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Ve thcuaiptofwmt«imdngqpumﬁm
subwrittsd purewant to Seotion §05(b) ofthctcdaul Pood, Drug, nd
Cosmstie Act for the following:

MOIWW:WW, 5 mg. per ml.

DATE OF APPLICATION: June 16, 1976

DATE OF RECEIPT: June 38, 1978
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! Marpin-Seife, N.D
Director
/ Division of Generic Drug
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A nuetize was published in tiw FeDIiAl

Prarste of Februery 3, 1942 (37 'R
2851, ~wiithdiawing
249 on the grounds that renorts re-
quired under section 565¢(j) of the Act
and §5130.13 and 13035 (e) and () of
the new druz regulations (21 CFR 130.13
and 129.35) had not been submitted. Ac-
cordingly, no ivsther action under the

Drus T scacw Swedy Tnintementation is
indicosed. However, if =iy relaied diny

for humzn use, not the subject of an

approved new drug aprplication, is on the

market, it may be afected by the effec-
tiveness classification described above.

A copy of the Academy's report has
been furnished to each firm referred to
above. Comununications forwar:led in re-
spor:ise to this announcerment should b2
jdentified with the relerence number
DEST 7249, directed to the atiention of
the apprepriate office listed below, and
addressed to the Food and Drug Ad-
ministration, 5600 Fishers Lane, Rock-
ville, Md. 20852:

Supplements (identify with MDA number):
Ofice of Scientific Evaluation (BD-=100),
Bureau of Druaras.

Original new drug applications: Office of Sci-
entiflc Evaluztion (BD-100), Bureau of
Drugs.

Requests for  the Academy's report: Drug
Efficacy Study Informatiom Conirol (BD~
87), Burcaua of Druzs.

Al other communications reganding this an-
noltipcemen: orug rick.cy sTuay mele-
mentation Project Office (BD-30), Bureau
of Drugs.

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 305, 52 Stat.
1050-53, as amended; 21 U.S.C. 352, 355)
and under the authority deleTated to the
Coreniissioner of Food and Drugs (21
CFR 2.120), °

Dated: June 23, 1972,

Sax D. Fr e,
Associate Commissioner
. ‘ for Compliance.
[FR Doc.72-11392 Filed 7-24-72:3:48§ am}

[DESI 1542 Docket No. PDO-D-408;
NDA 1843 etc.}’
CERTAIN
DRUGS FOR ORAL OR PARENTERAL
Uss

Drugs for Human Use; Drug Efficacy
Siudy implemeniotion

The Focd acd Drug Administration
has evaluated reports received {rom the
Natfonal Academny of Sciences-National
Research Council, Drug Efiicaey Study
Croup, on the Jollowing Jruas:

07093 (WDA 3-262).

approval of NDA.

ESTRCGEN-CONTAINING

$rontonet
jection; Cioe &« ‘
Nortis Avenas, SuniLg, NoJ. 51091 (NDA
740).

3. Freparations. containing estrons.
a. Theelin Agurous Suspension; Paike,
Davis and Co., Joseph Campau Avenue,
At the River, Detroit, Miich. 48232 (NDA
3-917).

b. Estrugenone Suspension, Kremers-
Urban Co., Post Odice Pox 2933, 5800
Vo=t County Lire Tioad, Milwankee, Wis.
53201 (NDA 1-5:3).

c. Estrone Aqueous Suspension; Abbott
Laboratoriez, 14th aud Sheridan load,.
Neorth Chicago, 1. 0661 (XDA 4-C23).

4. . Preparutions conteiningconjugated
estrogens. a. Premarin Tablets; Ayerst
Laboiatories, Division American -Homé
Preducts Corp., 35 Third Avenue, New
Yorir, N.Y. 10017 (MDA 4-732).

b. Premorin Inirovenous: Ayerst Lab-
oratories (MIYA 1W—202).

5. Preparciions.conicining methalle-_
nestril. a. Viilesiril Tablels; G. D. Searle
and Co., Post Ofiice Box 5110, Chicago,
Iil. 60u8Y (NDA 8§-579).

1I. LoNG-AcTING ESTROGENS -

1. Preparations contgining chiorotri-
anisene. a. Tace 12 and 28 mg«Capsules;”
AMerrell-Naiional Lakoratories, Division .
of Richardson-Merrell, Ine., 110 Easb
Amity Road, Cincirmati, Ohio 45215
(NDA 8-102 and NDA 11-i44) (two
ISpoTsl . ]

2. Prepoaraiions conlaiiilng  edlrudinl
palergte. a. Delestrogen; E. R. Squibb
and Sons; Inc;, Georges Rcad, New
Brunswick, N.J. 03993 (DA 9<402¥ .~

3. Preparations contcining polyestra-
diol phosphate. a. Estradurin; Ayerst
Laboratories (NDA 10-753).

Such drugs are regarded:as new drugs
(21 U.8.C. 321(p)). Supplemental new
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new drug application is required
from 2ny person marketing such drug
without approval.

The Food and Druz Administration is
prepered to approve new. drug epplica-
tions and supplemonts to previoysly ap-
proved new drug applications for these
drugs under the conditions described in
this announcement. ’

I. SHORT-ACTING ESTROGENS

A. Effectiventss classification. The
Food ard Druz Adminiciration has cou-
sidered thie Acndemy's reports, as well as
other availeble evidenee, and concludes
that these drugs are:

1. Effective or probably effective for
the indiceticns deseriked in the labeling
conditions wiuch foliow. 'The prohably
eifective in tion i3 “in selected cases
of 0steonor

D swale

ence of

- prostaile cancer ({oc paillalion only wus

TR Lo toa

RIOWHLT Mk sl
and przvent or adtwsi ceiiyed It
Thage,

3. Lacking substantial evidenee of <I-
fectiveness when lai:cled Tor “relief of
vrezucndy bleeding’; advanced cases of
prostatic carcinoma resistant to ou-cr
estrogans: hemorrhagzic emergencies dua

‘to spontaneous bleeding; to reduce blezd-

ing due to capiliary hemorrnege during
and after oral surgery arad after riam:izl
extraction: pulmonary bleading; and
in hivpnema dnring aad E1icc oousse
Suigery.

B. Coadilions for anprovel ¢nd mar-
keting—1. Form of drag. ¥xcept for es-
traciol dipropionate and =strone, the:s
preparations are in o forw. suitebdia {er
oral administration. Estradiol dinrocion-
ate, estrone, and conjugated estrciens
may be in a form suitble for parcniers!
administration.

2. Labeling conditions. a. The la'=2ls
bear the statement, “Caution: F=d
Inw prohibits disz.r=sing withoud pr=-
scription.”

b. The drugs are labzled to cominiy
with all requirements of the Act gpd rez-
wations. The labeling hears a<lequate in-
formation for safe.aud effective use of
the drug and is in accord with the suide~
lines for uniform labeifny publishied in
the FEocRAL RECISTER of Iehruary 6. 1379
(35 P.R. 2056). The “Inaications” cze-
tions are as follows (The possibiy een-
vive aications may also pe includoedd f20
o monins.’ :

INDICATIONS .
These drugs ars indicatad for moplatex2nt

therapy of estrogen deficienicy acsociztel

with: Menopausal syndromie, fomale Lr2o-
gonadism (hypodgenitailomi, 2aniencrT
female castration, or primary ovacian {x
They are also indicated Ior ihe pres2
of postpartum breast engorzimant; 2N
utzrine blecding dus 10 hos 1al imba
in the absence of organic padiology: and o
osteoporosis—depending upon the eticicy

and then oniy wkten used In ~ounjfuncilsa
with other !mportant lherapeutic ma2aspres
such as diet, ccictum, physiotiterapy., 2=d
good general health-promioting measures.

The following indications may be in-
cluded provided the recommended €zs-
age schedules of these preparations ar2
consistent with those recommended by
the Academy: .

Senile vaginitis; kranrosis vulvae with or.

without pruritus; . inop:rable prosres

castration Is 1ot feasiie ¢r when castralic
fallutes of dmayed escape inllowing a IT2-
sponsa o cisiration have a9t Gosurnedss
breast cauces (f{or palliaticn only in womza
with progressing inopeiable or raent2eq -
sistant disease who sre niore than 5 y223
postmanopausal: and in men. in thovs in-2-
erable cages in which Hilntaral orchillec 0¥
cannot te pericrmed e of ia indezena~-
ent surpical contratndie

The dosages for air
ttons vhirn are o

oot

L vl el CUrac Gl an kb

preparation,
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“ e. The laksiine for o1 short-asting
otenreag st erntpin ihe ietlowin

V/isnane

A siztisiionlly sixaiflepnt assccialicn has.

Bern rroorad between maternal nee v f
gicthriziileswol during proguandcy, anid the
cecurrenca of vapgital carcinoma in the ofi-
enring. This ocenrzrad with the utse of di-
eshgicthinestrol for tihe frentmment of threat-
en:d sbertion or l:xg-.x ricz  premanc:es,
Whetner or not such an association is appli-
cuble to all estroyens is not known at this
time. In view of this Snding, however, the
ure of awy nsirogen in pregnancy 18 rnod
recommendad, )
1X. LonG-ACTING ESINGRENS

A. Zilectiveness classification. The
Food and Diug Admnin’stration has con-
siderad the Academy’s reports, 2s weil
as. other srallatle evilcnce, and con~
clndes that these drugs ares

1. Effective or prob:.bly efective for
the indications dascriknd. in the isbeling
conditions which follew. The pmbably
effactive Indicavion Is “in selected case
of csizsoporosis.”

2. Possibly effective for o:sturbances
of the menstrual cycl: (hypomenorrhea,
olizomerncrrbea, irregular cycles); sup-

-pression of laciation; .o minimize tleod .

loss ot surgery, lessen the incidence ¢
postoperative hemorrha"e, and avoid

the risk of ranltiple transfusions; and to
reduce capillary hemorrhage, reduce

the ocozinz follawinz multiple transfu-
sicns, and prevent or arrest delayed
hemorrhage.

3. Lacking sub:tantial cvidence of of-
icativeness when !abelad for “reiief of
pregnancy viecding”: navanced cases oi
prostaiic carcinoma resistant to other
estrozens; hemorrhaszic ernergenvies due
to spcntanecus bleeding; to reduce bleed-
ing due o capiliary he:norrhage during
and after oral strgery and aiter dental
extraction; pulmonary bieeding; and use
in hyphema during and mtcr ocular
surgery.

