!oomﬁe‘d N. J.

T 07003 (NDA 5-202),

tian has indicated that .

AR other comrunl:ations tegarding this an- "~

Lureaw

AL Ezfectwezzcss
" TFood -and Drug Administration has con-
sidered the Academy’s reports as well as .

The' Food and Drug Administration.

" has evaluated reports received from the
“National ‘Aeademy of Sciences-National:

1. Preparauons containing etlmul es-.

NOTICES . ¥

b. Lynoral Tablets; Oresanoen, Inc., 375
Mount Ficasant Avenype, West Orange,
N.J. 07052 (NDA 5-190).

2. Preparations containing estradiol di-

“propionale. a. Ovaeylin Dinropionate In-

jection; Ciba Phurmaccutical Co., $56
Nlorris Avenue, .‘:u.nmxt, N.J. 07901 (NDA
7407 .

3. Prcpmat ons contauu-/zg esirone.
a. Theelin Agqueous Suzpension; Parke,
Davis and Co., Joseph Campau Avenue,
At the River, Detroit, Mich. 48232 (MDA
3 977).

bh. Estrugenone Suspensxon Kremers-
Urban Co., Post Office 3ox 2038, 5600
West Ccunty Line Road, Milw au}.ec Wis.
53201 (DA 1-543).

¢. BEstrone Aqueous Suspension; Abbott
Laboratories, 14th and Sheridan Road,
North Chicago, 1il. 60064 (NDA 4-823).

4. Preparctions containing conjugaled
estrogens. -a. Premarin Tablets; Ayerst

“Lzhoratories, Division Auierican ¥ome

Procducts Corp., 685 Third Avenue, New

 York, N.Y. 16017 (NDA 4-782).

b. Premarin Intravenous; Ayerst Lab-

5. Preparations contaz ing methalle-
nestnl a. Vallestril Tablets; G. D. Searle

and- Co., Post Oflice Box 5110, Chlcago,
i 60600 (NDA 8—519) :

II. LoNG-ACTING ESTROGENS

1. Preparatzon" containing chlorotn-
anisene. a. Tace 12 and 25 mg. Capsules;

" Merrell- I\atxonal I.aboratories, Division
- of Richardson-Merrell,

Inec., 110 East
Amity Road, Cincinnati, Ohio 45215

8-102 - and NDA 11-444) (wo

. . »
Y ? nf\nfn»' Iner ostrodisl
e Tone. toining . csliradicd
valerate. a. De}es-.ror_m'.\, T, R, Sauibh -

and. Soms, Inc., Georges Road,. New

- : g 3 (N .
This notice is issued parsuunt to pro- Brunswick, N.J. 0890 (NDA 9-402) .

<. -visions of the Federal F ood, Drug,-and -
- Cosmetic Act (sces. 592, 505. 52 Stat.:
. 1050-53; as amended;

3. Preparations contamzna polyespra-

-diol - phosphate. a. Estradurin; Ayerst

Laboratones (NDA 10-153).

Such-drugs are- regarded as new drugs
(21 Us.C: 321(m).

approved applications providing for such
drugs. A new drug application is required

- from -any person marketing such drug

without approval.
. "The Food and Drug Admmlstratxon is

prepared to approve new drug applica-
- tions-and supplemerits to previously ap-
. proved new drug applications for these
. drugs under the condmons descnbed in

ESTROGERN- CO‘\JTANING"?"
- DRUGS FOR O‘\AL or PARFNT"PAL ;

this announcemnnt )
L SﬂonI-Acrmc ESTROGENS
elassification. = The

other- available-evidence, and concluucs.

'that these drugs ave:

. Effective or probably eﬂ'eclwe for -
'the 1ndxc¢t10ns described in the labeling
conditions which fodllow. The probahly -

effective mdlcatxon is “in selected cases

- of ostt.oporoqs.

9. Passibly eifzetive for disturbances oi‘
the menstrual c¢ycle (hypomenorrhea,

,ollgomnnonhcm irrégular- cyclm); sup-

n]_e-«wn of -lactation; 1o minimize hlood

1:!5., T,

+ wrenyee Vo [N
&ov S‘-_u"(‘:._', Icszen b2

© PEDERAL RSGISTER, YOL. 27, NO. 143—TUESDAY, JULY 25,1972
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~therapy

Supplemental new.
~drug applications are required to revise
+ the labeling in and to update previously

‘castration is mot feasible or wwhen castrai

sostoperative hemorrhage, and avoid the

risk of mulliple trans{usions; and to ro-
duce capillary hemecrrahaze, reduce the
oozing following mullipie bransfusions,
and prevent or arrest deilayed’ hemor-
rhage.

