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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockvile MD 20857

NDA 20-180/S-019

Merck Research Laboratories
Attention: Tamra L. Goodrow, Ph.D.
Associate Director, Regulatory Affairs
P.O. Box 4
West Point, P A 19486

Dear Dr. Goodrow:

Please refer to your supplemental new drug application dated August 28, 1998, received August 31,
1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Proscar
(finasteride) tablets, 5 mg.

We acknowledge receipt of your submissions dated August 26, 1999.

This supplemental new drug application provides for correction of a transcriptional error in the
PRECAUTIONS, Carcinogenesis, Mutagenesis, Impairment of Fertilty sections. In addition, it
provides for an editorial revision and addition of adverse events to the list of side effects derived from
post-marketing experience to the Adverse Reactions, Phase II studies and 5-year Open Extensions
sections, and to the What you need to know while taking Proscar section of the Printed Patient
Information.

The August 26, 1999 amendment provided for an editorial correction to incorporate "free PSA" text
from S-018, approved August 2, 1999, to the Precautions, General section.

We have completed the review of this supplemental application, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug product is safe and effective for
use as recommended in the agreed upon labeling text. Accordingly, the supplemental application is
approved effective on the date of this letter.

The final printed labeling (FPL) must be identical to the submitted draft labeling (package insert
submitted August 26, 1999, patient package insert submitted August 28, 1998).

Please submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days after it
is printed. Please individually mount ten of the copies on heavy-weight paper or similar materiaL.
Alternatively, you may submit the FPL electronically according to the guidance for industry titled
Providing Regulatory Submissions in Electronic Format - NDAs (January 1999). For administrative
purposes, this submission should be designated "FPL for approved supplement NDA 20-180/S-019."
Approval of this submission by FDA is not required before the labeling is used.

In addition, please submit three copies of the introductory promotional materials that you propose to
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use for this product. All proposed materials should be submitted in draft or mock-up form, not final
print. Please submit one copy to this Division and two copies of both the promotional materials and
the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-42
Food and Drug Administration
5600 Fishers Lane
Rockvile, Maryland 20857

If a letter communicating importnt information about this drug product (i.e., a "Dear Health Care
Professional" letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA
5600 Fishers Lane
Rockvile, MD 20857

Please submit one market package of the drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, call Evelyn R. Farinas, R.Ph., M.G.A., Regulatory Project Manager, at
(301) 827-4260.

Sincerely,

Susan Allen, M.D., M.P.H.
Director
Division of Reproductive and Urologic Drug Products
Offce of Drug Evaluation II

Center for Drug Evaluation and Research



/s/
Susan Allen
1/17/01 10:51:32 AM
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Whitehouse Station, NJ 08889, USA

PROSCARCI
(FINASTERIDEI
TABLETS

DESeRIPTION
PROSCAW (finasteride). a synthetic 4.azasteroid com-

pound, is a specific inhibitor of steroid Type II5a-reductase, an
intracellular enzyme that converts the androgen testosterone
into 5a-dihydrotestosterone (OHT).

Finasteride is 4-azaandrost-1-ene-17-carboxamide, N-(1.1-
dimethylethyl)-3-oxo-,(5a,17ß)-. The empirical formu.la of
finasteride is C23H3sNiOi and its molecular weight is 372.55.
Its structural formula is:

NHC(CH3lJ
I
C=O

o

Finasteride is a white crystalline powder with a melting
point near 250°C. It is freely soluble in chloroform and in lower
alcohol solvents, but is practically insoluble in water.

PROSCAR (finasteride) tablets for oral administration are
film-coated tablets that contain 5 mg offinasteride and the fol-
lowing inactive ingredients: hydrous lactose, microcrystalline
cellulose, pregelatinized starch, sodium starch glycolate,
hydroxypropyl cellulose LF, hydroxypropylmethyl cellulose,
titanium dioxide, magnesium stearate, talc, docusate sodium,
FO&C Blue 2 aluminum lake and yellow iron oxide.

CLINICAL PHARMACOLOGY
The development and enlargement of the prostate gland is

dependent on the potent androgen, 5a-dihydrotestosterone
(OHn. Type II 5a-reductase metabolizes testosterone to OHT
in the prostate gland, liver and skin. DHT induces androgenic
effects by binding to androgen receptors in the cell nuclei of
these organs~

Finasteride is a competitive and specifiC inhibitor of Type II
5a-reductase with which itslowlyforms a stable enzy,mecorn-
plex. Turnover from this complex is extremely slow
(117 - 30 days). This has been demonstrated both in vivo and in
vitro. Finasteride has no affnity for the androgen receptor. In
man, the 5a-reduced steroid metabolites in blood and urine
are decreased after administration of finasteride.