In addition, because of the possibity
of uutoward eflects and conzequent need
for prompt cessation of the drug efiect,
thz long-acting estrogems are classified
as lacking stibstantial evidence of eifec-
tiveness for their lakeled indications re-
lating to their use in neoplastic diseases.

. other tnian prosiatic earcinoma.

B. Conditions for approvel of market-
ing—1. Form cf drug. Chloretrianisene
preparations are in egpsule form suitable
for oral administration. Bstiradiol valer-
ate and pclyestradiol phosphate are in.
sterile ole..uxllous sojution or stevile dry
powder with sterile diluent form suitable
for pareaterai administration.

2. Labeling conditions. a. Tha Inbkels
kear ithe statement, “Caution: Fedzral
iaw prohibits dispcnsnw without pre-
scription.”

b. The drugs are labeled to comply
wiih all reqnirements of the Act and

remulations. The lobeling bears adenudte

Svormation fl)f S'u“ 3!11 ELAU.UVC‘ b,ﬁ O'
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f..:na!n casirmation, or “nm.'r orarinn feilure,
They 2r2 2050 Inda x.d nr ite provention
of nosiuciiuny EIoast engnrygai abrnor-
mal uterue Bieding du2 to hetmonel hne

balance in the r.bscuce of crinaic patholoey:
and in ositeoporcsis—depending upon ‘re
etjolony and then only whenr wed In con-
juncticn -7ith other lr*': rtant therapeutic
mezsur2s stelr £33 dist, caleisiny, physine
tavTtepy, aad good genarel healis-promicling
menasures.

The following indicaticns may be In-
cluded provicizd the reccmnmended. dog-
age sched:les of these praparations are-
consistent with thote recopzmended’ by
the Academy: Senile vaginitis and krag-
rosis vulvee with or without pruritus;
inoperakble progressiim prostatic canver
(for paliation ouly wrsr cosiration is
not feasible or when castration failures
or deloysd ecscape followinz a respouse
to castration have not cccuxzed).

The dosages for any of these indica-
ticis which are to be used in labeling
must ha supvoried by clinical data if
the indication was neét iuciuded in. the
labeling which the Acderny reviewdd for-
that particular preparation..

c. The labeling for all long acting es-
trogens must ccntain the Ionowing
warning:

WaanNie
A stavlsiically SIERUICANS asseciution- DaAs

ofetored —n—.-uo—,l whotmwosn —anﬁma' uu.u-o( e

dl‘th,l.mbe trol during p:cgzmncy and the
oceurrence of 7aginal carcinomia in the off-
spring. This occurred with ke use of
diethyistilbestrol for tha trenteent of
threatened abortion or high rixk pregnun-
cies. Whether or not such a2n association s
applicable to cil astrogens is not Xknown at
this time. In view of this finding, however,
tha us2 of any estrogen in pn-:nancy is not
recomuncended,

pas s ...arnetmq stetus. Marketing: of
such drugs moy be continued under the
conditions described in the notice en-
titled *“Conditlons for Marteting New
Druzs Evaluated in Dmg* Effeacy
Study,” published in the Fzoexal. Reg-
1sTER July 14, 1970 (25 FR. 112732, as
follows:

2. Fer holders of “deemed anproved™
new drug applicaticns (i.e.. 2n applica-

- Hion which became effactive en the basis

of satety prior to October 10, 1962), the

submission of a suppiemient for revised

labeling, an sbhbrevisted supolement for
apdating information as - desceribed in
paragraphs @)1) ) and iii) of the
notice of Juiy 14, 1970,

b. Fer any person who does not hoid
an approved or effective new drug applt-
caticn, the subirission of an n>iv
new o

crnlinsiinet ag e Lirided 1)
RIS N T R AR BT I N h;::; notice.

c. Yor any distributor ¢f tihie drug,
tl'e use of labeling m ?LCCT'I. wsm this

Caw e

. [ diaind
. 1435 TLII0AY,

sy 2s,

ned =

haved, continend 1u. 'L, gese
parsayaphs (€, W, (e, aod Wy o
faat notice.

IV. CGpportuaity . for a hearing. 1. Tr=

Cenunissioner ef Faod and Druigs pooem

poses to issue an order under .ue p!-.-
visicns of secticm 305(e) of the PPecar
Food, Drug, acd Cosmelic Act v.lzh!-
drawing approtal of all n2w druz ap-
plications and 211 anendment: ’
suns.oments trhencte gvnslal z
fnuications fur whicn subsianiiz
dence of effectiveness is lacking as de-
ccnl:r-d in parzarapns 10 A, cnd IL AL
of thiz anpousement. An ordzr with-
drawing appicval of the apsnlicaticns
will not issue i such applicatisns zr2
stmipiemented in accord with this no-
tice, to delete such indications, Any
related- drug for human use, not ‘iz
suoject of an zznroved pew  draz 2o
piicazion, offere for cue iadications oo
which substantial evideace of electiva-
ness is lackirg may be afected by tiis
action. .

2. In a.ccom‘...ce with the provisioms
of section 505 of i@ Act (21 U.S.C. 333
and the regul ..t‘cns premulgniled there-
wnder (21 CF2 Porf 130), the Commis-
stoner will giva il:e holders of any »uca
apmications, m‘d uny interesied versem
whe would be zdverscly affected ¥ by sueh
an order, an op;,ortum Sfor’ 2 hearinz
to show why such in: hc.mcns shodd
be deleted frem: the labeling, & rsqusst
for a hearing must pe filed within 39dazrs
aiter the date of pubiication of th's
notice in the Frsesar Recisrer.

3. Arequest for 1 hearing moy not rect
upron mere aillegations or denials tus
must set forth cspecific iacis shewicg
that there is a genuine and substantial
issue of fact that requires a heariny o~
gether with o well orgomzed and ft2
factual analysis of the clinical and cther
investigationai <ata that tne ovieclor 5
prepared to prore in 2 hearing. Any daiz
subniitted in rescons2 to this noiice myuss
ke previously unsubmitted and x.Ac"'d’
data from adecuate and well-oonirciled
clinical investizations (lcie"L =<.i iz
ready review) as described in § 122 .-- 3
(5) of the reg :.or.s pus md in o2
Frozaab- REcwsoTi o My i, 1540 I v
i350). Caref conducied srd Cocz-
mented clinical s!.udies ostoined uncas
uncontrollad or partially condreiled sira-
ations are noi 2cccptable as a scle bz
for approval of clzims of cffectivensass,
but such situdies mny Lz consicizred o
their merits {5r corraberative suvrnagt o2
eifezey and enidiice of saiety.

4. I a hcaring s requested and s
justified by the rospense to s motice,
tiie issues wifl ';,n defined, & heardrzg
exaniner wiil b raed, and he s-o2
issue a written n- |t H -

niace at which
comm.ence.
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1Aprtificd wlh the relmretea numher
apurans e ouwe 51 Geld,

ca1 o Liie Fond andd Dreg 252
icn, £G0) Fmhers Lane, Roanville,

0833

ard

Supplemen's {identify with KDA number)
ince of Seclantific Evaluation (BD-100),
Bureau of Drugs, .

Crislnal ubbreviated new drug applicotions
{identily as such): Drug EHicacy Study
Implementation FProject Orice (B0-50),
Bureau of Drugs.

Request for hearing (1dentify with docket
nwinber) : Heacing Clerk, Ofce of Genarnl
Courzel (GZ-1), Reom 6-83, Parilawn
Bl g,

Requesis for the Academy’s repori: Drug
Efficacy Study informatioa Conirol (BD-
67), Bureau of Drugs.

Al other ccramunications regarding this
announcenient: Drug Eiteacy Study Imgle-
mentation Projzet Oitice (BD-60), Bursau
of Drugs.

Received rcguests for a hearing may
be seen in the cfice of the hearing clerk
(addrass civen above) duringz osulce
business hours, Mcnday through Friday.

This nosica i3 istued parsuant to vrovi-
sions of the ¥Faceral Food, Drug, and
Cosmetic Act fsecs. 302,” 505, 52 Stat.
105033, 85 amznded: 21 US.C. 352, 353)
and under the suthority delegated to
the Commissioner of Pood and Drugs (21
CFR 2.120).

Dated: Junse 29, 1972

SaM D. FINE,
Assoclate Commissioner
for Compiiance:

{&re Docia-iidva Filed T-i-13,8:46 am}

0943; Docket No. FDC-D-206; NDA
8-943, ete.}]

CARAONIC ANHYDRASE
INHIBITORS

Drugs for Human Use; Drug Efficacy
Study implementalion

The Food and Drug Administration
has evaluated reports received from the
National Academy of Sciences-Netlonal
Research Council, Drug Edicacy Study
Group, on the fcllowing drugs:

1. Cardraze Tablets coniaining ethox-
zclaraide; The Upichn Co., 1171 Pertaze
Road, Ralomazco,
11-047).

{DESIL

CERTAIN

azolamide: Lacdarie Laboratories Divislon,

American Cyanamid Co., Post OfZce Box -

530, Pearl River, H.Y. 10265 (NDA
8$-043). ’

3. Diamox Parenteral (powder for re-
constitution) containing scdium  acet-
azelaniide: Lederle Latoratories Division,
American Cyanamid Co. (NDA 0-332).

4. Oratrol Tablets containing dichlor-
phenamide: Alcon Laboratories, Inc.,
6201 South Iresvayv, Box 1559, Fort
Worth, Tex. 75101 (2TDA 12-449).

5. Neptarzane Trblets eentaining nid
mide: Lenderts 12
B T Al

nt v, P . - c. IS

L’o:-::r]fz. i)n'.'xsma.ci ;\Eerc"r: :\nd Co., Wit
Point, Pa. 13438 (NDA 11-3606).

FEDZRAL

Mich. 48002 (¥DA-

MOTICES

7. Teranx Seousls (enstaiped selosse

Arug aPBNUee ced
the jabetug i lata preticusly
aopvoved applications providing f=r stei
druss. A new diug anpiication is regutred
from any persen maixeting such drug
wilhout approval.