3. Lacking substantial evidence of of-
fectiveness when Iabeled for “reliefl of
pregnancy blecding'; ‘ld‘fZ\HCCd cases ¢f
prostatic carcinoma resiziant to ot ’
estrogens: hemorrhagic ermergencies dua-
to spontaneous bleeding; v reduce bieed~
ing due to capillary hemcosrrhage during
and after oral surgery and after depvai”
extraction; pulmonary hiesding;-and {tsa
in hyphema during ané - after octhsr
surgery. :

B. Conditions -for apprc;-'c-al_ and mar-
Leting—1Y. Form of drug. Except for es-
tradiol dipropionate and =strone, thesz
prepdarations are in a forzm suitable for-
oral administration, Estradiol diprepicn-
ate, estrone, and conju ’ f
may be in a. form suitahle for parenteral
administration,

2. Labeling conditions. a. The lahal
bear the stateirent, “Caution: I‘cde::l
law Drohibits dispensing’ without pre—
scription.”

b. The drugs are . labeled to .comply
with all requirements-of th= Act and rez-
ulations. ‘The Jabeling bears adequate in-
formation for safe and efZective use cf
the drug and is in accord with the guicde-
lines for uniform lwbeling published in
the FeperaL REGISTER of February 6, 137¢
(33 FP.R. 2656). The “Indications” sec~
tions are as follows (The wossibly efec-
tive indications nizy al:o ot mcu‘"ed for

-8
- LLLULLULL‘J.I -

(

I¥orcATIONS

These drugs are indicated for replaceman
o1 estrogen -deficiexmcy -associ
with: Alenopauszl syndroine. rem_cde hyo
gonadism (hypodgenitalism$, = amenor:
female castration, or ‘primary. ‘pvarian fai
They are also indicated for the préven
of postpartum brmst enﬁorge:r_"nt 2onR0

in the absence cl-brgnn’i'c' p-:-.
osteoporosis—depanding u’pc
anud then  only when used. #a- .conjun:
with other important ther2
such as -diet, caicitim; ph ]
good general health-promoting mensurea.

The following indicatioms may be in-
cluded provided the recormmended dos-
age schedules of these prrh;nmt.io’ls atre
consistent with those reconum.x ded by
the Acc.de.my. PR .

Senile \-ammtis kraurosis. Tulvae wi
without ‘pruritus; ' inoperaixle pregre
prostatic cancer (for palliation only. 'w

failures or delayed esciape Inllowing. a re-

sponse to castration have. not or:cu.':cds.
‘breast canccr (for palliation énly in wWonen

with progressing:inoperable cr ror-ntrcn rc-

- sistant disease who are moce than 5. ve

pmtmeno,)aus'\l and in men. in those
erable cases in which bilaterzl orehid
cannot be performead beecause of in u1de'1e..d-
ent surbxca.l con(tmndlc.xuor:_j

mcl'c:'.txon ‘.‘:as x'ot 111(‘1‘1(

ine el
ngv e




¢. The labeling for all ‘short-acting
- estrogens must contain the following
warning: . -

- - WARNING .o o
A sta(isiicall_v stpiflcant” association has
Legn reperted between maternal ingestioi of
dicthylstiibestrol during preguancy and the

oceurrence .of vaginal carcinoma in the off~ -

epring. Tils occurred with the use of di-
cthylstithestrol for the treatment of threat-
ened abortion. or high risk pregnancies.
Whether ot not such an association is appli-
cable to «ll estrogens s not known &t this
time. In view ot this finding, however, the
use of any -estrogen In pregnancy is not
recommended. .

