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Tabliecaps, Inc. . q
Attention: Mr. Richard T. Jacksen MAY 301973

P.0. Box 5555
Franklinville, NHew Jersey 08322

Gentlemen:

Reference is made to your abbreviated new drug application submitted
pursuant te Section 505(b) of the Federal Food, Drug, and Cesmetic
Act for Diethylstilbestrol Tablets, 0.5 mg., Enteric Coated.

Beference is also made to your communication dated March 19, 1973,
enclosing revised labeling and manufacturing information.

We have completed the review of this abbrevisted new drug application
and have concluded that the drug is safe and effective for use as
recommended in the submirted labeling. Accordingly, fhe application
is approved. | FOiibiflioet 4 Sweptvintiy

N

Any significant change im the conditions outlined fn this abbreviated
new drug application, requires an approved supplemental application
before the change may be made, except for changes made in conformance
with cther provisions ef Section 130.9 of the new drug regulationms.

This Administration should be advised of aay change in the marketing
status of this drug.

The requirement for adequate data to assure the biolegic availability

is being deferred at the preseat time. However, our action in approving
this application is based upon an understanding that if this requirement
is reinstated you will perform the appropriate procedures.

The enclosures summarize the conditfons relsting to the approval of this

application.
cecs
NWK~DO
_ Dup .
_ BD-69 BD-66 BD-100 , . Director
, ./ /BD-106 BD-242 ®0-3% Prug Bfficacy Study Implementat
,,§7W%{Marusaitis/JLMeyer/RJWolters Project Office
/f “ Enclosures Bureau of Drugs

Records and Reports Requirement
Conditions of Approval of a New
R/D init.
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DIETHYLSTILBESTRCL
DESCRIPTION

Diethylstilbeatrol i3 a white crystalline
or almst white crystalline powder, witbout
odor and essentusily tasteless. Diethy

etly¥stil-
bestrol is always Tremg-Diethylybilbes 3th
a melting point form 169 to 172

very slightly solublejp wat i 2 1Y
bestrol i3 subl ition on
exposure to Li be protected irom,
excessive light exposure. Diethylstilbestrol
is supplied 8s Comprrssed tablets or Entei Je~ -

release tablets intended for oral administra- /

tione

Rs¥rogen Hormones stimmlate or regu—
1K the growth.and developement of the uterus,
the vaginal mucous membrene end othér structures
as glands, subcutenomus fab, axillary
and pubic hair end elements of the skin.
d risk of ¢ disease

sssociated with the use of oral cambraceptives

ini gens and prog hes_now been
conclusively estahblished. Retrospective studics
have shoun a statistically significsnt associa~
tion between itis, pulmonary 3
and cerebrel thrombosis and embolism and the use
of these drugs. There have been three principal
studies in Creat Britain (1-3) and one in the
United States (4) leading to this conclusion. As
a result of these studies, it has been estimated
that users of oral contraceptives containing
estrogens are 4 to 7 times more likely than non—
users to develop thromboembolic disease without
svident cause., The American study slso indicated
that the increased risk did nat persist after
di inuation, nor wes it enhenced by lang con—
tinued administration., Althoigh the American
study was not designed to evaluste a difference
bebween products, it did suggest that there might
be an i d risk of ic disease in
users of sequentiel products. Confirmation of
this finding requires further study. R

In a more recent analysis of data derived
from several national adverse reaction reporting
systems (5), British investigators concluded that
the risk of thromboembolism, including coronary
thrombosis, is directly related to the dose of
estrogen used in orsl contraceptive products.
Their analysis did suggest, however, that the
quality of estrogen may mot bo the sole factor
involved. Nevertheless, in view of bhis studys
as well as others that have demonstrated a
positive relationship between estrogens and
thromboembolism, it would seem prudent and in
keeping with basic therapeutic princigles, to
utilize, whemever feesible, the smallest effec—
tive dose of estrogen in treating patients.

Risks associated with certain other known
adverse reactions, such es elevated blood pres—
sure, liver dysfunction, and reduced tolersnce
to carbohydrate, have not as yet been quentita-
teds

Long term administration of both natursl
and synthetic estrogens in subprimate animal
species in multiples of the human dose incresses
the froquancy for some animal carcinomas. These
data cannot be transposed directly to man. The
possible 3 icity due to the
can neither be confirmed nor refuted at this
times Cloge clinical surveillence of all
women taking estrogens must be continued.

It hes been reported in a recent study
dane in the United Stetes (6) that the: materoal
ngostion of diethylatibbesbodl during pregnancy
appears to incremse the risk of vaginal adenocer—
tinoma developing years later in the offspring

exposeds

(S Royal College of Gemeral Practitioners: Oral
Centraception and Thrombo-Embolic Diseeses Jo Coll.
Gena Practa 13:267-279, 1967«

(2) Iomen, W.M.H. and Vessey, M.P., Investigation
of Deaths from Pulmonary, Gorcnary and Cerebral
Tnrombosis and Brbolism in Women in Child-Bearing
Age, Brite Meds Je, 2:193-199, 1968«

(3)’ Vessey, M.P. end Doll, R., Investigatiom of
Felation Between Use of Oral Cantraceptives and
Thromboembolic Disesse. A Further Reporte Brit.
Mede Juy 2:651-657, 1969 .
(1) Sartwell, PuEe, Masi, A.T.y Arthes, FaGe,
CGroene, Gorey ond Smith, H.Ee, Thromboembalism and
Oral ives: An Epidemiological Case-Con=
t;zl Studys Am. J. Epidem, 90:365-380, (November)
1969.

(5) Inmen, W.H.HW,, Vessey, M.P., Hesterholms Bey
Engelund, Aey Thromboembolic Disease and the Ster-
oidal Content of Oral Cantraceptives. Brita Med.
Joy 25th April, 1970. o
{6) Herbst et sl — Adenocarcinoma of the Vegine —
New England Journal fo Medicine, Vol 284, Number
16 (April 22, 1971). o

INDICATIONS

Compressed tablets and enteric-relesse tableba,
Diethylstilbestrol are.indicated for replacemenit
therapy of estrogen deficiency associated with:

1 e female ism (hypogen—
Stalism), smenorrhes, female castration, or primary
overian failure. They are also indicated for use
in atmomel uterine bleeding due to hormenal in
Dbelence in the absence of organi¢ Pabhologys

CONTRAINDICATIQNS

1. Patients with markedly impaired liver fmctian.
2. Patients with known or suspected carcinoma’of
the broast, except those cases of progressing di-
sease not amenahle to Surgery or irradiation occur-
ring in women who are st least 5 yesrs postmemopau-
or in men in whom castration is not feasibles
3. Patients with known or suspected estrogen de—
peadent, neoplasis, guch as carcinoma of the endo~
metriume
4o Undiagnosed sbnormal genital bleedinge
5. Patients with thrombophlebibisy thromboembolic
disorders, cerebral apoplexy or with e past history
of these conditions..
&, Pregoancys A statistically significent asso=
ciation hes been reported between maternal
ticn during pregnancy of diethylstilbestrol end the
occurrence of vaginal carcinoma in the offspringe.
The use of diethylstilbestrol or any of its closely
related is indicated in