1. FrHOX20LAXIDE; ACETAZOLANISE i~
CoONVESTIONAL Tasrzz 03 Pantx
Yo . DiomtonpuITHANIDE; RITHA-
ZULANIEE

A. Effeciiveness classiflcation. The
Fond srd Drug Administration has con-

sidered tire Academy's repgatis, as weil o3,

other uvuilable evidence, and eoncludes
that: -

1. These drugs are effective for the
indications described in the “Indications”
sections below, exennt thats

2. Lihoxzolamide is protably efrfsgtive
for its recsmmencdad use 2s an adiunct
in the centrencepitalic epilcpsies {petis
mal, unlocalined seizures).

3. Ethoxzolomide lacks- substentlal
evidence of sisctiveness for ihe mans

agemsnt of premenstruial edema. and -

toxemia of pregnancy. .

4, Acctazolamide lacis substantial
evidence of effuctiveness for the reat-
mernt of chasity, edema of pregrency,
premenstrual edema, Meniere's dic2ase,
and in adjunetive theravy for post-
partum breest encergement.

3. rictiorphenuuide lavis subsianiial
evidencs of edecivendss oo s reat-
mens of chronic pulmenary insusiclency
with respiratory acidosis. ’

6. Except for the indications referred
to above, ethoxzolamlida cnd dlculor=
phenamide are regarded s possibly
effective (or other labeled indicaticns.

B. Conditions for spprozal and mar-
keting. The Food and Drug Adinliistra-
tion is prepared to approve abbreviated
new drug applications and acbraviated
supplements so previously approvad vew
drug esplications under conditions de~
seribed in this announceinent.

1. Form of drug. Preparasions aof these
drugs srz in conventional tablet formn

suitable for oral administration excent
that acetazolamide as the soGiumn salb is

2. Didmox Tablets eontaining acote =t sterile powder form suitable {or racon-

stitution and parenteral administration.

9. Labeling conditions. a. The labeis
hear the statement, “Caution: Federal
law prohibits dispensing without pre-
scription.” .

b. The drugs are labeled to ccmply
with ali Yeuuirements of the A2 and
rezulations. Their labeilng besrs - s:e-
quzte Information for saje and eTective
use of the drugs. The “Indications™ sec-
tions aie as folows:

1¥prcaTIONS
Tihosolamide:
y iep treatment of: edsina Juo to

glascoma where G137 of aw Ty 13 o red

o ontEr to lower Inuraockiar go-isure; c20~

“Condisi

teanp—r3e anilen:ics (Hofif nol uptrests

WOt 2 SEUD
anzis) IlIUCOMA, SECCINILIT

=aly In asute angle CLO3uTE Ehaus
rr2 delay of 3uy.ry s deilntd In
wower lntraocular gressere.
Yenawmide and Jf2thiucsoiamide:

comwa, 1 pmoperaticely in acule Lils
closure ucoma where lelay of
[t “order 3 luAET

3. Worketing status. Moarketing of such

4T be coniinued under i S50
>1ined in the nciice ¢
s for Marketng New Dl
Evaluated in Druz Eficacy Study,” puo-

lished 1 the, FeprraL Ricister July 13,

1970 (23 2R. 11273}, o5 follows:
a, T Rolders of “deimiad]

new druy @ plications
tion whisn hecame elieciive o the

lahelingz.
upcaricy ircformatlica, 2ad
data 1o s=ow the biologle availabiiily
the druz inethe formulaticn witica is
marketed as described in paragrazics
(a) (1) ip, GD, and (i) of tne moulze
of Juiv 14, 1970. Clnical trials whicz
have astablished effectivences of *He 2
may ol:n serve to 2stisiisiy the
sbility of iae druw i
gr_}nd:chc.:: ont the cursently
formumaGon.

. Psr 20y person who does nob kotd
an approved or eiisciive new drmz :
plicatisn, the submission of s ax 1
ated new drg appileatisn, o
adeginia data to dssure the
avaatitisy, of the drug in the forniTa~
tion whkch is or is intended to b2 msT-
keted, as described in paragraph (&) (3)
(il) of {kak notice.

c. 1-’_‘0: sny distributor of the drug, tk2
use of ia%wiing in accerd with this an-
nouncemant for any such drug shippad
withinn the juriséiction ¢ the At as
descrides I paragraph (by cf. thas
notice. :

d. Por Indications for which tha dizz
has kaen classified as probakly eifacZs2

(Incladed in the “Indicaiions” section-

aboved and possibly efiective (fo¢ in-
cluded the “ILaidieatlons™ seciisn
abovel,- comtinued use as ceserined I
(c), (4}, 1), and () of thal notice.
C. Cpeoartunily for a Aeariny. 1. The
Conrmissiener of ¥Focd and Drugs pro-
poses o izsue an order vader e
sions of section 3u3(e) of ibe I'o
Food. Dz, and Cosmeric Act wilh-
applicatioms and ol amendments and
dracsing  approval of all n2w
suppizms=nts therzto providing oo theii-

dicazions for which suisiintizl evid:

I
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NDA 83-239

Carter-Glogsu Laboratories Division
Chromalloy Pharmseceuticals, Ine.
Attention: Samuel M. Fainberg, Ph.D.
5160 W. Bethany Home Road

Glendale, AZ 85301

Gentleman:

Reference is mada to your sbbreviated new drug application dated December
9, 1976, submitted pursuaat te section S03(d) of the Pedsral Foed, Drusg, and
Cosmatic Act for Estrons Aqueous Suspension S mg/ml.

Review of generic estrons suspensions indicates a great variety in formulas
parameters - at variance with refersacs produet. Present knowledge of

suspensions requires a ratighihe for devistions - or farmulse in accord with -
the following: ]

1. ‘Estroas in solution with presarvatives: “bensyl alcohol

snd/ox buffered/undbuffered;
structured/wmstructured) .

2. Added specifications and tests:
(a) estrome: partiele sisze and dansity; erystslline form
(b) wvehicle: deasity sad viseosity
(¢) final
suspension: pilt 4 ‘neutrality range; density and viscoeity;
syringsbility

Other information required for applications:

1. Labeling:
(a) 1im seeord vith sscompanying ladeling guidelines
(b) supply supportative data for Dosage regimmm for "Postpartum
Bresst Eagorgsment.”
(e) directions for resuspension and syringebility

2. Manufaseturing:

(a) ecomplets instruetions for preparation of the suspension?
inieial dispersiomn of particles; uilliag of dispersed
particlss (evaluate milling time): final ecombinetiom in
a vehicle.
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NDA 85-239

(b) sterilization procedures: types of sterilization for all
phases of manufacturing - operating parameters and paramater
sonitoring, validatiom of sterilizatiom cycles, sterility
confidenea; product sterility tersing - aumber of units tested,
% of lot tested, elapsed time betwveen removal from sterilizer
and testing; quarantine period; aicrobial burdem of enviromment.

3. Packaging evalustion for:
(a) 1light sensitivity of estromne
(b) drainage charactaristics

4. A protocol for stability studies which follows:
(a) degradatiom of estrone
(b) the retained physieal integrity of the suspensioa
snd basis for establishing your expiration dats.

Pleass let us bhave your rasponse promptly.

cc: LOS-DO ”il“g‘iz ’°""(/,)
Enclosure: Z/ ISI 01(

Labeling Cuidelines .
(Malrvin_Seite, M.D.- ' e
Dirveetor
Division of Cemeric Drug aphs

0ffice of Drug Momographs
Buresu of Drugs

. +l/lro BFD-614 616 J KA A
J//W/ sz'l;arusagt/ Jiw eyer arsﬁﬁi 4// 77

/D—4nit. JlMeyer/MSeife/4/13/7

Crevmiss, ﬂﬁ\e\a YR




0CT 28 1911

Carter-Ghggau

Chremalley Plersaceuticals, Inc.
Attantion: Samuwe} M. Feilnbers, M.D.
5166 Mest Bethany Heme Read

nwdnmmmmm«m:mm sach estroges
drq;rdw.tn:mmu muﬁuamu
patfents with m%m a-mm {afermation csecerning

effectivensss, coatre procastions and adverse reactions

wm«msm-nuw and the extended offective
m«muxmmmu.tm.

Plsase sulmit the required Patiest Pactage Insert.

L,(u
M fd/ m::‘guw fe lo-a-nw of
:
ﬁé f/tmmo-m-n ama Dreg -nn

of
of Drugs
Encloswre: 8 Ze/(

F.R. July 22, Y907
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MDA 85-239

Chromalloy Pharmceuticals, Inc.
Carter-Glogau Laboratories pivision
Attn: Samuel M. Fainberg, Ph.D.
5160 Vest Bethany Heme 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 Cosmatic Act for Estrone
Sespension, 5 wg/ul.

Reference is alse mde to your amendment dated June 28, 1977.

e have completed the review of this abbreviated new drug application. However,
before we are able to resch 2 fina] conclusien the following additional infor-
mtion {s necessary:

1. Labeling:
Contatner lbbels: Appropriate ¢tcrage and use recommendations and
expiration dating for the used as well as unused msltidose vials
(see below). .
Package insert: Submit the required patiest package insert.

2. The specification/tast sheets in wse by your Quality Control Laderatory(ies)
for active ingredients, components and fimal dosage form.

3. Completa informmtion on containers and closures and your methods for checking
drainage charsctaristics.

4. umlnmmmmmmwmumml

characteristics of ymr fnndbamthtmm
mmw In this - fer represaatative lots -
submit data on (ctiing/describing buuimte-ﬁths):
compendial peremeters estrone; suspension

density estrone; suspension

pH . ’SuSpens 1om

viscosity suspensien - resistance to flow upon shear

(rhoograms)
sedimentation or
settling rate suspensfon - spesd by which the suspended

particles settle in an undisturbed
sample product




5.
6.

particle size
distribution , estrone; suspension - at sensitivity
Tevels 25 ., S04 250 and =40

syringability ' suspension - force-displacement profiles
detection of possible
polyworphs estrone; suspension - IR, microscopic
examingtion
degree of flocculation suspension

Evaluation of the compatability of the suspension with the closure

The app‘iieation should contain a forml stability ppatocol indicating
tests for chemical and physical stadility of the preduct (cite/dascribe
methodology). In this regard:

a. the protocol should define/identify:

formula

containsr-closure systams ,

sampling procedures -
number of lots under test: several _
storage condittons: controlled room temperature; some cyclic storage
test procedures 3
test intervals: 3,6,9,12,18,24...m03 then yearly studies thereafter

b. Test procedures to determine chemical stability should also {nclude
(1) for estione degredation; (2) evaluation of the preservatives.
We request the ratiomale for estrone and preservative tolerances of

c. Test to determine physical stability should alse include
determinations for:

-

particle size evalmation

crystalline structure (pelymorphism
syr‘lmbﬂit{

resuspendabi 1ty/sedimentation ‘

d. alse includs tast prosséures for sterility of multidoss vials after
1”‘““ use.