.11, LoNG-ACTING ESTROGENS

A. Efectiveness = classification. The
Food and Drug Administration has con-
sidered the Academy's. reports, as well
as other -available evidence, and con-
cludes that these drugs are:

-1, Eifective or probably efiective for
the indications deseribed in the lakeling
conditions which follow.. The probably
effective indication is “in selected cases
_of osteoporosis.” - o ) )

9. Possibly ecifective for disturbances
of the menstrual cycle (hypomenorrhea,
- olizomenorrhea, irregular cycies); sup-

' ~pression of lactation; to minimize blood

Joss at surgery, lessen the incidence of
postoperative hemorrhage; and avold

the risk cf thyltiple transfusions; and to

reduce capillary hemoerrhage, reduce

“ the ‘odzing following Imuitiple transfu- -

‘stons, snd prevent or arrest delayed
«hemeorthage. .| o

pregnancy bleeding”; advanced cases of
proctatic earcinoma resistant to other
- estrogens; hemorrhagic emergencies due

-to sponianeous bleeding; to reduce bleed-~.»

ing due to capiliary hemorrnage during

and after oral'surgery and after dental -

extraction; pulmonary bleeding; and use

in_ hyphema during and after ocular
- surgery.. - o

In addition, because of the possibility

of untoward eflects and consequent need:

“for prompt cessation of the drug effect,

-the long-acting cstrogens are classified -
-aslacking substantial evidence of eflec-

tiveness for their labeled indications re-
lating to their use in ncoplastic diseases
other than prostatic carcinoma. B

_ .B..Conditions jor appreval of market-
- ng-—1, Form of drug. Chlorotrianisene -
.;preparalions are in capsule form suilable”
- for oral administration. Estradicl valer- -
“gte and pelyestradiol phosphate are in”
“sterile oleaginous solution or sterile dry"-
- PO

~powder with sterile diluent form suitable
for'parenteral administration.. - -0~

2. Labeling ‘conditions. a. The labels:
_bear the statement, “Caution: Federal
©Jaw prohibits di’spensing without pre<

scription,” _ _
'..b. The drugs arc. labeled to comply.
swith -all reguirements of the Act and

_Fegulations. The labeling bears adequate .
{information for safe and etftective use of-.

the drug and is in aecord with the guide-
lines for uniform iabeiing pubiished in
S the Fepural RRucistea of Tebruary 6, 1570
(35 F.R. 2636). The “Indications’ sec~

tions are as follows (The possibly effcc- .

3. Lacking substantial evidence of ef~
feciiveness when labeied for “reliel of

NOTICES

tive indications mny" also be hﬁcluded
for 6 months) :

INDICATIONS

These drugs are Indlcated for replacement
iherapy cf astrozen deilclency assoclated
with: Menopausal syndrome,; feminle hypos
gonadism (hyporzenitalism) gmenorrhea,
female casiration, or primary ovarlan failure.
They are rlso Indicated for the prevention
of postpartum breast cngorgement; abnor-
mal uterine bleeding due to hormonal im-
balance in the sbsence-of organic patholegy;
sud in osteoporesis—depending upon tive:
etiology and then only when used in con-
junction with other important therapeutlc
measures such as diet, calcium, physio-
therapy, and good general healih-promoting
measures. - L .

The following indications may Le in-
cluded provided the recommended dos-
age schedules of these preparaticns are
consistent with those .recommendzd by
the Academy? Senile vaginitis and krau-

rosis vulvae with or without-pruritus;-

inoperable progressing prostatic cancer
(for palliation only when castration is
not feasible or when castration failures
or delayed escape following a response

to castration have not cccurred).

The dosages for any of these indica-
tions which ars to- be used in labeling

“must be supported by clinical data if
. the ‘indication was not included in the
. labeling which the Academy revi wed for

that particuler preparation. )
c. The labeling for zll long acting es-
trogens: must coniain  the Ifollowing
warning: ' A :
K . NZARNING -

A siotistically significant osscoiation has
been reported between maternal ingestion of
diethyistilbestrol during pregnancy and the
occurrence of vaginal carcinoma in the off-

spring. - This cccurred with the use of-
treatment of -
.threatened shortion or high risk pregnan-

diethylstilbestrol . for the

cies. Whether- or not such an asseciation i5
applicable to 21l estrogens is not known at

‘this time. In view of this finding, however,
~the use of -any estrogen in p

regnaney is not

recommendcd.