WARNINGS

1, ihe physicien should be alert to the esrliest
wemi fesbations of ie ai (thronb

phlebitis, i '

embolism and retinal thrombosis)e If these occur
or are suspected the drugs should be discontinued
immediatelys . :

2. Di i iication pending ination if
there is & sudden onset of proptosis, diplopia, or
migranes If examination reveals papilledema or
retinal .vascular lesions, medication should be
withdrame

3e may be excreted in the mother's milk
and an estrogemic effect upon the infant hes been
described - The long range effect on bhe nursing
infent cannot be détermined at this times

4e Hypercelcemia may occur in as many 8s 156 of
bresst cancer patients with metastases and this

us sndicat ien of bone metast

This occursnce depends neither on dose por on




immohilization. In the presence of untoward
effocts,Juch as progression of the cancer or
typerealcenia, the offect of estrogen medicaticn
should be stoppede -
. Enteric esating retards sbecrptica from -
tho gastroinfestional tract and this forw of -
“abold not be ysed when repld sctin is

6. A stabisticelly significent associstion has
bean repqrbed betwsen maternal ingestion: during
pregnancy’of diethylstilbestrol and the occurance

of vagine?, carcinoma developing years lator in
he offspring. Whether such apvessocisticn is

. epplicable to all estrogems 1s not known st thid
time, In any event, estrogens are not indicabed

for use during pregneucys.. -
PR
PRECAUTIONS
1. Beceuse normsl endogenous hormone proguct!
veries individuslly, certain patientsmeyibe:
unusnally respansive to eatrogenic therapy and-
may respand with undesirable menifestations of
excessive estrogenic stimulation, such 83 abnarmal
or excesgive uterine blecding, mastodynis, edema,
atas
2. Because of estrogen induced salt and water
rotention, these drugs should be used with cattian
in patients with epilepsy, migraine, asthma,
cardiac or renel disease. .
3. Patients with s history of psychic depression
should be carefully observed and the drug discon—
tinued if the depression recurs to a serious de—

graes .
Lo In the event that eny unexplained or excessive
vaginal bleeding would occur while on estrogen
therspy, noafunctional causes should be bome in
minde Tho drug should be discontineud and B thor-
ough investization made as to tho cause, boing
certain to rule out the possibility of melignancys
5. Pre-existing uterine fibromyopate may increase
in size while using this product, therefore,
patients should be exemined at regular intervals
While receiving estrogenic therapye
6o Woman with a strong family history of cemcery
recurrent chronlc cystic mestitis, or atnormal
should be with

cautione

7. Because of a possible decresse in glucose
tolermcey disbetic patients should be followed
by closely. .

8. Because estrogens influence the metabolism of
celcium in patients with certain metabolic bone -
disesses that are sssoclated with hypercalcemla or
in patients with rensl insufficiencys

9. The pathologist should be advised of estrogen
therapy when Televent specimens are submitted.
10. Because of the effects of estrogens an
epiptysesl closure, they should be used Judicious—
1y in young patients in whom bane growth is not
completeo

1. Ap t physicel

include special refervnce to bresst and pelvic
organs as well as & Papenicolaou smear Since es—
trogens have been known to produce tumors, Some
of them malignant, in five species of smimalse
12. ¥hen large doses of estrogens eve used,
urinary stress incontemence may occur in nen—
pregnant females.

13. Prolonged high doses of-estrogens will in—
hibit enterior pituitery functions. This should
be borne in mind when treating patients in whom
fortility is desired.

14e Continuous use of estrogens will result in
prolonged stimulation of the endometriun and
breast. In order to avoid this, orsl estrogens
should be administered cyclically in the meno—
pausal or hypogenadel patlent.

15, The age of the patient constitutes mo ab-
solute limiting factor, albhough treatment with
estrogens may mask the onset of the climacterice
16. Certain endocrine and liver function teats
may be affected by treatment with estrogens. If
guch teats are abnormal in a patient talking these
drugs it.4s recormended that they be repested
after the drug has been withdrawn for two monthse
17. Any possible influence of prolonged estro—
gen therspy on pituitery, ovarian, adrenel,
hepatic, or uterine Nmction awaits further
studys :

ADVERSE REACTIONS

A ically significant tion has
been demonatrated between use of estrogen—pro-—
gestin oral contraceptives and the following
serious resctions: Thrombophlebitis, Pulmonary

an

‘Although available evidence is suggestive
of an essociation, such & relationship has been
neither confirmed nor refuted for the following
serious resctions: Coronary Thrombosis smd
Neurc—ocular lesions (e.ge Tetinal thrombosis
and optic neuritis).

The following adverse reactions aré lnown
to oceur in patients receiving estrogensr
Nausea, Vomiting, Anorexia, Gastrointestinal
Symptoms (such as abdominal crasps or bloating),
Edems, Breakthrough Hieeding, Spotting or With—
drawsl ‘Bleeding, Breast Tendemess end Enlerge—
ment, Change in Body Weight (incresse or decrease}
Hesdbche, Increased Cervical Mucus, Allergle
Rash, Loss of Libido and Gymecomastia in the
Maley Sterile Abscess, Pain at the Site of In—’
Jection or Post—Injection Flare (Injectable
Torps only), Reactivation of Endometricsis,
Aggravation of Migraine Headaches, Fepatic
Cutaneous Porphyria Becoming Manifest, Choles—
tatic Jaundice, Rise in Hlood Préssure in '™
Susceptible Individusls, Mertal Depresaiony
Cystitis-like Syndroms, Loss of Scalp Hair,
Erythema Nodosum, Hemorrhegic Eruptiom, Pre—
menstrusl-Like Syndrone, Changes in Libido,
Chenges in Appetite, Nexvousmiess, Dizziness,
Fatigud, Backsche, Erybhema Multiforme,
Ttching. Possible diminution in lactation
vhen given imedistely post-partum, Irri-
tability snd Maldise.

Oral — Q.2 ta 05 mge daily, increased sa
indiceteds In the menopduse, cyclic therapy
39 recommended (thiree woeks! regimen with 2
‘me—veek rest pericd)s Withdrawal bleeding
may ocour during the rest period, In fuhe-
tional uterine bleeding, ususlly 5 mge three
to five times daily witil bleeding cesses.