7. With respect 0 expiration dating:

a. Propose an expiration term for the multidose vial after {nitial use,
f.e. "Use within..." and submit data 1n support of it.

b. In our opinion the 1imitad amoumt of data submitted fuils to furnish
a sound basis for 8 five year expiration term for the unused product.
kwdacumtmwrupinﬂum(fmmauofﬂn

quality control release) and your comsitment to check the stability
of production batches of the product - per your protocol - submit

_results of these studies as thay become available, and withdraw from
the market any patches that fall out of specification or whose
physical characteristices demonstrate radical change.

8. With respect to recommendations on labeling (a) we recomaend that you add
"Store at Controlled Room Temperature” (b) add storage conditions for
sultidese vials after {nital use.

9. Include data/information on representative microbiological burden of
your sterile mnufacturing enviromment.

Relttive to refersnce products on the market, the NAS/NRC panel evaluated
thoﬂ?arn-ﬂuh' product Theelin, which is a suspension of estrone {n {isotonic
sadum chloride solution with benzethonium chloride 0.1 mg. and benzyl alcohol
2% added as preservatives. Ve request rationale/inforas on/data on your

(a) lack of isotonicity; (b) pit below 7.0; (c) choice of preservatives -
their suftability and effective concantrations

1
-\
pivisien of Mc-omLinpln

of Drug Vonogrephs

wilYb afsh T '
‘ZTW\@{J \\\‘()’7

Please let us have your response promptly.

LOS-DO  DUP HFD-614 %ﬂ >
VVKarusaiti s/JLMeyer/MAJar{Xi ) 7
R/DinitJMeyer/MSeife

ft/cjb/11-7-77 K38¥X rev w/f



MDA 85-339

Chromalloy Pharmaceuticals, Inc.
Attention: Samuel M. Fainberg, Ph.D.
5160 West Bethany Hame Road
Glendale, AZ 85301

gentliamen:

Reference 1s made to your abbreviated new drug application submitted
pursuant to Section 508(b) of the Federal Food, Drug, and Cosmmtic Act for
Estrons Suspension, 5 mg./ml. '

Rafersnce is alsoc made to (1) yewr comunication dated March 27, 1978 and
(2) our letter of November 9, 1977.

We have completed the review of this abbreviated new drug application
and have the Tollowing commami:

The labeling is satisfactory.

Howeyer, it will be necessary for you to supply the information in our
referenced letter. A complete characterizatien of the chamfcal and physical
characteristics of the suspensfon are RecessAry as well as assurance that these
characteristics are maintatned throughout thy $helf 1ife offthe product.

Please let us have your respoase promptly.
,‘Wﬂ:

Director ;
Division of Gemeric Monographs

0ffice of Drug Monographs
Bureau of Drugs

cc:
LOS-DO A-‘
HFD-614 ) o’ ([7?
VVKarusaitis/JMeyer/Marski

) ’f}R/D init JMeyer/MSeife/1/5/79
ps/1/5/79 - CA
rev w/f . J dr( \




MDA 85-239

Chromalloy Pharmaceuticals, Inc.
Carter-Glogau Laboratecies Division
Attentiom: Ronsld M. Caxter

5160 West Bethany Homs Road
Glendale, AZ 85301

Gentlemen:

Reference 1s made to your abbrevisted new dzug appiicatisa swbadttad pursuant
to Sectiom 505(b) of the Yederal Feod, Drug, and Cosmetic et fox
Estrone Suspemsion, 5 mg./ml.

Reference is also made to (1) yowr commuaication dated October 31, 1977, enclosing
a Patient Package Insert aad (2} owr lettexr of November 9, 1977, requesting
aaditional informatiosm. -

We have completed the review of this addbreviated new drug spplicatiom.

lowever, before ve are able to resch a final conclusion the fsllewing

additiocaal iaformatiem is necessary:

1. Approval of all estregen prodeets listed in the ROW SUPPLIED Sectiom
of labeling.

2. The information in ewur referenced letter.

e

Division of Generie Monegraphs

Office of Drug Monographs
Bureaun of Drugs

Please let us have yout response promptly.

cc: .
LOS-DO LJ

'{/{ HFD-614 l/ 1{7?
7 VVKarusaitis/JMeyer/Nfarski

R/D init JMever/MSeiFe/l/l:/78

és\l;gna {\]\Mﬁke/{ \}577 8




GENERAL OFi ..ES:

5160 WEST BETHANY HOME ROAD ¢ GLENDALE, ARIZONA 85301

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

(M-C LABS)

CHROMAL

LOY PHARMACEUTICALS, INC;

A-SUBSIDIARY OF CHROMALLOY AMER{CAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

March 27, 1978

Marvin Seife, M.D. Protinetan-~-
Director Vel ,“.>w§
Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare FPL‘
Public Health Service

Food and Drug Administration

Rockville, MD 20857

r”ﬁp, Saila n1r"'#’f‘§lT
o Ui g o 2l

SUBJECT: ESTRONE SUSPENSION, 5 MG/ML
NDA 85-239

Dear Dr. Seife:

Reference is made to your letter of January 6, 1978 regarding
our submission of a Patient Package Insert in our communication
dated October 31, 1977.

In your above referenced letter you indicated that "...before we

are able to reach a final conclusion the following additional infor-
mation is necessary: 1. Approval of all estrogen products listed in
the HOW SUPPLIED Section of labeling..."

We fail to understand why the Patient Package insert cannot be re-
viewed and commented on for future use upon approval of the NDA?
We also question the need for a How Supplied Section in a Patient
Package insert since this information is for the physician's use
and information only and already appears on the physician insert.

We would greatly appreciate your comments and review of the Patient

Package insert.
Since:@y yours,

Samuel M.

JCW

VARl



 CHROMALLOY PHARMACEUTICALS, ING.

Pl

CAHTEF.! - G'[.CSGAU LABORATORIES DIVISION

-

October 31, 1977 e

R

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 83-547,: o
NDA 83-714, . . )
NDA 85-239,. NDA 85-620, ) a
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 insexrt 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. -

e

Sincerely yours, ¥

(M-C LABS)

ARTER~-GLOGAU LABORATORIES DIVISION

< T
Ronald M, Carter \;\ v E\;~.;;\
President , . QQ U~
RMC/sp A ' ;:s:’ ccyglir. Sam Fainberg

vernor Herschel Loveless

2

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

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




ESTROGEN DRUG PRODUCTS y

- PATIENT INFORMATION

WHAT YOU SHOULD KNOW ABOUT ESTROGENS
Estrogens are female hormones produced by the
ovaries. The ovaries make several different kinds
of estrogens. In addition, scientists heve been able
to make o variety of synthetic estrogens. As far as
we know, all these estrogens have similar properties
and therefore much the same usefuiness, side ef-
fects, and risks. This leaflet is intended to help
you understand what estrogens are used for, the
risks involved in their use, and how to use them as
safely as possible.

This leaflet includes the most important information
obout estrogens, but not all the information. If you
want to know more, you can ask your doctor or phar-
macist to let you read the package insert prepared
for the doctor.

USES OF ESTROGEN
Estrogens are prescribed by doctors for a number of
of purposes, including:

1. To provide estrogen during o period of adjust-
ment when a woman’s ovaries no longer produce it
in order to prevent certain vncomfortable symptoms
of estrogen deficiency. (All women normally stop
producing estrogens, generally between the ages of
45 and 55; this is called the menopause.)

2. To prevent symptoms of estrogen deficiency when
o woman's ovaries have been removed surgically
before the natural menopause.

3. To prevent pregnancy. (Estrogens are given
along with a progestagen, another female hormone;
these combinations are called oral contraceptives
or birth control pills. Patient labeling is available
to women taking oral contraceptives and they will
not be discussed in this leaflet.)

4. To treat certain cancers in women and men,

5. To prevent painful swelling of the breasts after
pregnancy in women who choose not to nurse their

babies.

THERE IS NO PROPER USE OF
ESTROGENS IN A PREGNANT WOMAN

ESTROGENS IN THE MENOPAUSE

In the natural course of their lives, all women
eventually experience a decrease in estrogen pro-
duction. This usvally occurs between ages 45 and
55 but may occur earlier or later. Sometimes the
ovaries may need to be removed before natural meno-
pause by an operation, producing a *‘surgical meno-
pause.’’

When the amount of estrogen in the blood begins to
decrease, many women may develop typical symp-
toms: Feelings of warmth in the face, neck, an
chest or sudden intense episodes of heat and sweat-
ing throughout the body (called *‘hot flashes’’ or
“hot flushes'’). These symptoms are sometimes
very uncomfortable. A few women eventually develop
changes in the vagina (called “atrophic vaginitis’’)
which cause discomfort, especially during and after

You may hove heard that toking estrogens for long
periods (years) after the menopause will keep your
skin soft and supple ond keep you feeling young.
There is no evidence that this is so, however, and
such long-term trectment carries important risks.

ESTROGENS TO PREVENT SWELLING OF THE
BREASTS AFTER PREGNANCY
If you do not breast feed your baby after delivery,
your breast may fill up with milk and become pain-
ful and engorged. This usually begins about 3 to 4
days after delivery ond may last for a few days to
up to a week or more. Sometimes the discomfort is
severe, but usually it is not and can be controlled
by pain relieving drugs such as aspirin and by
binding the breasts up tightly. Estrogens can be
vsed to try to prevent the breasts from filling vp.
While this treotment is sometimes successful, in
many cases the breasts fill up to some degree in
spite of treatment. The dose of estrogens needed to
prevent pain and swelling of the breasts is much
larger than the dose needed to treat symptoms of
the menopause and this may increase your chances

of developing blood clots in the legs or lungs (see

below). Therefore, it is important that you discuss
the benefits and the risks of estrogen used with
your doctor if you have decided not to breast feed
your baby.