©IIX RMearkeling  status. Marketiﬁg of
“guch drugs may be continued under the

conditions described in. the notice en-
titled" “Conditions for Marketing New
Drugs - Evaluated in Drug ~Eficacy
Study,” published in the FEDERAL R=c-

1steR July 14, 1970 (35 F.R. 112732, as.
JSollows:: .. . - ! c . :
' -a. For -holders. of “deemed approved?”

new.drug appiications (i.e., an appiica-

tion which became effective on the basis’

of safety-prior to October 10, 1962), the
submission of a.supplement for revised

.labeling, an abbreviated supplement for =
Cupdating -information: -ds: ~desériced in

paragraphs () (1) (). and i) of the
notice of July 14, 1970.

b.. For- any person who-does not hold

an approved or cifective new drug.-appli-
cation, the submission of an abbreviated
new drug appiication. as deseribed in
paragraphi(@) (3) (1) -of that notice..

¢. For-any distributor of the drug,
the use of laveling in accord with this

13 ey e

Avsrmevin Anvvryn b £ R Al
NnCCNIChy arug

~n
D1inou 101 WGaay [0

et ienvareed myeitlaiay 2iro 3y o dietiny Tty Sae
SLMDPCT WAL it JULISAIUCh G Ll s
as described in paragraph (b)
notice. : :

i

‘cluded. in

" "to.show
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i St

d. For indications for which the dn
has been classified s prohably effect
(bicluded in the “Indications’ seclic
above) and possibly etfcctive (mof 1
the -“Indicationy” sectic
above), continued use as déscribed
paragraphs (€}, (@), (e}, and (f)
that notice. - I N

IV. Opporfunily jor a hearing. 1. T
Commissioner of Food and Drugs. p:
poses to issue an order under.the m
visions ¢f section 503(e}Y of ihe Fede
Food, Drugz, and Cosmeiie. Act “wii
drawing approval of all new drug ¢
plicaticiis and all amendments =z
supplements thereto providing for
indications fer which snbstantial e

£

e

acence of eXectivencss i3 Incking as
scribed in paragraphs I. A, and IE
of this announcement. An order s
drawing appreval of the applicatic
will not issue-if such auplicatiens -
supplemerifad in accord with this
tice, to delete such indications. 2
related drug for buman uss; not

subject of an approved new, drug :
plication, oiiered for the indications:
which substantial -evidence of. effecti

‘ness is lacking may ‘be affected by 1
~action. ’ . :

2. In accordance with the provisi
of section 593 of the Act (21 U.S.C.3
and the regulations prowmulgated the
under (21 CFB Part 130), the Com:
sioner will give the holders of any &
applicatious, and any jintercsted per
‘who would ‘be adversely afiected by's
au opprortunity for o hei:
vwosuch indieations showid
be deleied from thie nveiing. A rew
for a nearing must be filed within 30.¢
after the date of puplication. of
notice in thé FEDERSL REGISTER.

- 3. A requgst-for a‘hearing may not:.
upon mere allegations or' denials
must set forth specific facts shou
that there is a genuine and sibsiar
‘issue of fact that requires a hearing
gether  with 2 well organized ard-
factual analysis of the clinical and'o
investigniional data that the objecic
preparcd to prove in o hearing. Any (
submitted in response to thisnatice .
Be previcusly inisubmiticd and inc
data. from adequate and weli-contrc
clinical investigations - (dentified

ready review) as described in § 1301
(5) .of the regulations published in
FEDERAL REGISTER Of May 8, 1970 (35
7250)." Carefully conducted -and &
mented ciinical studies obtained-w
uncontroiled or partiaily controlled.

ations are not acceptable as a soi¢
for approval of claims ef. effectix
bub such siudies may he considers:
their merits for corrohorative suppe
eflicacy and evidence of sufety.

4. If a hearing is requested an
justified by tne response Lo this-nt

“the issues will -be defined, a .hee

examiner wifl be.named, and he:
jsstie o -wrilten notice cf the time
place ‘at which .the hearing
commence.. ) '
A copy of
feen furnished o cach : ¢
above. Communieations TopwaId
vesponse to this announcernent shou




11825

tdentificd with the rcference mumber
PESI 1543, directed o the atzeniion of |
the appropriaie offiee Jisted Eelow, end.
¢ Rdressed $0 {he Yood and Dreg Admiin-
dration, 5603 Fishers Lahe, Rockville,
- MD 20852: ) )
supplements (identify with NP& numbsr):
Oifice of Sclentlfic Evaluation {BD-1€3),
PBurcau of Drags.. o : E
Orlginal abbreviated new drug =applications
(ideniily. as such): -Diug Efkeacy Study
'Imp!cm-:m.atmn Project. Oflice {(BD-69).
Burcuw of DEUEgS. o
Request for hearing
nuubher) : Hearing Clerk, Oifice of General
counsal (GC-1)., Room. 06-88, Parklawn
Buildicg. : o
Requests for the Academy's report: Drug
rificacy Study Information Cexntrol (BD-
67), purean of Drugs. T L
ALl othér comimunicztions regarding this
announcenent: Drug Lhicacy - Siudy Imple- .
mentation Project Oilice (BD—GO).,'Bureau
of Drugs. : .