In cercinoma of the prostate, 1 to 3 mge daily
incressed in advanced ceses; later, the dose: ~-
way be reduced to sn average of 1 mge dailye

1In breast cencer, diethylstilbestrol
should be used only for palliation in women
with progressing inopersble or roentgen resis—
tant disease who sre more then five 5) yesrs
postnenopausel at & dadly dosage of 15 mge

HOW SUPPLIED
Baterlc Goated — Diethylstilbestrol

Tablets, U.S.P., ere supplied as follows: Oe5
BEqg 1.0 Ewy NG 540 MEoy in bottles of 100
and 1000«

Compraased Tablets — Disthylstilbestrol
Tableta, UsS.Pa, are available as follows:
005 Mg 1.0 mge, 8nd 5.0 mgs, in bottles of
100 and 1000«

TuCa GoFaDe

12/1/72
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REVIEH OF Wﬁ!@ﬁf L..EL.

DATE COMPLETED: 10-12-72 @ §3-003
F.E. DAYE: 1816-71 /]

. g0, NAME: Yablicaps, Inc.
P.0. Box 5555 N\
Blackwoodtown Bosd
Freokitaville, H.Jd. 08322

SAME OF DRUG: 1.4,

& Generic: Diethylstilbestrol 0.5 mg. enteric coated

BATE OF SUBMISSION: August 4, 1972
TIPE OF SUBMISSION: Besubmigsion {feply to F.B.A. letter July 7, 1972)
CLINICAL EVALUATION:

1. TPertissnt data is to be revieved by chemise
I¥. Bioavailability requirement: Defersed
IIX. BEyaluation of Labgling: -

Container labels: Satdsfmctory (M.0.R. 6-20-72)

Insert labelfng: Ulsatisfactery
434: TActions” section _ 7
{Important Notes: ete] Follows "Actiouns”
“Bescriptiensection

INPICATIORS smﬁ{ﬁm _
Dalete ©
Feason: Probably effective clatm
Belete : ‘ — S
Fezson: Possibly cffective claim

DEBCRIPTION section

DOSAGE AND ADMINISTRAYION: Dalete rafevemse to!
a)
b} Iza asam of %faaat'

fy by additicn of “Bresst cdncer:

CONCLUSINNS s  Imsert hb&liag reguives the sforementioned chauges. (Send
gurrent guidelines and TR statement.

RECOMMENDATIONS: The firm is to be potified to wmake the above revisions.

el

RE-69 |
V¥ avusaivis fulsfid-12-72
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REVIEW OF ANDA

el R

DATE COMPLETED: 6-12-72

F.R. DATE: Nov. 10, 1971

CO. NAME: Tablicaps, Inc.

att: Mr. Richard T. Jackson
P.0. Box 5555
Blackwoodtown Road
Franklinville, N.J. 08322

WAME OF DRUG: Trade: npary” Diethylstilbestrol Tablets, 0.5 mg. Enteric-Coated
& R
Generic:

DATE OF SUBMISSION: April 7, 1972
TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATION:

1. Review of Studies:

Adequate data to assure disintegration and dissolution of the drug should be
submitted. Comparative dissolution studies with an approved NDA product.

2. Review of Iabeling: Container Labels: Satisfactory
0.5 mg. enteric coated red
100 tablet size:
1,000 tablet size:
WARNING is
acceptable ("This is a potent drug which should be used under strict)
( medical supervision.”

Package Insert: Unsatisfactory

Requires numerous major labeling revisions.
(send current labeling guidelines)-

CONCLUSION: ANDA has satisfactory container label; but unsatisfactory package insert.
(send current labeling guidelines)

* Dissolution and disintegration studies should be done.

RECOMMENDATTONS:
Firm is to be notified of recommendéd labeling revisions in package insert.

Firm is to submit studies.

// 7 7 ,
,Ct ' f"/ /% < 53
Dup BD-69 7 VWV, KARUSAITIS, M.D.
yVKarusaitis/rt/6-20-72 -




REVIEW OF RESUBMISSION

DATE COMPLETED: 1-11-73 : 83-003
F.R. DATE: 11-10-71
CO. NAME: Tablicaps, Inc.
P.0. Box 5555
Blackwoodtown Road
Franklinville, New Jersey 08322

NAME OF DRUG: Trade & Generic: Diethylstilbestrol Tablets 0.5 mg enteric
' coated.

DATE OF SUBMISSION: Jan. 3, 1973
TYPE OF SUBMISSION: Resubmission (reply to F.D.A, 11-7-72 letter)
CLINICAL EVALUATION:

1. Review of Studies: Pertinent data is to be reviewed by the chemist.
Bioavailability sequirement,; Deferred

2. Review of Labeling: ~
a) Container labels: Satisfactory (M.0.R. 6-20-72)
b) Package insert: Satisfactory

CONCLUSION: Labeling is satisfactory.

RECOMMENDATIONS: The firm is to be so notified; Send F.PB,L,

e~

V.W¥ Karusaitis, M.D.

ccs

Dup

BD-69
VVKarusaitis/wlb/1-15-73



REVIEW OF RESUBMISSION:

DATE COMPLETED: 4-20-73 83-003 — '
F.R. DATE: 11-10-71
CO0. NAME: Tablicaps, Inc,
. P.0, Box 5555
Blackwoodtown Rd,
Franklinville, N.J, 08322
NAME OF DRUG: Trade: "Astx"
Generic: Diethylstilbestrol 0.5 mg. Tablets, Enteric Coated
DATE OF SUBMISSION: April 13, 1973
TYPE OF SUBMISSION: Resubmission: F.P.L. (reply to F.D.A. letter 2-27-73)
CLINICAL EVALUATION:

-

1. Review of Studies: Pertinent data is to be reviewad by the demist,
None Submitted.
Biocavailability requirement: Deferred
2. Review of Labeling: a) Container Labels: Satisfactory
Enteric Coated: 0.5 mg., bottles of 100: 1,000
b) Insert Labeling: Satisfactory

CONCLUSIONS: Labeling is satisfactory for the safe and effective use of this product,

RECOMMENDATIONS: The firm is to be so notified,
Medically Approvable,

(’ V¢ V. Karusaitis, M.D,
ccs
Dup
BD-69
VVKarusaitis/rt/4=23-73
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- 1ethylstilbesteol _ .
v : . . . .. -7 |Other:
" Purpose -of Supplement . L ' ' ' o R
. " Datz(s) of Submissien(se}
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Enterie Tablet - - , 0 5 s . (ﬁ ,_7
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"I::jjl ’ Date Dag_ ee below e
SﬁiiSfZ)CLCL}' L’J G -.'J;_:,: oAl izl . . *
T . ‘pate ,h“_,i'ﬁeferre& See memnh-zi 72 EEE T
: ,ff _ Is data-on curzer e
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; ' Unsatisfactory 47 to 12-72 AR S
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 If 1e1abc11ub oi dru° in COmlCLlel CQuﬂnC]a rc;Uchc' Ybol 1O Li:j'
f so, what level: . T e
emarks Request: i1 'Bevise labeling per MOts report S .
SR . .2, Sipnature on Form FD 356 H, R LT
3.  :Fhl1 lgit of art1eles used as componebts. not listed,
4, For. e-teric tabs. omp031tlpnn amount of — materlalkggt
- 7 listed. o
. 5. Identify lab other than ?v%~44““ !
6. Include procedures for : (Enterlc tablets
~ ' only) and elarify inclusion of Raw Materlal ‘specs, for —————
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©RVIATED KON DEUG ADPLICATICN nbio- Tdracemenc pate . =3
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#bl - T o ' JAmendmant. 7-31-72
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f , Frankllnv1lle, New Jersey 08322 Suon
. Ty -supplement
Sme Gprug Ronpreprictary Hame —=1 ¥
‘ Diethylstilbestrol ' N
| ' Otper
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_Revised insert and manufacturing 1nformatﬁon Date(s) of Su mission(s}
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j - F : . . ) TAF Number
. Estrogensy - nxl_x_l ~ O0.T.C. l " o
o : - . Related NDA & }T

wsage Forn(s)