THE DANGERS OF ESTROGENS

1. Cancer of the uterus. |f estrogens are used in
the postmenopausal period for more than a year,
there is an increased risk of endometrial cancer
(cancer of the uterus): Women taking estrogens
have roughly 5 to 10 times as great a chance of
getting this cancer os women who take no estrogens.
To put this another way, while o postmenopausal
women not taking estrogens has 1 chance in 1,000
each year of getting cancer of the uterus, a woman
toking estrogens has 5 to 10 chances in 1,000 each
year. For this reason it is important to take estroe.
gens only when you really need them.

The risk of this cancer is greater the longer estro-
gens are used and also seems to be greater when
larger doses are taken. For this reason it is im-
portant to take the lowest dose of estrogen that will
control symptoms and to take it only as long as it
is needed. I|f estrogens are needed for longer
periods of time, your doctor will wont to reevaluate
your need for estrogens at least every six months.

Women using estrogens should report any irregular
vaginal bleeding to their doctors; such bleeding
moy be of no importance, but it can be an early
warning of cancer of the uterus. 1 you have un-
diagnosed vaginal bleeding, you should not use
estrogens until a diognosis is made and you are
certain there is no cancer of the uterus.

If you have had your uterus completely removed
(total hysterectomy), there is no danger of develop-

fer
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5. To prevent paintul swelling ot the breasts atter
pregnancy in women who choose not to nurse their
babies.

THERE 1S NO PROPER USE OF
ESTROGENS IN A PREGNANT WOMAN

ESTROGENS IN THE MENOPAUSE

In the natural course of their lives, all women
eventually experience o decrease in estrogen pro-
duction. This usually occurs between ages 45 and
55 but may occur earlier or later. Sometimes the
ovaries may need to be removed before natural meno-
pause by an operation, producing a ‘‘surgical meno-
pause.’’

When the amount of estrogen in the biood begins to
decrease, many women may develop typical symp-
toms: Feelings of warmth in the face, neck, and
chest or sudden intense episodes of heat and sweat-
ing throughout the body (called ‘“‘hot flashes’’ or
“hot flushes’’). These symptoms are sometimes
very uncomfortable. A few women eventually develop
changes in the vagina (called *““atrophic vaginitis’’)
which cause discomfort, especially during and after
intercourse.

Estrogens can be prescribed to treat these symptoms
of the menopause. It is estimated that considerably
more than half of all women undergoing the meno-
pause have only mild symptoms or no symptoms at
oll and therefore do not need estrogens. Other
women may need estrogens for o few months, while
their bodies adjust to lower estrogen levels. Some-
times the need will be for periods longer than six
months. In an attempt to avoid over-stimulation of
the uterus (womb), estrogens are usually given
cyclically during each month of use, that is three
weeks of pills followed by one week without pills.

Sometimes women experience nervous symptoms or
depression during menopause. There is no evidence
that estrogens are effective for such symptoms and
they should not be used to treat them, although
other treatment may be needed.

each year ot getting cancer of the uierus, ¢ WOWAR
taking estrogens has 5 to 10 chances in 1,000 each
year. For this reason it is important to take estroe
gens only when you really need them.

The risk of this cancer is greater the longer estro-
gens are used and also seems to be greater when
larger doses are taken. For this reason it is im-
portant to take the Jowest dose of estrogen that will
control symptoms and to take it only as long as it
is needed. If estrogens are needed for longer
periods of time, your doctor will want to reevaluate
your need for estrogens at least every six months,

Women using estrogens should report any irregular
vaginal bleeding to their doctors; such bleeding
may be of no importance, but it can be an early
warning of cancer of the uterus. ¥ you have un-
diagnosed vaginal bleeding, you should not use
estrogens until a diagnosis is made and you are
certain there is no cancer of the uterus.

If you have had your uterus completely removed
(total hysterectomy), there is no danger of develop-
ing cancer of the uterus.

2. Other possible cancers. Estrogens can couse
development of other tumors in onimals, such as
tumors of the breast, cervix, vagina, or liver, whén
given for a long time. At present there is no good
evidence that women using estrogen in the meno-
pause have on increased risk of such tumors, but
there is no way yet to be sure they do not; and one
study roises the possibility that use of estrogens
in the menopause may increase the risk of breast
cancer many years later. This is a further reason
to use estrogens only when clearly needed. While
you are taking estrogens, it is important that you go
to your doctor at least once a year for a physical
examination. Also, if members of your family have
had breast cancer or if you have breast nodules or
abnormal mammograms (breast x-rays), your doctor
may wish to carry out more frequent examinations
of your breasts.

i
&
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3. Gall bladder disease. Women who use estrogens
after menopause are more likely to develop gall
bladder disease needing surgery as_women who do
not use estrogens. Birth confro} pills have a similar
effect,

4. Abnormal blood clotting.  Orel contraceptives
increase the risk of blood clotting in various parts
of the body. This can result in a stroke (if the clot
isin the brain), a heart attack (clot ineo blood vessel
or the heart), or a pulmonary embolus {(a clot which
forms in the legs or pelvis, then breaks off and
travels to the lungs). Any of these can be fatal.

At this time use of estrogens in the menopause is
not known to cause such blood clotting, but this has
not been fully studied and there could still prove to
be such a risk. It is recommended that if you have
had clotting in the legs or lungs or o heart ottack
or stroke while you were using estrogens or birth
control pills, you should not use estrogens (unless
they are being used to treat cancer of the breast or
prostate). If you have had a stroke or heart attack
or if you have angina pectoris, estrogens should be
used with great caution and only if clearly needed
(for example, if you have severe symptoms of the
menopause).

The larger doses of estrogen used to prevent swell-
ing of the breasts after pregnancy have been reported
to cause clotting in the legs and lungs.

SPECIAL WARNING ABOUT PREGNANCY

You should not receive estrogen if you are pregnant.
I this should occur, there is a greafer than usval
chance that the developing child will be born with a
birth defect, although the possibility remains fairly
small. A female child may have on increased risk
of developing cancer of the vagina or cervix later in
life in the teens or twenties). Every possible effort
should be mode to avoid exposure to estrogens
during pregnancy. |f exposure occurs see your
doctor.

OTHER EFFECTS OF ESTROGENS
In addition to the serious known risks of estrogens
described above, estrogens have the following side
effects and potential risks:

1. Nausea and vomiting. The most common side
effect of estrogen therapy is nausea. Vomiting is
less common.

2. Effects on breasts. Estrogens may cause breast
tenderness or enlargement and may cause the breasts
to secrete a liquid. These effects are not dangerous.

3. Effects on the uterus. Estrogens may cause
benign fiboid tumors of the uterus to get larger.

Some women will have menstrual bleeding when
estrogens are stopped. But if the bleeding occurs
on days you are still taking estrogens you should
report this to your doctor.

4. Effects on liver. Women toking oral contracep-
tives develop on rare occasions a tumor of the liver
which can rupture and bleed into the abdomen. So

'

SUMMARY

Estrogens have important uses, but they have seriov$
risks as well. You must decide, with your doctor,
whether the risks are acceptable to you in view of
the benefits of treatment. Except where your doctor
has prescribed estrogens for use in special cases
of cancer of the breast or prostate, you should not
vse estrogens if you have cancer of the breast or
vterus, are pregnant, have undiagnosed abnormal
vaginal bleeding, clotting in the legs or lungs, or
have had a stroke, heart attack or angina, or clote
ting in the legs or lungs in the past while you were
taking estrogens.

You can use estrogens as safely as possible by
understanding that your doctor will require regular
physical examinations while you are taking them and
will try to discontinue the drug as soon as possible
and use the smallest dose possible. Be alert for
signs of trouble including:

1. Abnormal bleeding from the vagina.

2. Pains in the calves or chest or sudden shoriness
of breath, or coughing blood (indicating possible
clots in the legs, heart or lungs).

3. Severe headache, dizziness, faintness or chnng.es
in vision (indicating possible developing clots _in
the brain or eye).

4. Breast lumps (you should ask your doctor how -to
examine your own breasts).

5. Jaundice (yellowing of the skin).

6. Mental depression.

Bosed on his or her assessment of your medical
needs, your doctor has prescribed this drug for you.
Do not give the drug to anyone else.

HOW SUPPLIED

This informational leaflet refers to various estro-
genic drug products which may be administered by
your physician. These estrogenic drug products
may include various natural and/or synthetic forms
of estrogen such as Estradiol, Estrone, Estrogenic
substances, Estradiol Cypionate, Estradio! Valerate,
Potossium Estrone Sulfate, etc. either alone, in
combination or with other drugs. The determination
as to which product to administer by injection and
necessary to produce the desired therapeutic re-
sponse is left to the discretion of the physician and
is based upon his evaluation of your medical condi-
tion and the treatment required.

Literature Revised: August 1977
CARTER-GLOGAU LABORATORIES

Division Chromalloy Pharmaceuticals, Inc.

Glendale, Arizona 85301
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small. A female child may have en increased risk
of developing cancer of the vagina or cervix later in
life in the teens or twenties). Every possible effort
should be made to avoid exposure to estrogens
during pregnancy. |f exposure occurs see your
doctor, o

OTHER EFFECTS OF ESTROGENS
In addition to the serious known risks of estrogens
described above, estrogens have the following side
effects and potential risks:

1. Nausea and vomiting. The most common side
effect of estrogen therapy is nausea. VYomiting is
less common.

2. Effects on breasts. Estrogens may cause breast
tenderness or enlargement and may cause the breasts
to secrete a liquid. These effects are not dangerous.

3. Effects on the uterus. Estrogens may cause
benign fiboid tumors of the uterus to get larger.

Some women will have menstrual bleeding when
estrogens are stopped. But if the bleeding occurs
on days you are still taking estrogens you should
report this to your doctor.

4, Effects on liver. Women taking oral contracep-
tives develop on rare occasions a tumor of the liver
which can rupture and bleed into the abdomen. So
far, these tumors have not been reported in women
using estrogens in the menopause, but you should
report any swelling or unusual pain or tenderness in
the abdomen to your doctor immediately.