In man, a single 5-mg oral dose of PROSCAR produces a
rapid reduction in serum DHT concentration, with the maxi-
mum effect observed 8 hours after the first dose. The sup-
pression of DHT is maintained throughout the 24-hour
dosing interval and with continued treatment. Daily dosing
of PROSCAR at 5 mg/day for up to 4 years has been shown to
reduce the serum DHT concentration by approximately 70%.
The median circulating level of testosterone increased by
approximately 10-20% but remained within the physiologic
range.

Adult males with genetically inherited Type II 5a-reductase
deficiency also have decreased l~vels of DHT. Except for the
associated urogenital defects present at birth, no other clinical
abnormalities related to Type liSa-reductase deficiency have
been observed in these individuals. These individuals have a
small prostate gland throughout life and do not develop BPH_

In patients with BPH treated with finasteride (1-100 mg/day)
for 7-10 days prior to p'rostatectomy, an approximate 80%
lower OHT content was measured in prostatic tissue removed
at surgery, compared to placebo; testosterone tissue concen-
tration was increased up to 10 times over pretreatment levels,
relative to placebo. Intraprostatic content of prostate-specific
antigen (PSA) was also decreased.
In healthy male volunteers treated with PROS CAR for

14 days, discontinuation of therapy resulted in a return ofOHT
levels to pretreatment levels in approximately 2 weeks. In

"Registered trademark of MERCK & CO., INC.
COPYRIGHT (f MERCK & CO., INC., 1992, 1995, 1998
All rights reserved.

PROSCAR~(Finasteride) Taq!ets.

patients treated for three. months, prostat~.volurre...which
..-.~edln.e,d.by_ap'prpxir.al-~.Iy 2P%"r~tuf~ed to d~.sè,.to,t:~šeline

value after appróxim,ate!v.thr.ee_C?on_ttls,qf.discollt¡n"uáÜón of
tharapy, ,::_ . - ....., .'_'..' . ...: . "."

., F?h_armacokinetics
''Absorption
.': :.Jii'a~.st'i~y:of-1Sh_ëalthyyqung subJt'ctis. th:~,!l.ean_ bio.-av.ail-
:'a'bility'0f:fif.asted_d~.5.-rng.iabl~ts was.'_~3% .lraögi::, ~4:-1tl8%),
based on:the ratio otãieà::un'der the curve'(A:U£)iéiiitive'tô'an
i'ntraVéh.C?us (IV) re"féi'ë'nce dose: MaxiiiúÏYifiriášté'tjde plasma
concentration averaged 37 ng/mL (range, 27-49 gg/rrL) and

;:::~6ifa~e~~~~,~~~~~.~:Srd8~~;~~iHav,aJ~li4iYtq(~,n\asl~~,deDistribution ._,.,. , .
Mean .steaay.state volume o.f distribGfib.n'...wal'j"Ë("ii.èrs

(range~ 44-96 liters). Approximately 90% of Circ'ulatiñ'g .fiiìás-
teride is bound to plasma proteins. There is a slow accumula-
tion phase for finasteride after multiple dosing. After dosing
with S mg/day of fin-asteride for 17 days, plasma concentra-
tions offinasteride wer.e ll7 ~nd 54% higher. than after the first
dose in men 45-60 yea~s t?ld (~=i2land~70 year.s old (~=12),
respectiv~ly. Mean trough c~ncentrations after: 17 days.of
dosing were .6.2 ng/mL (ran_ge, 2:4-9.8 ng/mL) and R'1 ng/mL
(range, 1.8-19.7 ng/ml),respecti,-.ely, in the two age g-róups.
Although st~a~y st~te 'Nas. n~t, reached in this stucly, .mean
trough plasma ~oncentration in another study in patients with
BPH (mean age, ,65 years) receiving 5 mg/day was 9.4 ng/mL
(range, 7.1-13.3 ng/mL; n=22) after over a year of dosing.

Finasteri.de has been shown to cross thé blood brain barrier
but doe,S not appear to distribute preferentially to the CSF.