Yotency (ies)

Erterie Ooat - 83-003 0.5 mg. Enteric
Entéric Joated 0.5 mg. ;l- 0 Yo Mg

iwtisfactory

Labeling  po be revised (VVKarusaitis) . ) '
Date Rue : __J

-

Components, Compositicn. Manufacturing and Contrels
Date Nue See below . . '

v
Biclonie Avaiicbiiicy
- Date puc Degferred
.- Is cata on current _ e
: - formulaticn? ves LA KRG L;~l
atisfactorx 1xo“:b9\ ox Iossibly LLLLctlv» indications ] _
' ' (1f in labeling) e o ST
[:::] . Date Data Due o E '
' ¢tab]) hnePL IWC)““‘**~ llecalis
ez, THX T=T2 : : .
Tablicaps Unsatisfactory 2-7 to 12-18
[ velabeling off drug in commercial.channels required? .M,lLu["“' Ro [

50, vhat level:

marks

Request: 1. Revised labeling as per MO's review.

+ 2. 83-005 Signature of offical.
‘3. Enteric ccodded applications proceduszes for all components

4 use in the @ablet and the outline of the methods

§ use in the -, of the tablets.

: "« 4, A satisfactory onspection. .
melussions Rev w/f ' .o

/ ézz&é%ér///¢3,¢7'22/ o

olters
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Diethylstilbestrol
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- ACTIVE INGR&DIEN"'(S) (as declared on label. List by established or nonproprietary name(s) and include amount(s}),

if amount is
declered on label.)

Diethyistilbestrol 0.5 ng.
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Tablicaps. ITnc.
Franklinville, N.J, 08322
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P CHANGE APPROVED TO PROVIDE FOR

COMPLETE FOR .,L"’DL“-‘IENT C‘\‘LY

FORM PREPARED BY
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gféatéd tissues. Application Received by

- Commissioner of Custorns: July 9, 1971,
Y SeTH M. BODNER, '
i pirector, Office of Import Programs.
[FR Doc.71-16363 Filed 11-9-71;8:46 am}

Office of the Seéretury -
[Pept. Organization Order 30-2B]}

_ NATIONAL BUREAU" OF STANDARDS
Organization and Functions

This material further amends the ma-
. terial appearing at 35 F.R. 18550 of
. December 5, 1970, 36 F.R. 5809 of
. March 27, 1971, and 36 F.R. 18428 of
September 14, 1971. :

Department Organization Order 30--.

¢ 2B, dated November 16, 1970, is hereby

¢ further amended as follows:

s 1. In section 9 Institute for Basic
Standards, subparagraph .02d. is revised
as follows: :

d. The administrative divisions report-
ing to the Deputy Director, Institute for
Basic Standards/Boulder include:

Supply Services Division.

% Plant Divislon.

Instrument Shops Division.

9. Tn section 11 Inmstifute for Applied
Technology: a. Paragraph .05, the Office
of Flammable Fabrics is deleted.

b. A new paragraph .05 is added to

- read:
05 The Office of Fire Programs shall

education and demonstration programs
on fire, its causes, prevention, and con-
trol, and on the flammability of prod-
ucts, fabrics, and materials; (b) develop
test methods and standards in flamma-
bility; and (¢) coordinate all other fire
research and safety activities of the Na-
tional Bureau of Standards. = .

3. The organization chart of August 22,
1971, attached to Amendment 2, is super-~
seded by the organization chart attached
to this amendment. (A copy of the orga-
nization chart is on file with the original
of this document with the Office of the
Federal Register.) :

‘Effective date: October 27, 1971,
- ' Larry A, JOBE, .

' Assistant Secretary
for -Adm_inistration.

[FR Doc.7i-16358 Filed 11-9-71;8:45 am]

" DEPARTHENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
{DESI 740; Docket No. FDC-D-327; NDA 740
" ete.]
ESTROGENS FOR ORAL OR
PARENTERAL USE '

Drugs for Huraan Use; Drug Efficacy
) " Stucdy Implementation

The Food and Drug Administration

has evaluated reports received from-the

~ National Academy of Sciences-National

- CERTAIN

(a) conduct data gathering, research, .

NOTICES

‘Research Council, Drug Efficacy Study
Group, on the following drugs:

1. Preparations containing dienestrol.
a. Restrol tablets; The Central Pharma-
cal Co., 116-128 East Third Street, Sey-
mour, IN 47274 (NDA 6-428). (Two
reports.) :

b. Synestrol tablets; White Labora-

tories, Inc., Kenilworth, N.J. 07033 (NDA

5-991). .

2. Preparations containing diethylsiil-
bestrol. a. Diethylstilbestrol Enseals; Eli
Lilly and Co., Post Office Box 618, Indi-
anapolis, . IN 46204 (NDA 4-039 and
4-040) . (Two reports.)

b. Diethylstilbestrol tablets; Eli Lilly
and Co., (NDA 4-041).

¢. Diethylstilbestrol tablets; Vale
Chemical Co., Inc., 1201 Liberty Street,
Allentown, PA 18102 (NDA 4-638).

d. Diethylstilbestrol (Stilbestrol) tab-
lets; Rexall Drug Co., 3901 North Kings-
highway Boulevard, St. Louis, MO 63115
(NDA 6-603).

e. Diethylstilbestrol tablets; S. F.
Durst and Co., Inc. 5317 North Third
Street, Philadelphia, PA 19120 (NDA 4~
297).

f. Stilbestrol tablets; High Chemical
Co., 1760 North Howard Street, Philadel-
phia, PA 19122 (NDA 5-233). o

g. Stilbetin tablets and Enteric coated
tablets; E. R. Squibb and ‘Sons, Inc.,
Georges Road, New Brunswick, N.J. 08303
(NDA 4-056). -

h. Diethylstilbestrol Perles; The Up-
john Co., 7171 Portage Road, Kalamazoo,
MI 49002 (NDA 4-073).

i. Diethylstilbestrol in oil inj ection; Eli
Lilly and Co. (NDA 1-221).