Women with a past history of jaundice (yellowing of
the skin and white parts of the eyes) may get joun-
dice again during estrogen use. If this occurs, stop
taking estrogens and see your doctor.

5. Other effects. Estrogens may cause excess fluid
to be retained in the body. This may maoke some
conditions worse, such as epilepsy, migraine, heart
disease, or kidney disease.

Do not give the drug to anyone else.

HOW SUPPLIED

This informational leaflet refers to various estro-
genic drug products which may be administered by
your physician. These estrogenic drug products
may include various natural and/or synthetic forms
of estrogen such as Estradiol, Estrone, Estrogenic
substances, Estradiol Cypionate, Estradiol Valerate,
Potassium Estrone Sulfate, etc. either alone, in
combination or with other drugs. The determination
as to which product to administer by injection and
necessary to produce the desired therapeutic re-
sponse is left to the discretion of the physician and
is based upon his evaluation of your medical condi-
tion and the treatment required.

Literature Revised: August 1977
CARTER-GLOGAU LABORATORIES

Division Chromalloy Pharmaceuticals, Inc.

Glendale, Arizona 85301
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Marvin Seife, M. D. -
Director
Division of Generic Drug Monographs .
Office of Drug Monographs
Bureau of Drugs
Department of Health, Education,
and Welfare
Food and Drug Administration
Public Health Service . -
Rockville MD 20857

January 26, 1979

SUBJECT: ESTRONE SUSPENSION, 5 mg/ml
NDA 85-239

Dear Dr. Seife:

In reference to our phone conversation of today
with Jack Meyer informing us that our filing

for NDA 85-239, Estrone Suspension, 5 mg/ml.,
dated April 21, 1978 has been misplaced, we are
sending you duplicate copies of all filings and
correspondence of that date and subsequent dates.

This material will be hand carried to your office
by Mr. Scott D. Ballin, our Washington representative.

We grealty appreciate your prompt review and approval
of this NDA since all information you have requested
has been submitted.

(M-C LABS)

Sincerely yours,

CART GLOGAU LABORATORIES DIVISION
CHR LLOY RMACEUTICALS, INC.

Q@
Samuyel M. Fainberg, Ph. D.

Director
Techhical and Regulatory Affairs
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TELEPHONE (602) 939-7565 ® TELEX 66-8304

{(M-C LABS)

CHROMALLOY PHARMACEUTICALS, | /]C/.?/

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CAF!TéF!- GLOGAU LABORATORIES DIVISION

Janﬁary 18, 1979 .

oRs By (2B

et 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, MD 20857

SUBJECT: ESTRONE SUSPENSION, 5 mg/ml
NDA 85-239

Dear Dr. Seife:

Reference is made to your letter of January 9, 1979
regarding Estrone Suspension, 5 mg/ml.

On April 21, 1978 and September 12, 1978, we have
responded fully to your letter of November 9, 1977
including all requested information regarding
characterization of the chemical and physical
characteristics of the suspension, and will greatly
appreciate prompt approval of the ANDA.

Sin¢qrely yours,
CARTER-GLO
CTiD
Samyel M. Fainberg, Ph. D.

Director
Technical and Regulatory Affairs

BORATORIES DIVISION
CEUTICALS, INC
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CHROMALLOY HARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

-

CARTEH -GLOGAU LABORATORIES DIAISION

<

Sept;ember 12, 1978 RESUBESS{ON
Marvin Seife, M. D. NDA OR‘G AMENDMW

Director
Division of Generic Drug Monographs
Office of Drug Monographs
Bureau of Drugs
Department of Health, Education,
and Welfare
Food and Drug Administration
Public Health Service
Rockville, MD 20857 -

SUBJECT: ESTRONE SUSPENSION, 5 mg/ml.
NDA 85-234 _

Dear Dr. Seife:

In reference to our letter of April 21, 1978 in
response to your communication of November 9, 1977
regarding Estrone Suspension, 5 mg/ml., we are
enclosing additional information in reference to
our commitment to submit the additional data when
it becomes available.

We are enclosing the results of the Preservative
Challenge Test and the Summary Table of Physical Pro-
pertieg of the product.

CARTHR- RATORIES DIVISION
UTICALS, INC.

Technical and Regulatory Affairs

SMF/edc
encls:



CHRDMAI._.LDY PHARMACEUTICA NC.

SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES E@I?IDN

/;'Vl_ ’ _ ..
S
,/ﬂ
May 12, 1978 e
’f";»,: o
BRIG Nk gones,

Marvin Seife, H4.D.
Director
Division of Generic Drug Monographs

Bureau of Drugs

Depariment of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Pockville, MD 20857 -

SUBJECT: ESTRONE SUSPENSION, 5 MG/ML
NDA 85-239

Dear Dr. Seife:
Attached please find our letter of Marchk 10, 1978 regarding
Patient Package insert fcr estrogen coxtalnlng products which

was returned.

We are resubmitting the letter in reference to NDA 85-239
for Estrone Suspension, 5 mg/ml.

We would appreciate it if you would review and comment on cur

7 letter cf March 10, 1378.

5

o Sincexelyl yours,

-]
CARTER~ GAU LABORAEORIES DIVISICH
CHRC CALS, INC.

Fairberg, Ph

5160 WEST BETHANY HOME ROAD ¢ GLENDALE, ARIZONA 85301

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

.. Direct:
§ Technichl and Fegqula 1978
w
'S
o
!: JOW
iz encl \%
z _
8




CHRDMALLDY PHARMACEUTICAL Cc.

T TA SUBSIDIARV oF CHROP}ALLOY AMERICAN CORPORATION C ey

CARTER-GLOGAU LABORATORIES Dl\/lSlC)l'Sf‘f
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April 21, 1978 - BNBW
Marwvin Seife, M.D. NDA OR‘G WENDMENt

Division of Generic Drug Monographs F:PL/
0Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Rockville, MD 20857

SUBJECT: ESTRONE SUSPENSION, 5 MG/ML
NDA 85-239

Dear Dr. Seife:

Reference is made to your letter of November 9, 1977 regarding
Estrone Suspension, 5 mg/ml, NDA 85-239.

We are supplying the following as requested:

1. Container label, revised as you requested, is attached. The
Patient Package Insert was submitted to you in our letter of Octo-

ber 31, 1977 and our letters must have crossed in the mail.

2. The specification/test sheets in use by our Quality Control Labora-
tory are attached for the active ingredient, components and final dosage

form.

3. Container and closure specifications and tests are attached.

(M-C LABS)

Method for Drainage Characteristics: Drainage characteristics of vials
are

We fur-
ther run the volume withdrawal test specified by USP XIX on the final
product, in order to insure that the full number can be with-
drawn. At this point we check the vial for a ‘ \\appearance,
i.e., a uniform suspension free of clumps w'/ > significafe\ residue
sticking to vial sides. Further, after ingpection of final %led—vials,
an AQL sample of the product is shaken up a?g inverted for six hours after
which satisfactory drainage and absence O any ﬂGﬁk@@%;%a_ponfi ed by a
Quality Control inspector. 8

&4’
[i,c Br,\&& >

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

GENEh. .. OFFICES:




. UFFILED;
5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 ® TELEX 66-8304
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(M-C LABS)

CHRDMALLDY PHARMVIACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

Marvin Seife, M.D./Food and Drug Administration
page 2/NDA 85-239
April 21, 1978

4. The full physical characteristics for this product as outlined by
your letter are being studied by

and will be submitted when completed. A draft copy is attached to our
Master Formula Card (page 3 and 4), enclosed. We would hope all these
tests would not be required on a routine basis since we believe that

some of these tests are of more academic than practical interest and
were originally devised by in
order to publish a paper or select the best from alternate formulas.

You will find few Quality Control departments willing to set pass/fail
parameters from suspensions based on density, rheogram viscosity, sedi-
mentation or degree of flucculation since these properties will vary
from lot to lot depending on crystal form of raw materials used, pro-- .
cess, agitation, air bubble entrapment, shipping or shaking history of

an individual vial. Slight, but within USP range, differences in vis-
cosity of a suspending raw material such as sodium carboxymethylcellulose
makes such tests dubious at best. Please note that the Parke-Davis Theelin
refence product does NOT contain a suspending agent hence the tests you
suggest are more critical for it. We feel the tests described in number
6 of your letter fit our situation adequately.

5. Evaluation of the compatibility of the suspension with the closure
is carried out following the attached PMA guidelines and by preliminary
screening of various stoppers recommended by the stopper manufacturer who
has the benefit of the research experience of many manufacturers. He
alsoknows the full composition of his rubber stock fillers, anti-oxidants,
water extractables, cytotoxicity, et al. We test the stability of '
the above versus similar stoppers already used in our plant. We prefer
to use a stock stopper where possible for obvious reasons. We take
stability v1a1s~apart after significant time and temperature and study
the closure for changes in appearance. (swelling, softening, discoloration,
etc.) and, if necessary, run stopper measurements. We particularly study
the ability of the stopper to retain volatile components

We further study development of cores or particles
found in the product. See also attached protocol on coring, resealing
and penetration pressure. Please note we have not found these latter
properties change significantly from product to product.



, OFFICES:
5160 WEST BETHANY HOME ROAD ¢ GLENDALE, ARIZONA 85301

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

GENER.

(M-C LABS)

‘ASUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CHROMALLOY PHARMACEUTICALS, INC.

CARTER-GLOGAU LABORATORIES DIVISION

Marvin Seife, M.D./Food and Drug Administration

page 3/NDA 85-239
April 21, 1978

We have written the stopper manufacturer, for assis-

tance with evaluation of product compatibility with the closure.

Attached are their physical, chemical and cytoxicity test reports

for the stopper used. Additional coring tests, penetration, water

extraction tests, cytotoxicity tests, moisture vapor transmission

rates at room temperature and other stopper data are available in
Master File.

The current product packaging shows no significant change in stopper _
appearance or measurement when exposed to the product for 48 months.
Our stability tests further show satisfactory retention of the benzyl.
alcohol or used as preservatives plus acceptable pH, product
appearance and estrone assays.

6. Our formal stability protocol for physical/chemical stability, in-
cluding methodology reference is attached. These include formula-tested .
container/closure system, sampling procedure and the time intervals as
suggested.