In 2 studies of healthy subjects (n=69) receiVing PROSCAR
5 mg/çiay for 6-:24 weeks, finasteride concentrations in semen
ranged frolT undetectable (.00.1 ng/mUto '10.54 ng/mL.ln an
earller study using a less.sensitive assay, finasteride concen-
trations in the semen of 16 subjects receiving PROSCAR 5 mgl
day ranged from undetectable (.01.0 ng/mL) to 21 ng/mL.
Thus, based on a 5-mL ejaculate volume, the amount offinas-
teride in semen was estim.atedto be 50- to 100-.fold less than
the dose of finasteride (5 p.g) that had no effect on circulating
DHT levels in men (see also_PRECAUTIONS, Pregn~ncyl_

Metabolism
Finasteride is extensively metabolized in the liver"primarily

via the cytochrome P450 3A4 enzyme subfamily. Two metabo-
lies, the t-butyl side chain monohydroxylated and monocar-
boxylic acid metabolies, have been ídentified that possess no
more than 2.0% ofthe.5a-reductase inhibitory activity offinas-
teride.
Excretion

In .hel;l,thyyoung subjects-(n=15). mean plasma clearance of
finas.teri#ß.was, 165mllmin (range, 70.279 mLlmin) and mean
elimination_ fia.lf-Iie in p'~sma w~s 6 hours (range, 3-16
hours)..Following an oral dose of,'4C-finasteride in man (n=6),
a mean of39% (range. 32-46%) of the qose was excreted in the
urine in the form of metabolites; 57% (range, 51-64%) was
excretel: in the feces.

The -rT,ean termioal half-life of finasteride in subjects
~70.years of age wa~ approximately 8 hours (range, 6-15
hàurs; n=12), compared with 6 hours (range, 4-12 hours; n=í2)
in subI~cts 45-60 years of age. As a result, mean AUC (0-24 hr)
after 17. days,of dosing was 15% higher in -subjects ~ 70 years
of age than in subjects 45-60 years of age (p=0.02).
Specia,i Populations

, Pediatric: --iinasteride-pharmacókinetics have not been inves-
tigated in patierits.c8 ,years of age.
Gender: Fi~-asterÎde pharmacokinetics in women are not
available.
G,eriatric: No dçsag.e- adI";~tr-~-~t is neCe~sa.Ìy:in the~lderly..
AJ.thougl) the ~I.imination ratè of finasteride isdetreased in the
elderly,-thkse findings a~e of no clinical significance. See also
Pha.rmacokinetics, Excá!tòn and' DOSAGE. AND ADMINIS-TRATION.. .
Hace:'The .eft.ect'of race on .fiñasteride pharmacokinetics has
not beén studied: . .
Renal InsuffCiency: No dosage adjustment is necessary in
pàtientswith renal insufficiency. In patients with chronic renal
impairmi:mt, with crea~inine c1earan:c~~ raiiging from. 9.0 to
55 mUmin, AUC, maximum plasm_a concentrati.ori..~alf-life,
and protein. binding aftér asingle dq~e of 14C~~inasie.ride\Nere
similar to, \Ì~lues obta_ined in .he:a.it.l)y volunteers: Urinary
excretion of f!etab~lites was decre'asêd in patìents with renal
impairmønt This d~'treasevias a~.sociate:d with an increase in
fecal.~xGre~ion of. ~eÜ.l~~_lie.s~ . ~Ia.sma ,concentrations of
iietab:?~ites were~ig.n.ific~ntly.h,igh~r- in p~tients with-renal
impairment (qased on.,~ 60%' increase in total radiòactivity
AUC). However, finastetide has been Well tolerated În BPH
patierits with'norm'al renal function receiving up to 80 mg/day
fod2.weeks,.whereexposure ofthese patients to metabolites
woul~ presumably be _much greater." ,', .. ._, ... . ,I;'::
Hepa.tc I;:sufficiency: Th~,~ffect ofhepatiG insý_ffç¡e.Ócy,Ó;"'fin-
aster..d~ pharmacokinetics .I:as n~t -".been studied. ~aution
sho1:ld.,be:_u~ed .in the administration of PROSCAR in those
patients" with .fiver fijiidion abnormalities, as finasteride is
métàbolized.exterisively in the liver.
Driii1 Interactions (also see PRECAUTIONS, Drug Interactions)

NÔdr,':'gi~teráction.s.ofclinical i,mportance have beêh iden-
tiried; 'Fnasteride does 'not ,appear to affect the ..cytochrome
P450~I,i~k~d druQ lTetaboii~m e!1~yme system. çor:pounds
tha!.ha\ie'-been :,t~sted qn man -,have included_antipyrine,
digóxi~, ptbp'ranolol¡ theophyllne;-and.wanarin, and np c1ini-
call'lmea.riingftil intéractions were found.
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Gorhp'aréd'with plàceb'dY~RØSCAR.waS:¡i"~soCiatëdwith a
,';'signifièântly'lower risk for atútëurinårýrt~fêiìtion~dr"lhé'rièed

for BPH:rèlated- 'sorgêry' (13.2-%' ..fof'.plaèebcp\isl)'6;6% for
PROS CAR;. 51 %' redliêtioO" ii1Tiski?9S~lGlf;(34 tò '63%H:' 'Corn-,

i pa,red with,placebo,'P.ROSCAR'was"aisoci¿ited"Witn:a sigtiifi-
èaiîtly'low'e'r;rísl(fóF:surge'ry '("10'."%' for pläcebo ;Vs .:4;'6%"/or