3. Diethylstilbestrol in ethyl oleate in-
jection; Eli Lilly and Co. (NDA 7-844).

3. Preparations conlaining other di-
ethylstilbestrol derivatives. a. D.S.D.
tablets and Enteric coated tablets, con-
taining diethylstilbestrol dipropionate;
The Blue Line Chemical Co., 302 South
Broadway, St. Louis, MO 63102 (NDA
5-159). ‘

‘b. Stilphostrol ampules and tab'letsf

containing diethylstilbestrol diphos-
phate; Dome Laboratories, Division of
Miles Laboratories, Inc., 400 Morgan
Lane, West Haven, CT 06516 (NDA 10—
010).

trol dipropionate. a. Meprane Dipropio-
nate tablets; Reed and Carnrick Phar-
maceuticals, 30 Boright Avenue, Kenil-
worth, NJ 07633 (NDA 6-042). .
Such drugs are regarded as new drugs
(21 US.C. 321(p)). Supplemental new
drug applications are required fo revise
the labeling in and to update previously
approved applications providing for such
drugs. A new drug application is required
from any person marketing such drug

[ S

.. without approval.

The Food and Drug Administration is

prepared to approve new drug aplica-
tions and supplements to previously ap-
proved new drug applications for these
drugs under the conditions described in
this announcement.
_‘A. Effectiveness classification. The
Fooed and Drug Administration has con-
sidered the Academy’s reports, as well as
other available evidence, and concludes
that these drugs are:

. cluding hexestrol,

4. Preparations contdining promethes- -

21537

1. Effective or probably effective for
the indications described in the labeling
conditions which follow. The probably
effective indication is “in selected cases
of osteoporosis.” .
~ 2. Possibly effective for disturbances of
the menstrual cycle (hypomenorrhea,
oligomenorrhea, irregular cycles); sup-
pressiQn, ¢! hl,actation; ‘+0 minimize blood
loss at sutkery; to lessen the incidence
of postoperative hemorrhage; and to
avoid the risk of multiple transfusions;
and to reduce capiliary hemorrhage; to
reduce the oJozing following multiple
transfusions; and to prevent or arrest
delayed hemorrhage.

3. Diethylstilbestrol preparations were
classified as possibly effective for the
indication “Prevention of accidents of
pregnancy” (threatened. abortion and
habitual abortion, in diabetic woinen
this includes eclampsia, premature de-
livery, and death of the fetus). However,
in view of the fact that a statistically

" significant assoeciation has been demon-

strated between the use of diethylstil-
bestrol in early pregnancy and the oc-
currence of adenocarcinoma of the va-
gina in the offspring, this drug, -along
with all closely related congeners  (in-
dienestirol, benze-
strol, and promethestrol), is contrain-
dicated for use in pregnancy. .
. 4. Lacks substantial evidence of ef-
fectiveness when labeled for “relief of
pregnancy bleeding;” advanced cases of
prostatic carcinoma resistant to other
estrogens; hemorrhagic emergencies due
to spontaneous bleeding; redueing bleed-
ing due to capillary hemorrhage during
and after oral surgery and after dental -
_extraction; pulmonsary dbleeding and use
in hyphema during and affer ocular
surgery.

B. Conditions for approval and mar-
keting—1. Form of drug. These prepara-~
tions are in tablet, enteric coated tablet,
or capsule form suitable for oral admin-
istration; or are sterile preparations in
a form suitable for parenteral admin--
istration. . -

- 2. Labeling conditions. a. The labels
bear the statement, “Caution: Federal
law prohibits dispensing without pre-
scription.” : .
- b. The drugs are Iabeled to .comply
with all requirements of the Act and reg-
ulations. The labeling bears adequate in-
formation for safe and effective use of

. the drug and is in accord with the guide-

lines for uniform labeling published in
the ' FEDERAL REGISTER of February 6,
1970. The “Indications” sections are as
follows. (the possibly effective indications

may also be included for 6 months) :

INDICATIONS

These drugs are indicated for replacement ’

" therapy of estrogen deficiency associated

with: Menopausal syndrome, female hypo-. -
gonadism (hypogenitalism), amenorrhea, fe-
male castration, or primary ovarian failure.
They are also indicated for the prevention of .
postpartum breast engorgement; abnormal
uterine bleeding due. to hormonal imbalance
in the absence of organic pathology; and in
osteoporosis-depending upon the - etiology
and then only when used in conjunction
with other important therapeutic measures
suchk as diet, calcium, physiotherapy, and
good peneral health promoting measures. - -
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'1 e following 1ndlcatlons may be inctuded
provided the recomnmended dosage schedules
of these preparations are recvaluagted to
establish the optimal dosage:

Senile vaginitis; kraurosis vulvae with or
without pruritus; inoperable progressing
prostatic cancer (for palliation only when
castration is not feaslble or when castration
failures or delayed escape following a re-
sponse to castration have not occurred):
breast cancer (for palliation only in women
with progressing inoperable or roentgen re-
sistant disease who are more than 5 years
postmenopausal; and in men, in those (nop-
erable cases in which bilateral orchidectomy
cannot be periormed because of an inde-
pendenit surgical contraindicatlon).

¢. The labeling for all diethylstil-
bestrol preparations, as well as all closely
related congeners (including dienestrol,
hexestrol, benzestrol, and promethestrol),
must contain the following as a Contra-
indication:

CONTRAINDICATION

A statistically significant association has
been reported between maternal Ingestion
-during pregnancy of diethylstllbestrol and
the occurrence of vaginal carcinomsa in the
offspring. The use of diethylstilbestrol or any
of its closely related congeners is contraindi-
cated.in pregnancy.

3. Marketing status. Marketing of.

such drugs may be continued under the
conditions described in the notice .en-
titled “Conditions for Marketing: New
Drugs Evaluated in Drug Efficacy Study,”
published in the FeperaL REGISTER
July 14, 1970 (35 F.R. 11273), as follows:
~a. For holders of “deemed approved”
new drug applications (i.e., an applica-

tion which became effective on the basis

A e Fobyr vism “I\ atnbhoas 1l'\
Ts [S8aCuy BIiGY VOO TT

submission of a supplement ‘for revised

1962), the

" labeling, an abbreviated supplement for

updating information, and adequate data

to show the biologic availability of the-

drug in the formulation which is mar-

‘keted as described in paragraphs (a) (1)

@), (i), and (iii) of the notice of July 14,
1970.

b. For any person who does nof hold
‘an approved or effective new drug apphé
cation, the submissiocn of an abbreviate
new drug application, to include ade-
uate dala to assure the biologic avail-
ability. of the diug in the formulation
which is or is intended to be marketed

as. described in paragraph (a) (3)'(i) of

that notice.