A test for estrone degradation has now been added and assays of re-
tained samples show no significant degradation.

Our assays for preservatives are USP method which
have improved in accuracy and predictability over the years as we have
obtained new equipment. The range of % of label is indeed wider
than limits now required and we propose limits of 3 of label.

Attached is our revised test protocol for suspension physical stability
for: Particle Size, Crystalline Structure (polymorphism), Syringeability,
Resuspendability/Sedimentation.

Our test procedure for sterility of multi-dose vials after initial use
involves

All samples show the product to remain sterile.

7. a. We have tested the stopper vial on these products and found 1 to
0 cores visable when 20 or 25 gauge needles are inserted 10 times into the
stopper.

We are running an additional test now on the actual product where multiple
entries are made over a month's time, then test the product for sterility
at 30 and 60 days, then run an infrared curve on the-hormone versus ini-
tial assay to show no change. Accordinly we plan to label the product "Use
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5160 WEST BETHANY HOME ROAD @ GLENDALE, ARIZONA 85301

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

(M-C LABS)

CHROMALLOY PHARMACEUTICALS, INC.

A-SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

Marvin Seife, M.D./Food and Drug Administration
page 4/NDA 85-239

April 21, 1978

within 90 days after first withdrawal”.

b. Updated physical and chemical test results available on typical
stability lots are attached. We believe these results are adequate
to support an expiration date of 36 months.

We believe the tests we currently do are adequate to substantiate the
predictability of our product; especiallyﬁsince our formula has been
in safe and effective use for many years.

We will check stability of production batches of product for the fore—
going protocols, submit the results of these studies as they become
available and withdraw from the market any batch which falls out of
specifications.

9. a. Regarding our choice of preservative, we use

Our results using the USP preservative effectiveness test for this pro-
duct are being collected and will be submitted when available.

In conclusion, please note our June 28, 1977 comments on the manufacture

of suspension. We should also point out this product has been packaged in
clear glass vials, placed in cardboard cartons for many years
without any problems, and most of our generic customers prefer this package.
We have noted no significant changes when such vials are even exposed to
light for several months so we currently plan to continue to protect the
product from light during manufacgwring, packaging, and cartoning.

Technidal and Regulatory Affairs

SMF/Jjcw
encl
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CHROMALLOY PHARMACEUTICALS, INC.

& SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION /)
T~d

CARTER-GLOGAU LABORATORIES DIVISION

June 28, 1977

RESUBMISSION
Marvin Seife, M.D. NDA ORIG AMENDMENT
FPL

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: ESTRONE AQUEOUS SUSPENSION, 5 MG/ML
NDA 85 239 -

Dear Dr. Seife:

Reference is made to your letter of April 19, 1977 regarding
Estrone Aqueous Suspension, 5 mg/ml NDA 85-239.

"A pharmaceutically elegant sterile suspension product will consist
of sterile uniform size particles free of aggregation or clumpling,
homogeneously resuspendable in a sterile vehicle with minimal shaking

s

and which sediment slowly enough to permit accurate dosage."”

To acheive these ideal properties we use a number of procedures with
require different in-process and end product testing procedures.

Many companies still manufacture suspensions by
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5160 WEST BETHANY HOME ROAD @ GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 ® TELEX 66-8304
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(M-C LABS)

CHROMALLOY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

Marvin Seife, M.D.
Food and Drug Administration

June 28, 1977
page 3

Full details of all manufacturing, sterilizing and testing procedures
are given in the step by step manufacturing directions on our master
formula cards for each product.

We run full USP or NF monographs specifications for all raw materials
and final products and add these other in-house specifications as re-
quired to produce a consistent product. It might be emphasized that _
initial crystal form or size determinations on the powder are not too
important in our preferred procedures since this process apparently
converts the insoluble drug to the proper size and most thermodynamically
stable form. Also, since our vehicle ingredients are added at several
different processing stages (e.g. part in the suspension concentrate
slurry, part in the final g.s., etc.), it is not practical to do density,
viscosity, pH and other in-process tests on these steps and try to
compare the partial results to the final product. Indeed, since we

are working with sterile components here such sampling might
result in accidential microbiological contamination of the product.

validation procedures have previously been submitted to the FDA. These
include manufacturing operation parameters, validation of sterilization
cycles (with biological indicators, recording thermocouples, maximum
reading thermometers, etc.) sterility confidence improvement using in-
creased sampling and 28 day sterility testing.

We follow or exceed USP sampling requirements but do not test a set pex-
centage of each lot for sterility. Our Quality Control department uses

in inspecting and releasing our products after they have
been 100% inspected by our production department.

Samples for testing are never tested for sterility or assay until at least
24 to 72 hours after they have reached room temperature. All vials are
quarantined until USP or NF sterility, assay, inspection and other test-
ing is complete - usually at least a month after filling. Quality Con-
trol reinspection and physical identification is then done on a

at time of shipment.



CHROMALLOY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

Marvin Seife, M.D.
Food and Drug Administration

June 28, 1977
page 4

The microbiological burden of the sterile manufacturing environment

is checked daily on the rooms used using a particle counter
and and settling plates as previously documented.
Our estrone products are packaged in amber glass bottles and

packaged in individual cardboard cartons. All products are checked
for drainage and fill volume as a condition for release by Quality
Control and stability lots are checked at 3, 6, 9, 12, 18, 24, 36, -
48 and 60 months after manufacture.

Stability studies include testing for degredation of estrone using the
NF assay, pH, appearance and assay of preservatives. Our assay results
show the estrone content is unchanged for at least three (3) years
after manufacture with older assays pending. The pH and appearance

are likewise not significantly changed during this period. Graphical
plots suggest the product will be satisfactory for at least five (5)
years. See attached data.

Insert, revised as you requested is attached.

, ARIZONA 85301
(M-C LABS)
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"~ OFFICES:
5160 WEST BETHANY
TELEPHONE (602) 839

GENE.

HOME ROAD ¢ GLENDALE, ARIZONA 85301
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{M-C LABS)

O A
CHROMALLOY PHARMACEUTICALS, INC.

T oA SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

December 9, 1976

Marvin Seife, M.D.

Director - e
Division of Generic Drug Monographs NDA OR!G A?»’ENDME”'
office of Drug Monographs

Bureau of Drugs T\\.
Department of Health, Education, and Welfare Ffl
Public Health Service

Food and Drug Administration

Rockville, MD 20852

SUBJECT: ESTRONE SUSPENSION, 5 mg/ml
NDA 85-239 -

Dear Dr. Seife:

We hereby amend our NDA 85-239 for Estrone Suspension, 5 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.

Directior
Technilcal and Regulatory Affairs
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CHROMALLOY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHﬂbMiLLOY AMERICAN CORPORATION

CARTER- QLdGAu L ABORATORIES DIVISION
_~ABBREVIATED -
NEW DRUG APPLICATION

Marvin Seife, M.D. 'gﬁ\“rz 3 9

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 .

June 16, 1976

a

SUBJECT: ESTRONE SUSPENSION,
2 mg. and 5 mg. per ml.

Dear Dr. Seife: - i

*Reference is made to your communication of February 8, ° o f
1974 regarding NDA 83-397 for Estrone Suspension 2 mg. L
and 5 mg. per ml. ' ’

We are enclosing separate Abbreviated NDA's as requested
in the above communication.

Sincexely,
/

CARTER-GLOGAU LABORATORIES
_ cnﬁ&mjz}moy PHARMACEUTICALS, INC.

Coule LAEE

] el n?ﬂFainberq, Ph.D.
Dirgector
Technical and Regulatory Affairs
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NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Federal Regulations, § 130.4)

CARTER-GLOGAU LABORATORIES DIVISION, CHROMALIOY PHARMACEUTICALS, INC.

Name of applicant

——

Addres 5160 W. Bethany, Glendale, AZ 85301

Dace _June 16, 1976

Name of new drug Estrone Suspension, 5 mg.per ml.

[ Original application (regulation $130.9). [T Amendment to abbreviated, unapproved application

— . L (regulation $ 130.7).
{_i Amendment to original, unapproved application
(regulation $ 130.7). (] Supplementtoan approved application (regulation $130.9).

E} Abbreviated application (regulation $ 130.4f)). ] Amendment to supplement to an approved application.
The undersigned submits this application for a new drug pursuant to section S505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is apptoved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is

pert of this application; and if the article is a prescription drug, it is understood that any labeling which

furnishes or purports to fumish’ information for use or which prescribes, recommends, or suggests a dosage for
use of the drug will contain the same information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, any relevant warnings, hazards, contraindications, side
effects, and precautions, as that contained in the labeling whichis part of this application in accord with $1.106(b)
(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced until
an approved supplemegt to the application provides for a change or the change is made in conformance with other.
provisions of §$130.9 of*the new-drug regulations. .

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and consnmtmg
a part of this apphcanon are the following: ’

" 1. Table of zontents. The table of contents should " &, Tosicology.and pathology: Acute toxicity studiesi’

specify the voluoe number and the page number in which subacute and chronic toxicity s:udies; reproduction and
the: complete and decailed item is located and che volume - tecatology studies; miscellaneous studies.
. number and the page numbez in “which ;he summary of tlug__j_ _e. Clinical studies. (All matccial should refes specifi-

¥ tq each clinical investigator and to the volume and
ber in the application and any documents in-
refetence where the complete data and re=

quad.) ’

“icem is located (if any). i e
. 2. Summary. A summary demonstratmg that the .pplr.c
tion is well-organized, adequately tabulated, statisticdl
. analyzed (where appropriste),” asd coherent’ and . tin

presents a sound basis for the approval rcq“em"i 7_, op 1al Xtudies not described elsewhere.
summary should include the following informacign: O ¢ g studies. o
lieu of the outline described: below and. the e ahxan clinical studies. b

W IQ‘iher clinfkal studies (for eumple uncontrolled or-
“completely coangolled studies).: .

boratory studies related :o effecnvenen

botatory. studie s related to safety.
f of hterature and nnpubhshed repotu avn[--

‘described in ltem 3, an expanded summary. and éf:
as outlined in §130.4(d)-of the n:ew-dmg re;uh C
be submitted to facilicate the review of thu i

a Cheuustry RN

aew-drug substance. ; - :
ii. Refationshify ation of ufety :nd effecuvenen. A Sm

Ccally related d y p.ntely ‘the favorable and unfavorable evidence
* jii. Description of °“3” - " qidd At : fot e-ch claim in the package labeling. Include references
positioa.. :
_ b. Scientific rationale : _' Y
* & Refetence number of# uvelugauonal drug: no-
" tice(s) under which this drug’ investigated and. oimny
notice, new-drug application; or master file of- whnch any
‘contents are being mcorpomted ‘by reference to’ suppoﬂ.
this application.