Received',rcqu,e‘sts for a hearing may
be seen in. the oiFce of the fresiring clerk
(address  given above) during regular

- busiress houss, Lionday threagh Frigay.

This notice is issued pursuant toprovi= -
sions of the Federal Food, Drug, and -
Cosmetic - Ack -(s€cs. 502, 563, 52 Stat. -

1050-53, as amended; 21 U.S.C. 352, 335)
and under fhe authority :

delezated 0
the Commissioner of Food and Drugs (21
CFR 2.120). o L
. Dated: June 29,1072 oo
o : L Saxt D, Fvg,
- . . Associate Comnissioner .

26 mooe 11204 Filed 7 24T

[nést 3543; Docket No- FDE-D-306: NDA
S o _,s-_s‘gs,ew.]"_-
I "CERTAIN CARBCNIC 'AH!_S‘-YDRASE
; . R ,l;l\'!'HIBlTORS, R
S Drugs for Human ‘Use; ‘Prug Efficacy

Stedy Implementation ‘
The Fecd and Drug A&miniscratijon'_'

" has evaluated reports received from the
- National Academy. of »Sci&mes-'National
‘stady

Research Courcil,, Drug Eficacy
Group, on the following drugs: .- . -
- 1. Cardrase rablels containing ethox-"
. zolamide; The Upiohn CO-, 7171 Portage .
'Ilma'd - Kalamazoo, Micin #9002~ (DA -
1 311-64D T e
- 2. Di

. “DiZmox . Tablets containing : acet-
azolamiide; Ladeﬁ_e:La‘hotat-m:ies Divislon,
American Cyanamid Ca., Post Office Box

N.Y. 10965 ANDA

2 500, Pearl River,
. 8943y .. .

. -3, DiamoX Parenteral (powder for Ié-"
“gonstitution) containing:’ sodium  aced~
. azolamide; Lederle .aboratories Division
- Arevican Cyanamid Co. ‘

- Inc,;

phenam‘ide;

. 6201 “Soutn

" yWorth, Tex. 76101 (NDA

5. Nepiazene

azolamide; Tederle Laboratories

~ American Cianamid Co. (NDA

.. 6. Daranide “Tablets containing
chlorphienanide;  Merex “gharp and
PDohume. Division of Meérck and Co., Wesb -

© Point, Pa. 19486 (NDA 13560, - oo

- Alcon Labhoratories,:
Freeway,  BOX 1959, Fort,
12:449).

Division,:
131=721).°

FEDERAL

T Cyanamid Co. YDA

- ‘wi»_tbou-t approval.
(identify wth dockst. 'f. ETUOXZOLAMWDE]

- sidered the Academy’s reperts,
~-pther available evidence,
that:

Aorits recomntaended use a5 an

4. Acetazolamide
_eviden
-ment. of obr,-sit.y, -edema of pregnoncy..

premenstrual eqRma,

, . b. The drugs

an QIDA 9-328) . -
.4, Oratrol Tablets containing dichler=-
A - o

Tablelts containing.meiﬁ-» .

- .. For adjunctive treatment

-

" NOTICES

- 7, Diamox Sequels (rustained release

containing acclazolumidle;
Division, Amgerican
12-045).°

© Such drugs arc regarded as new drug
21 U.S.C. 3HP)). supnlemenial Ne
drug apbiications are 11cr.;uir<‘-d'_to revis
the labeling in and to update previously

capsules)
1ederle Baboratories

- approved anplications providing for susi
grugs. A new drug

[ application is required
from any persen maiketing such drug
ACETAZOLALIIDE (3
CONVENTIONAL TABLET OR PARENTERAL

“-FORMS) ; DICHLORPHENAMIDE; METHA-
ZOLAMIDE
"A. Effectiveness classification. The

. Food and Drug Administration has con-

1 as well &5
and concludes

1. These dimgs are effective for the

{ndications described in the «Indications”
.sections below,

except thal; -
2. Eth :{7,-012*.mide‘is,_pro‘oably effeclive
adjuncé

in’ the. cem.rc:ncephz_\!ic' epilepsies (petit -
mal, unlocalized seizures).. = .
,v.'3.'El‘.h‘oxzolamide . lacks substantial

-evidence of eifectiveness- for the man-

-agement " of premenstrual edema and .