- ¢. For'any ‘distributor of t.he drug, the .

use of labeling in accord with this an-
nouncement for any such drug shipped
within the jurisdiction of the Act as de-
scribed in paragraph (b) of that notice.

d. For indications for which the drug
has been classified as probably -effective
(included in the *“Indications” sections
above) and possibly effective (not in-
cluded in the “Indications” sections
above),

notice.

- C. Opportunity for a hearmg 1. The
Commissioner of Food and Drugs pro-
puses to issue an order under the provi-
sions of section -505(e) of the Federal
Food, Drug, and Cosmetic Act withdraw-
ing approval of all new drug applications
and all amendments and supplements
thereto providing for the indications for

continued use as described in -
- paragraphs (e), (d), (&), and () of that

NOTICES

which substantial evidence of effective-
ness is lacking, as described under A.
‘Effectiveness classification of this an-
nouncement. An order withdrawing ap-
proval of the applications will not issue
if such applications are supplemented in
accord with. this notice, to delete such
indications. Any related drug for human
use, not the subject of an approved new
drug application, offered for the indica-
tions for which substantial evidence of
effectiveness is lacking may be affected
by this action. ..

2. In accordance with the provisions
of section 505 of the Act (21 US.C. 355)
and the regulations promulgated there-
under (21 CFR Part 130), the Commis-
sioner will give the holders of any such
applications, and any interested person
who would be adversely affected by such

an order, an opportunity for a hearing

to show why such indications should not
be deleted from the labeling. A request
for a hearing must be filed within 30
days after the date of publication of this
notice in the FEDERAL REGISTER.

3. Arequest for a hearing may nof rest
upon mere allegations or denials but
must set forth specific facts showing that
there is & genuine and substantial issue
of faet that requires a hearing together
with a well-organized and full factual

analysis of the clinical and other in-.

vestigational data that the objector is

" prepared to prove in a hearing. AnY data

submitted in response to this notice must
be previously unsubmitted angd include
data from adequate and well- controlled
clinical investigations (identified for
ready review) as described in § 130.12(a)
(5) of the regulations published in the
FEDERAL REGISTER of May 8, 1970 (35
F.R. '71250). Carefully conducted and
documented. . clinical studies obtained
under uncontrolled or partially controlled
situations are not acceptable as a sole
basis for approval of claims of effective-
ness, but such studies may be considered
on their merits for corroborative sup-
port of efficacy and evidence of safety.
4. If a hearing is requested and is jus-
tified by the response to this notice, the
issues will be defined, a hearing examiner
will be named, and he shall issue a writ-

ten nofice of the time and place at wluch’

the. hearlng will cominence.’

A copy of the Academy’s report has
been furnished to each firm referred io
above. Commumcatlons forwarded in re-

‘sponse to this. announéement should be

identified with the reference number
DESI 740, directed to the attention of the
appropriate office listed below, and ad-

dressed to the Food and Drug Adminis-

tration, 5600 Fishers La.ne Rockvﬂle Md.
20852;

Supplements (1dent1!y with NDA number) o
Office cof Scientific Evaluation (BD—100),
Bureau of Drugs.

Original abbreviated new drug applications

- (ldentify as such) : Drug Efficacy Study Im-
plementation Project Office (BD-60) Bu-

" reau of Drugs.

Request for Hearing (identify with Docket

- number) : Hearing Clerk, Office of General
Counsel {GC-1), Room 6-88, Parklawn
Building.

Requests for- the Academy’s report: Drug
Efficrey Study Information Control (BD-
67), Burcau.of Drugs.

All other communications regarding g,
announcement: Drug Efficacy Study In:
plementation Project Office (BD—GO). By
Teau of Drugs, -

Recelved requests for a hearing im,.
be seen in the office of the Hearing Clevi
(address given above) during reguk,
business hours, Monday through Frma~
—<Fhi¥inotice is issued pursuant to prg.
visions of the Federal Food, Drug, ang
Cosmetic Act (secs. 502, 505, 52 Sta‘
1050-53, as amended; 21 U.S.C. 352, 353,
and under the authouty delegated bo tha
Commissioner of Food and Drugs 3
CFR 2.120).

Dated: November 5, 1971,

CHarrEs C. EDWARDS,
Commissioner of Food and Drugs.

[FR' Doc.71-16446 Filed 11-9-71;8:52 am]

DEPARTMENT OF HOUSIS AND
URBAN DEVELOPMENT

{Docket No. D-T1-131]
REGIONAL_ADM!NISTRATOR’S ET AL

Redelegation of Authority Regarding
Housing Management

The redelegation of authority by the
Assistant Secretary for Housing Manage-
ment to Regional Administrators et al,
published at 35 F.R. 16105, October 14,
1970, amended at 35 F.R. 17964, Novem-
ber 2%, 1970, is amended in the follownxg
respects:

1. A new aectxon H'is added to read as
follows:

Sec. H. Authority redelegated to Direc-
tors, Housing Management -Division,
Area Offices. Each Director, Housing
Management Division, is authorized to
exercise the powers and authorities re-
delegated to the Directors, Housing Serv-
ices and Property Management D1v151on
In section E.

2. A new section I is added to read as
follows:

Skc. 1. Authority redélegated to Chiefs,
.Housing Programs Management Branch,

© Area Offices. Each Chief, Housing Pro-

grams Management Branch, is author-
ized to exercise the powers and authori-
ties redelegated to the Chiefs, Housing
Management and ‘Tenant Services
Branch, in section F. '

3. The present section His redesu;-
nated as section J.

4. The present section I is redesignated
as section K and is revised to read as
follows: .

Sec. K. Erxercise of redelegated. au-
thority. Redelegations of = authority .
made under sections A through I shall
not be construed to modify or otherwise
affect the administrative and supervi-
sory powers of the Regional Admniistra-
tor, Area Director, HUD-FHA Insuring
Office Director, or any of them, to whon
a delegate is responsible.

(Secretary's delegation of authority to re-
delegate published at 36 F.R. 5005, March 16
1971)
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Food and Drug Administration
Bureau of Drugs

5600 Fishers Lane

‘Rockville, Maryland 20852

Gentlemen:

We are hereby submitting, in triplicate, our Abbreviated New
Drug Application for Diethylstilbestrol 0.5+Mg. Enteric Coated
Red tablets, for your review and consideration.

We thank you for giving this matter your attention, and look
forward to hearing from you in the very near future since we
are preparing a marketing program for this product.

Sincerely,

TABLICAPS, INC.

Robert L. Pillarella Richard T. Jacksen .
President Quality Control Director

RLP/RTJ: js

‘Enclosures - o
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Tablicaps, Ine.

Attention: Mr. Richard T. Jeckson
P. 0. Box 5555

Blackwoodtown Resd

Frenklinville, New Jersey 08322

Gentlemen:

We aecknovledge the receipt of your abbreviated new drug application
submitted pursuant to Section 505(b) of the Federal Feod, Drug, and
Cosmetie Act for the following: -

NAME of DRUG: Diethylstilbestrol Tablete, 0.5 ug., Enteric Costed
DATE of COVER LETTER: April 7, 1972

DATE of RECEIPT: April 12, 1972

We will eorrespond with you Purther after we hawve had the opportunity
o review the application.