~ . d Preclinical studies. (Present :ll fmdmgs mcludmg
‘all adverse experiences which- may be. mterpteted ag |
incidental or not drug-related. Refer to: date and pase.
number of the mvesngauonal drug notxce(s) or the volume
and page number of this application wheré complete: data
and reponts appear.)

i. Pharmacology (phaxmcodynamxcs, endoctmology, :

metabolism, etc.). s
FD FORM 356H (4/71) ] PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.

-plete data and reports may be found.

’ vexpenence, by age, sex, and dosage formulation, whecher

investigator’s name with a reference to the volume and

:‘corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or sdverse
experiences consideted to be drug=elated.

4. Copies of the label and all other labehn; to be used
for the Jrus (a total of 12 copies it in linal al printed form,

. 4 copies if in draft form):

’to :he volume and page number in the application and‘i in-*%
any ‘docuinents incorporated by reference whe:e the com~

b Include tabulation of all side effects or ndvetsc .

"ot not considered to be- sigaificant, showing whether ad- -
_ministration of the drug was stopped and showing the - ¥

page: number in the upphc-uon and any documents im~ -




a. cach label, or other labeling, should be clearly

-.identified to show its position on, or the manner in which -

it accompanies, the market package.

b. 1f the drug is to be offered over thecounter, labeling
on or within the retail package should include .adequate
directions for use by the layman under all the conditions
for which the drug is intendcd for lay use or is to be
prescribed, recommended, or suggested in any labeling or
advertising sponsored by or on behalf of the applicant
and directed to the layman. If cthe drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes
for which the over-the-counter drug is to be advertised to,
or represented for use by, physicians.

c. If the drug is limited in its labeling to use under
the professional sufpervision of a practitioner licensed by
law to administer it, its labeling should bear information

for use under which such practitioners can use the drug -

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

d. If oo established name exists for a new-drug sub-
stance, the application shall propose a .nonproprietary
name for use as the established name for the substance.

e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. An
application will not ordinarily be approved prior to the
submission of the final printed label and labeling of the
drug.

f- No application may be approved if the labeling is

false or misleading in any particular.
(Vhen mailing pieces, any other labeling,.or advertisiag
copy are devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Approval of a supplemental
new-drug application is required prior to use of any pro-
motional claims not covered by the approved application.)

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

6. A full list of the articles used as components of
the drug. This list should include all substances used
in the synthesis, extraction, or other method of preparation
of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undergo
chemical change or are temoved in the process. Each
substance should be identified by its established name,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If
any proprietary preparation is used as a component, -the
propnetary name should be followed by a complete quan-
titative statemgnc of composition. Reasonable alterpatives
for any listed substance may be specified.

7. A full statement of the composition of the drug.
The statement shall set furth the name and amount of
each ingredieat, whether active or not, coantained in &
stated quantity of the drug in the form in which it is *c He
distributed (for example, amount per tablet or per mil-
liliter) and a batch formula representative of that to he
employed for the manufacture of the finished dosage form.
All components should be included in the batch formuia
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
exces, shown. Reasonable variations may be specified.

8. A full description of the methods used in, and the

- facilities and controls used for, the manufacture, process-

ing, and packing of the drug. Included in this description
should be full information with respece to any new-drug
substance and to the new-drug dosage form, as follows,
in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and the described facilities and controls to
determine and preserve the identity, strength, quality,
and purity of the drug:

a. A description of the physical facilities including
building and equipment used in manufacturing, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional background and experience, of the technical and
professional personnel who are responsible for assuing
that the drug has the safety, identity, strength, quality,
and puwrity it purports or is represented to possess, and a
statement of their responsibilities.

c. The methods wused in the synthesis, extraction,
isolation, or purification of any new-~drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
steength, quality, and puwrity, the methods should be
described in sufficient detail, including quantities used,
times, temperatures, pH, solvents, etc., to determine
these characteristics. Alternative methods or variations
in methods wichin reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength,
quality, and purity of the raw materials, whether active-or
not, including the specifications for acceptance and
methods of testing for each lot of raw material. ) ]

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

[ 1f the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
teol operations for any hew~drug substance or the new-drug
dosage form, his statement identifying each person who
will perform any part of such operations and designating
the part; and a signed statement from each such petrson
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the operation.

8- Method of preparation of the master formula records
and individual batch records and manner in which these
records are used. <

b. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
oew drug, including any special precautions observed in
the operations.

i. Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, or other component parts of the drug package to
sssure their suitability for the intended use.

j- Number of individuals checking weight or volume of -
each individual ingredient entering into each batch of the
drug.

k. Whether or not the total weight or volume of each
batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is
done.

{. Precautions to check the actval package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, etc., and the criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drug is
packaged with the proper label and labeling, including
provisions for labeling storage and inventory control.




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

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

p. A complete description of, and data derived from,
studies of the stability of the drug, including information
showing the suitability of the analytical methods used.
Describe any additional stability studies underway or
contemplated. Stability data should be submitted for any
new-drug substance, for the finished dosage form of the
drug in the container in which it is to be marketed, in-
cluding any proposed multiple-dose container, aad if it is
to be put into solution at the time of dispensing, for the
solution prepared as directed. State the expiration date(s)
that will be used on the label to preserve the identity,
strength, quality, and purity of the drug until it is used.
(If oo expiration date is proposed, the applicant must
justify its absence.)

q- Additional procedures employed which are designed

to prevent contamination and otherwise assure proper
control of the product.
(An application may be refused. unless it includes
adequate -information showing that the methods used ia,
and the facilities and controls used for, the manufacturing,
ptocessing, and packaging of the drug are adequate to
preserve its ideatity, strength, quality, and purity in con-
formity with good manufacturing practice and identifies
each establishment, showing the location of the plant
cooducting these operations.)

9. Samples of the drug and articles used as compo-
nents, as follows: a. The following samples shail be sub-
mitted with the application or as soon thereafter as they
become available. Each sample shall coasist of four
identical, separately packaged subdivisions, each con-
taining at least three times the amount required to per-
form the laboratory test procedures described in the ap-
plication to determine compliance with its cootrol speci-
fications for identity and assays:

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

ii. A representative sample or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not from a
commercialescale production batch, such a sample from a
representative commercial-scale production batch; and a
representative sample or samples of each new-drug sub-
stance as defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s).

iii. A sample or samples of any reference standard and
blank used in the procedures described in the application
for assaying each new-drug substance and other assayed

components of the finished drug: Provided, however, That
samples of reference standards recognized in the official
U.S. Pharmacopeia or The National Formulary need not
be submitted unless requested.

b. Additional samples shall be submitted on request.

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

d. Thete shall be included a full list of the samples
submitted pursuant to Item 9a; a statement of the addi-
tiona! samples that -will be submitted as soon as avail-
able; and, with respect to each sample submitted, full
information with respect to its identity, the origin of any
new~drug substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory, pilot-plant, or full-production
scale) and detailed results of all laboratory tests made to
determine cthe identity, strength, quality, and purity of
the batch represented by the sample, including assays.
Include for any réference standard a complete description
of its preparation and the results of all laboratory tests
on it. If the test methods used differed from those de-
scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted.

e. The requirements of Item 9a may be waived in
whole ot in part on request of the applicant or otherwise
when any such samples are not necessary.

/- 1f samples of the drug are sent under separate
cover, they should be addressed to the attention of the
Bureau of Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
pame of the deug as shown on the application.

10. Full reports of preclinical investigations that bave
been made to show whether or not the drug is sate for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate preclinical
tests by all methods reasonably applicable to a determina-
tion of the safety and effectiveness of the drug under the
conditions of use suggested in the proposed labeling.

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

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

d. Summarize and provide a list of literature refer-
ences (if available) to all other preclinical information
known to the applicant, whether published or vapublished,
that is pertinent to an evaluation of the safety or effec-
tiveness of the drug.

11. List of investigatoes. a. A complete list of all
investigators supplied with the drug including the name
snd post office address of each investigator and, following
each name, the volume and page references to the in-
vestigator’s report(s) in this application-and in any docu-
ments incorporated by reference, or the explanation of the
omission of any reports. :

b. Thbe unexplained omission of any reports of in-
vestigations made with the new drug by the applicant, ot




submitted to him by an investigator, ot the unexplained
omission of any pertinent reporis of investigations or
clinical experience received or otherwise—obtained by the
applicant from published literature _or other sources,
whether or not it would bias an evaluation of- the safety
of the drug or its effectiveness in use, may coastitute
grounds for the refusal or withdrawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the

.drug is safe and effective for use as suggested in the
labeling.

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

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached. These reports should include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and laboratory examinations made, full information con-
cerning any other treatment given previously or concur-
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attcibutable to the drug uader
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendeant, competent investigator who maintains adequate
case histories of an adequate number of subjects, de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drugin
each individual treated and comparable records on any
individuals employed as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a coatribution to the total effect claimed
for the drug combination. Except when the disesse for

quency in the United States as to ma
practical, some of the investigations shoul
by competent investigators within the Uni

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

initisl review and approval by the Food and Drug Adminis-
tration.

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

/. 1f the drug is a combination of previously investi-
gated or marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
repotts received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administragion.

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

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

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

AU RIES DIVISION
TCALS, INC.
IERTI

Per s .
e
TECHNT! AND REGULATORY AFFAIRS
(Indicate authority)

(Warning: A willfully false stacement is a criminal offense. U.S.C. Title 18, sec. ::01.)

NOTE: This application must be signed by the applicant or by an authorized a:>tney, agent, or official. If tl}e a.pplicam
or such authorized representative does not re side or have a place of business wi2in the United States, the apphca'.:lon m\.}st
also furnish the nar. and post office address of and must be countersigned by an a2 -hotized attorney, agent, of official resid-
ing or maintaining a place of business within the United States.
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