‘toxemia of pregnancy.
lacks substantial
oo -of cifectiveness for the treat-

T Meniere’s (iscase,
and in. ‘adjunctive | therapy . for POSL~
{ i 1nenb. .

¥

b engorse

evidence of effectiveness for ihe treat-

.ment c’;_f'chronic palmoenary insufficiency

with respiratory acidosis. )
I B Except for the indications
to above, etnoxzolamide and

referred
. _ d dicnlor-
‘phenamide - -are -regarded as ‘possibly

. effective for other labeled indications.

- B Cgnditions -for approval end MGET=
Jketing. The rood and Drug Adminisira-
tion -is prepared to. approve abbrevidted
new drug -applications and abbreviated
supplements Lo previeusly approved new
darng- applications under conditions de-
.scribed in this announcement.

.1,  Form of d&719- Préparations of these

drugs are in- conventional tablet form
suitable for oral administration except
f,hé:t-acot.azolan*.ide as the sodium salt i5
in sterite powder form suitalle for fecon~
stitution -and.'?,-parentcrrd administration.
-9, - Labeling: conditions. 4. The Jabel$
bear: the ‘statement, _“Caution:. Federal

o <% S prohiibits. dispensing: witaout pre- .
-.seription.™ « o o

are- labeled to. comply
. with gl Tequirements of the
regulations:
quate ‘4nformation. for safe and effective
“nse of the drugs. “The “Indications™ sec-
“tions are-as followst. ~
ST pmecarmons

Ethoxzolamide:

At
ohrlis

COnsEsuTT s
CONLToussw - fere R

{open angiz} piaaneomd ¥ il
and .prcoyer-—‘.uivciy i1 acute angle ol
. glaucoma-.--whcre delay of surgery 13 destred
in order. to lower h‘\traoculnr_‘ pressure; cens

fatinr

0
A

‘REGISTER, VOL. 37,

e L

~updating ‘informaiion. inad
data to-show e pidlogic avail

~1
regomausied. 0N the -currentiy rearkeled

Ach-and
“Their: labeling -bears ade<:

of: edema dua o
\

Ho. '!qsnrglzsoair,'mw 25, 19727

trencephalic epliepsics (pe
jzed SCIZUTES) . o
Acciccolamide (in conteitional tabiel exd
parenicrel forns) ' ‘ g
Y¥or andjunctive treatly : edomss .
congestive heart j 2
M r:cm_;:'encc-.phnlig e
wnlocalized scizures)': chrcule sim
anzie) - glaucoind, secondary
X ratively In scuie an 1
coma where delay of surgery is =
order Lo lower intrancular prcs’;ur;
Dichlorphenamids af Meihoes
For':’\djunctivc' treatment off €
pie (cpen angle) giau

tit ‘mal, unizcal-

coma, and Ppreope ively In acula gogie
closure glaucoma v sera delay of sur
desired.  in  order to lower iain
pressure. -

3. Tiarketingstatus. AMarketing ¢f svech
el |

druas may be contin
‘tions described in
“Conditions for 2
‘Evaluated In'Drs. acy Studs” pubd-
lished in the Fepzaap REIGISTER "J'_-I_:; 1-;;
1979 (35 F.R. 11273), as foliows:

a. Tor holders of “depmed aprIOV
new i (i, an

nt

S
OW -

e

an .-a‘.)bré'»

labeliny

£

the .carug in the somnulation wIi
_marke':ed as descrinzd in' p
(2) (1) (O, GD.end GiD et
of July 14, ‘1670, Cli ic

have ostablished effoctiv
may slso serve o €
abilitr of the drus

~

iz =W

-
O

formulization.. .
b. For any person who G2z
an avproved of eiTective ney
plication, the submissicn ofa
ated new Ary i :
‘adeguate “data
availability. of the dras i
tion wnich is or is inlende:
ibed in paragr