Please identify any communications concerning this applieation with
the NDA number shown sbove.

Direct

Division of Actions Implementhiion

Drug BEfficecy Study Implementation
Project Office ' '

Bureau of Drugs

ce:

NWK~DO g :
Dup : )tm A Ci// A\%\’ﬁ/
BD-67 BD-69 BD-2¢ BD-310
JIMeyer/rt 4-21-72

R/D init. JMeyer 4-20-72

Ack.
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Tablicaps, Inec. ' JUL 7 1972
Attention: Mr. Richavd T. Jackson i
P.O. Box 5555

Blackwoodtown Read

Franklinville, New Jersey 08322

Sent lemen:

Reference is made to your abbrevisted mew drug applicstion, cover
letter dated April 7, 1972, submitted pursuant to Section 505(b)
of the Federal Food, Drug, and Cosmetic Aet for Disthylstilbestrol
Tablets, 0.5 mg,, Bnteric Coated,

We bave completed the review of this abbreviated new drug applicatfon
aénd have the following comments regarding the proposed labeling:

1. Package lnpert: Revise the imsert te cotform to the accom-
panying labeliog guidelines.

-

Other information required by Section 130.4(f) of the regulations:

1. The siguature of the applicant or responsible official or
agent on & completed form ¥P 356H. Four copies are enclosed for
your convenience, A

2. A full list of articles used as components of the drug.

3. 1Include the composition of the drug, stating the nsme and
amount of each ingredient whether active or mot contained in a
stated guantity of the drug in the form in which it ie to be

4. If you elect to employ a laborstory other then —
", regulatien 130.4(f) requires the name of the laboratozy
and a certiffcation statement from the laboratory be submitted
as part of your abbreviated new drug appliecation,

5. Bmeeéﬂfreé thet assure that the components will comply with
the specifications and tests deseribed in an official compendium
if such article is recognized therein, or, if not listed ar if the

APPEARS THIS WAY
~ ON ORIGINAL
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article differs from the compendium drug, that the epecifications
and tests applied to the components are sdequate to assure their

identity, strength, quality, and purity. The following deficien~
cies are neted:

6,

a) Include the-ptaﬁtdﬁ:es g@yiie&5§¢ '--—% naé she
matezials‘

b) Clartfy tha ineikaian of

for *- .8 s t this component
“Materisls and Qnaatities e£ Bach
Ingredient Found in the ?i&iﬁh@d Product ¢

te not listed on page 1&

Outline the actuel wethods used in the ———of the drug.

At the present time, the requirement for adequate deta to assure the
biologic availability of this drug has been deferred by our Division
of Clinical Research,

-

Information in 2 repozt 6! inspection of your facilitiea, by imspectors
of this Administration (cavering the methods, facilitles, snd controls
used), indicates that there iz dissgreement betwaen actusl current

good menufdcturing practice and the comnitment wade in your application.

Thevefore, before we cen teke final action on this abbreviated new
drug application, we should have a sstisfactery iInspection report,

A copy of this letter fine been sent to our Newark District office. We
recommend that you comtact the Pletrict and srrenge for an imspection
after the deficiencies have been carrected.

Please let us have your response promptly.

Dup /\"/
BD-69 BD-67 - A
BD-242 BD-106 Q},

VVKarusaitis/JIMeyer/RJWolters

R/D init. by MClark/JMeyer 6-30-72 M@

Finaltyping/wlb/6-30-72

Htviaiaa of Actions ImplementatVon

fRev w/ £
Y brug Efficacy Study Impdegentation
Project Office
Buredu of Pruge

Enclosures:

Form FD 156K

Labeling guidelinas
ceCs
NWK-DO 'Tfi]ﬂki1e1%%%el/
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August 4, 1972 Letter Ref: 8-72-T2-5-7 Ny
R 1€

Dpartment of Health, Education and Welf are
Public Health Service

Food and Drug Administration
Rockville, Maryland 20852

Gentlemens:

P

We are submitting in triplicate the . following additional information for our

Abbreviated New Drug Appllcatlon No. 83-003 as you requested in your letter
of July 7, 1972. :

The following comments are subm:L’c;bed as a paragraph by pai!agréph reply to the

above mentioned letter: »

1- Please find enclosed a revised insert which conforms to supplied
labeling guidelines.

Enclosed are forms FD 356H signed by a respons1b1e off1c1al f
Tablicaps, Inc. :

3~ a) Please find enclosed a revised list of all components and qua.ntltles
contained in the druge This replaces page 18 previously submitted.

b) Also attached are product spec1f1aat10ns for all

4= At this time only - e w:Lll be d@lng the analy'blcal

work for this druge. A certification statement was fJJ_ed J_n our, ANDA |
No. 83-003. (See page 22) : ’

Under item number five of your letter the follow:.ng subm1331ons are
made

tomponents .

a) Enclosed are specifications for -

b) The :mclus:n.on of specifications were
error, please disregard,

ES -
e

I

=B

RECEIVED_ [___copy =
PHOTOSTATS KMADE
FOR DUP______ TRIP




Page two of two

L
\,J‘

I . Department of Health Education and Welfare
' August 4, 1972 '

the earlier reporte

Very truly yours,

J TARLICAPS, NC. '

Robert L. i’i]lare]_'La Richard Te Jackson

President Director of Quality Control
RLP/RTJ s ke .
Enclqsures

'.\;— ;



Tablicaps, Ine. » MUY 5 1977

Attention: Mr. Richsyd 7. Jackson -
P.0, Box 5355

ﬁiam& Eaa&

Heference is mede 1o your sbbreviated new drug application submitted
pursuant to Section 505(b} of the Pederal Pood, Drug, and Commetic

Act for Diethylstilbestrol Tablete, 0.5 mg., Enteric Costed.
Reference iz also made to your smendment dated July 31, 1972,

m&e&mﬁ Beptember 26, 1972, enclosing revised lzbeling end manufacturing

ipfommation. B

ﬁe haﬂ eﬁﬁ@l@‘heﬁ *t;he revs.ew of this sbbreviated new drug application

2+ &n ACTIONS section sheal& fﬁw the DF
is to include the Importen .

3.
8} ' :
B - )
k. Revise the DOSAGE end ADMINTSTRATY s fallow
8 ggs;..emathé statement, e
APPEARS THiS way
ON ORIGI NAL

nts regurding the proposed packages insert.




/7’/%//// VVKarusaltls/JI.Meyer/RJWolters /11-1-72 Praject office

- 2 - )
b) Revise the last semtence to resd, ' e

Coples of the material relating to these revisions are enclosed for
your convenience.