A R A S P AL

tne

ketled, as described
C(iiy of that notice. ~
.-¢. For any gistributer of th
use. of labeling in accord Wit :
_nouncement for an
within the “jurisdict
deseribed in par: sraph
notice. :

R RT3

o d. Yor indicafion
has been classified

Gincluded "in the “In
aboved and possibly el
cluded “in. the “Indic
gbove), contizived use &
(@, @, (), and (I of
“C. Opnoriunity jor & ke
Conitnissioner of Tood -and Dugs P
poses to issue an-order unde . ;
sions of section: 503(e) ‘of
Tood,  Drug, and “Cosmetic 3¢
applications -and il amendme

drawing - approval . of ail-
supnlements thoreto provic
\

dicatiens for which suds
of offectiveness 1s lackt
in paragrapin A above,
drawing approval - of’ s
Cwill nob lsus ¢ such 2
supplemented, i accord Wi
to deleiz such indicationa.
drug for human use not s

o




NDA 83714
AF  9-931 JUN 29 1973

Myers~Carter Laboratories, Inec.
Attention: Mr, Samuel M. Fainberg
5160 Hest Bethany Home Road
Glendale, Arizona 85301

Gentlemens:

Reference is made to your abbreviated new drug application dated
Pebruary 9, 1973, submitted pursuant to Section 505(b) of the Federal
Food, Bmg, and Cosmetie Act for —  {estradiel valerate)
— Injection, 48 mg. per ml.

Eeference iz algo made to your communication dated May 22, 1873, eo~
closing an environmental fmpact statement.

We have completed our review of this abbreviated new drug application.
Howaver, before we are sble to reach a final canclusion, the following
additional information is necessary:

1« Package insert:

8} In the ACTIONS section, add the statement, “The sstrogenic
effects last for approximately two or three weeks after a
single intramusenlar injection.™

b} Revise the dossge levels in the DOSAGE AND ADMINISTRATION
section as tha levels are inaéaguam, 3;3: addition delete
the statement ' e

2. Identify the place where the émg will be nmfac&nmé, prgeesaeé,
packaged, and labeled.

3. 1Inelude the actual analytical procedures used Eo assure that the'
drug dosage form and components will comply wiah the speaiﬂeatima
~ and tests described fn an official compendium, £ uch 2
recognized therein, or, if not listed ox Lf the articl
from the compendium drug, that the specifications aﬁ& !:esza
applied to the drug and its components are adequate ta assure
their identity, atrength, guality, am! purity. ,

APPEARS THIS WAY
ON ORIGINAL



Myers~Carter Laberatories, Ine.
HDA 83~714 g

4» Outline the methods used in, and the facilities, and controls
- uged for, the manufackture, procassing, and packing of the drug.
In this regard clarify (a) the facilities used for the nmanuvface
ture, proceasing, and packing of ﬁhe drug and (b) the zaw uaterial
handling procadures.

5. Include samples of the drug dogage form and aetive fogredient to
expadite the handling of this application.

At the present time, the requirement for adequate éaea to agaure the bio~
availability of this drug has bean deferved.

The Bureau of Drugs, 0ffice of Compliance, has reviewed your éatablishment
inspection report and have the following commentat

' We have w#valuated the operations of the above referenced applicant
as they relats to conformity with Curvent Good Manufacturiag Practice
Regulations (21 C¥R, Part 133). On the baste of this evaluation, we
are not able to approve this application as the firm is not operating
in conplisnce with Part 133 to asgure that ths product mes the res
quirene ta of the Federal Pood, Drug, end Cosmatic Act as to safety,
sné has the jidentity aad styrength, sod meets the quality and pueity

characteristics which it purports o poasess.

The inspection of 4«17-20/73 revea}.ad significant GF deviations iwv
cludings

\_;.~_\

M\:hh&‘m——w_’\
e e g

-peun,
o

e,
.,
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APPEARS THIS WAY
ON ORIGINAL



Myerg~Qarter Laborateries, Ine. -
¥DA 83-714 e Zon

8ueh information indicates that there is a digsagreement between actual
C@MP and the commitment in your application, Therefore, befure we can
taka further sction on ¢his abbreviated new drug appliecatien, we should
have s satisfactory Inspaction report.

Plpase let us have ynnx‘reaganae,pram@tly‘

Sincerely youra,
@lW( CM@ZQCDWO)/% » .

vin Setfe, M.D, é 02?/ 75

Drug Kfficacy Study Tmplembntation
Project Office
Buresy of Deugs

ces
LOS~PO
Dup
BD-69
BD-66
BD-106
BD-242

BD-340 ccﬁr% Carte 0N, 6/26I7 3

OMCarroll/JLMeyer/RIWolters/6~19-73

R/D init, MSeife/JMeyer/6-20-73 fSDMAXA?QI/ éb() g;fzj

Final typing/rt/6-22~73
rev w/f

APPEARS THIS WAY
ON ORIGINAL
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M YEHS -CARTER
LABORATORIES....

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

May 22, 1973

Marvin Seife, M.D.

Director

Division of Actions Implementation Project Office
Bureau of Drugs (BD-69)

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

SUBJECT: NDA 83-714, — =" INJECTION
(ESTRADTOL VALERATE)

Dear Dr. Seife:

In response to your correspondence,’dated May 11,
1973, we are enclosing an Environmental Tmpact Statement
as requested.

We also wish to correct errors in label: (Page 5),
Insert (Page 13) and accompanying letter, fhe

dosage form being a solution not . Copiles
of corrected pages attached, /ﬁﬁ

Sincerelf yours,

MYERS\CA§TER <éBQ}lATORIES INC.

eg—
Samuell M. F&Inbeérg, Direckor
Technitp

PB

Enclosures:

GENERAL OFFICES and PLANT: 5160 WEST BETHANY HOME ROAD, GLENDALE, ARIZONA 85301 TELEPHONE - (602) 939-1426

CABLE ADDRESS ~ “M-C [.ABS PHX"' TELEX 668 - 304



WA 83714 |
AF 9-931 MAX 1.11973

Hyers—-Carter Laboratories, Inc.
Attention: Hr. Samuel M. Painberg
5160 West Bethany Home Road
Glendale, Arizoma 85301

Gentlenen;:
We acknowledge the receipt of vour abbreviasted new drug application
submitted pursuamt to Sectiem 505(bk) of the TFederal Food, Drug, aud

Cosmetic Aet for the followiang:

HAME of DRUG: . (Estradicl Valerate) ———mmome

LATE of APPLICATION: Vebruary 9, 1573
BATE of COVER LETTER: April 26, 1973
SATE of RECEIPT: May 1, 1973

We will correspond with you further after we have had the opportmunity
to review the application.

He would also like to call to your sttenticn the Federal ZBegister of
Hareh 15, 1973 (38 F.R. 7001) regulations establishing procedures for
preparation of Envirommental Impact Statements (Part 6 — Eavironmental
Impact Conslderations). Section §.1(e) of these regulations requires
that the spplicant imclude an esviroesmental impact analysis repert as
part of asy new-drug applieation. Failure to submit an eaviroomentasl
impact analysis report is grounds for refusing to file or to approve
an application (21 CFR 130.4(a)(8) er 136.120a) (7M.

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

[od a3

LOS-BO o~
Dup / /QL;
BD-69 BD-66 Mabivin e
BD-106 BD-310 Director
JIlMeyer/kim/5-7-73 i Bivision of Actions Implemesitation
Ack . —~F a[~n, ~ Drug Efficacy Study Implementatioa

W/l@, eC S 7 ')é ~ Project Office

| |77 Bureau of Drugs

N




, M YERS CAR TER
LABUF?ATURI ES...

~-SUBSIDIARY OF CH ROMALLOY AMER!CAN CORPORATION

Marvin Seife, M.D.
Director
Division of Actions Implementation

. Drug Efficacy Implementation Project Office
Bureau of Drugs (BD-69) ‘ o
DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Public Health Service

- Food and Drug Administration

.Rockville, Maryland 20852.

SUBJECT: ABBREVIATED NEW DRUG APPLICATION FOR —
‘ 40 MG,/ML, FEDERAL REGISTER ' -
‘RULING OF TUESDAY, JULY 25, 1972, VOLUME 37,

NO. 143, DEST-1543 .

(=Dear Dr. Seife:

We are enclosing our Abbreviated New Drug Application
-~ for 7 - s 40 mg /ml.

yfAffairs

o

 GENERAL OFF

nd PLANT 5160 WEST BETHANY HOME ROAD GLENDALE ARIZONA 85301 ‘TEFZEPHONE - (602

 CABLE ADDRESS — “M-C LABS PHX" o TELEX6es-304