Other infametion requested in ocur letter of July 7, 1972:
i. Include the procedures applied to all of the ~——— paterials.
In addition ﬂnriﬁr the iaclasim af "Rﬁg Materiel Specificaticns®
POy e
3. A 's&%isfmtm entablisky

cel
NWK-DO
Dup
BD-66
BD-166
BD-2k2 Emg Efﬁﬁaey m

R/D init. by MClark/JMeyer/11-2-72 Buresu of Drugs
Final typing/kim/11-3-72

E&mzmmw “/C’/?D

? iEt llﬁl@w?l
R;Bg,xu,ltﬁ
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RESUBMISINY
NDA ORIG AMENDIIE

Fcr Quaﬁly geneu'c Flrarvmacewlicals
January 3, 1973 | Letter Ref: 1-73-T5-3
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Department of Health, Education, and Welfare
Public Health Service

Food and Drug Administration

Rockville, Maryland 20852

Gentlemens

We are hereby submitting, in triplicate, the following additional information
for our Abbreviated New Drug Application Noe. 83-003 as you requested in your
letter of November 7, 1972.

The following comments are submitted as a paragraph Igy paragraph reply to the
above mentioned letters

A. A proposed insert being submitted "contains the following
changes:

le Description section of insert has been elaborateds

2. An Actions section which includes Important Notes
has been placed after the description sectione

3¢  m—e———1 and " e effective claim have been
removede

Le Dosage and fdministration section has been revised as
stipulated in your last letters

Other information requested and hereby submitted is as follows: »
le Attached please find "Raw Material" specification

for all raw materials used in the = of the
product e . '
2. Please disregard and ’ : S

specifications since they were submitted in error.

3e Attached please find procedures for fablet r =i,

earlier inspection reporte.
Very trmly yours,

TABLTICAPS, INC.

Richard Te. Jacksoni
Director of Quality Control

RTJ/cd
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Attention: Mr. Richerd T. Jackson <7 1973
P,0. Bex 5555

Beference is mude to your shbreviated pew dvug agpiiaatxm am%eﬁ
pursuent to Seetion 505(b) of the Fedewal Food, Drug, and Cosme
Act Por Diethylstilbestrol Tsblets, 0.5 mg., Mﬁ@, Coated,

Refevence ig slzo wade & your commnicotion dated JM 3, 1973,
enciosing revized labeling sud mmimmg fnfor

Wg have completed the rwies ef thiz sbbreoviated ney drug epplication
88 sumwea with draft 1 . However, before the applicstion may
be sporoved, it will be mcgsgazy foy you to subnit Tinal printed
mg:{isg The lsbeling should be icenticel in cantent to the drafi
CODY .

Plezse submit twelve coples of the printed label

Regavding the menufacturing informstion, the follswing is necessary:

Assurence that the components will amly nith the spec

and tests degseribed in an officisl o ¥ sach ap

recognized thevein, or, if net Iisted or 4f the azti&},e diﬁfeam

, ﬁ’m the amnﬁizm drug, thst the gpenificaticns mﬁ '&:@s’ss
components are adequate to aseuve their idents

' @m*i m W’J’w*

L. The siersbisl liwit test should e | med on-

for

3. Iaa&aﬁe ﬁze Mﬁmﬂm gaﬁ ta&ts a&&iﬁé e the compovent,

Nt et N e e R T L AT S
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7, 1973) of your

faeilition, by inspectore of ms Py L |
isasaﬁ), indimaswmia
it '

mm, :mmm, e_@s

#inel sction oo this &kbmiateé m‘ awg @;mm,
we m&m a sntisfostory inaspection yeport,

smaﬁ’t&iﬂ letter hss been sent te our Rewark Distriet Offles.
¥e yeuommend thet you contact the District mmmsﬁ Por an inspection
after the deficiencien heve been corrected,

tet
WWE~DO
Dup
B R - Y 1)
BD-66 o
BD-106 mﬁsim a&‘ Aaﬁm Tap} e

Z BD-2hk2 Drug m'ieagg %ﬁﬂa’ mmm
éV'Vharusaltls/JLl\feyer/RJWo] ters/2-21-73 Prejes Pios
R/D init. /MSeife/IMeyer Buresy of M
2-26-73
Final typing/kim/2-27-73
Rév u/f

Wt%tﬁg S ;’7 / 7




: vell (669) 445-0500 tP.O. Box 5555
' BLACKWOOD ROAD.
FRANKLINVILLE, N.J. oa322

S,
Wk
@%W%ﬁ%%
& 2

ENy

g = §
by, i \)
g ——=ihe

=

e

Fon Qwa/&'/y Ceneric Pharmaceaulicals
Letter Ref: 3-73-T2-18

March 19, 1973

Department of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Division of Actions Implementation, Drug Efficacy Study
Implementation Project Office

Bureau of Drugs -
ATTENTION: MARVIN SEIFE, M.D. -
Gentlemen:

Reference is made to abbreviated new drug application
Titled: Diethylstilbestrol Tablets 0.5 mg.
NDA#: 83~003
Dated: February 27, 1973

Enclosed find clarifications requested concerning manufac-—
turing information. ’

1. Raw Material specifications and
reference to test procedures. ~—-—Microbial Limits
test will be performed as routine test. procedures by
Enclosed find Raw Material specifications sheet for
ANDA application to supersede all previously submitted
specifications for -~

2. Enclosed find - Raw Material speci-
fication and reference to test methods sheet. Identi-
fication test will be performed as routine qualifying
test requirement.




March 19, 1973

——amy }x 5
Department of Health, Education, and Welfare
- Public Health Service

3.The following Specifications and test procedures reference
sheets for the following Raw Material are enclosed,

A L e

- ' i

Sincerely yours,

i,

'fE%BQ;CAPS, C o
N 7 (:Z SN \\“\C/\A?\—/‘
( < ‘,P_/, Q} — ' -
Richard T. Jackgon
Director of Quality Control -
RTJ/cd
Enclosures

P.S, Enclosed please find printed labels and package
insert identical in content to the draft copy previously
submitted.,

APPEARS THIS WAY
ON ORIGINAL
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Fon Qua/ ly Coneric Phavmacealicals
_ Letter Ref: 4-13-73-T6-14

Department_of Health, Education, and Welfare
Public Health Service ’
 Food and Drug Administration
Rockville, Maryland 20852

‘Attentlon. Dre Marvin Seife, M.D.
Gentlemen:‘,_ -
Subject NDA 83-003

SR :  ENTERIC COATED RED
B Ehclosed f:.nd twelve COpleS of prmted Labels Dlethylstllbestrol
Table’cs «5 mg. end twelve copies of inserts for this product.

This mfomatlon is submltted in reply to your letter of February

2741973 _ requesting the submission of final -
pr:n.nted label:mg.

S:anerely yours, 3

| RTJ/cd

' Ehcl,‘osures‘ -