'. "PROSC:fR;-55o/v'redoètic)il ï"n' rislC 95o/dCI:fl3V"'tõ 68%) J'and wÎth
. ärsiglii,ficantlý ~6we=r'"rsk~f àcutê 'u~riiáty "retetition ~rff6.%;for
placebo vs 2.8% for PROS CAR; 57% reduction:in risk; 95%lCI:

"q3ii:t~!:2%ili~~~F~9~~,~.S2,'and.3.":'. .:-,. .. i.... ~:i~:..\!'..;.~ ,..: 'd

"'''' "" .¡'" :.'.
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.~~er~tfto,,~at!lan~s li.!.vi.flgSlJrgery'foF..BP;:I,. ,:...;.
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f:,Eff~çt.:~~,Ma~ì-r4fT....urin!:try flo;. Rn#! . ,Ai" r~i. '~.

.::the.(PÃtientså PlESS who, rèm¡l"ined(on¡therapy.iforitne
, du,ra,tio.n':of !tl:e\.st!JdYi~aptl¡fta~he\ialuab.l,é!,tJr¡narv;f1ow, .data,
~RQSÇAliHne.reaaecNnaxirn"m,,,,ina,,Jlo.w r",.te: by ,h9, ml/

~ .1òe.GjQ.Qrnps,r;ed witl:.O;2Iml:~eG'.in,thepJacep.o. group.,' .:.,
":61 nlbaooj was.a:clëai;,.difft!r.eQte b~¡Wéen trea'tment':gr.oups-I in
r: ftnàximuFf' urinary f1ow(räte'li.n!laQor-'óf~R0SCAR by montfi 4
. ~:( 1;0-. .vs!:O.3'",mLlsec) ;.:yh-iellwa$maintaited. thro~ghoot. the
t~study;,:ltrthe--:ar.lie.~'ftt.ý~ärt .su~:tes,:increas'e: immaxirñumaJri-

nar.ow1rate.iias.cornp:arable.tó .PLES.S,andowas niintained

1111111111111111111111111
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through the first year and.throughout an addítíonals,'¡eï;:lrs'ot
open extension studies. ..., i-ó.'
EffeRt.on:f~(~s.t.a.te.,'..:Ilo!f.me .-;:¡'- I. "'::.'f:,'::",: ')'; i~
;:Ii; ,P.lESS",prestate volume~ wasiâsSeSsed VearJy, by¡ mag-

.,oetieir.çsohanc-ë:.imaging':(MRII.:in a ~su-bse.t ofJpatfents.:, In
. j:fatients,treatéd: with-;;PR'OSCJ.R' :wt)o .r.emamed"on"tl:i;àpy,

'.;,pros'até~-v.o!yr:e,,'Na$ r-e.GuE;tcl,,Gornpared witl1"pQth.baseline
and; ': plaGe,bo~..i ln.ro~.i-gll€,ul,¡~ t.he .4~year'. .:-study;...: ,~.ROSCAR

.~ qe:ç:r"a,a!itd,pr.o~tate::vplu.me .Q.y ~7t~% (fr.ll:.5~..S çc:at b~seline
to 45.8 cc at 4 yearst compared with,::n,íllcJeas~~p,tJ4;J%

"V!;::k51.t ee, t9,.5a!i,CÇ);!~,th~ .PI~eebö.1ir:~~,!~;,aOJJ' (See
- Results seen ,iri.earlitr: stud,jes.,were,~()l1parRpla.to-~tl.ose
seen in PLESS\....M.~an. pr9~.tate V91~r:~"..at ¥!ng,ed
between 40~5:0.è¿~.Ti\è re'ductfon in p'rb'st.:ate me, was seen

;~ ~,~~~!.t~:~e~r:~~.~k~r~~~~¡l1~~~:~~ ~~ r()'~g ..'~-~rfaä~,i~.i?nal
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.' "Ptostate' vöiuTiié 'äs' â'-Pr~(!/~gr gtJh~'r:~p~~~~ij R!J;~fj.b¡"s~::
A meta-analysis combÎning~1-yèãF dåtå from seven' dôiible~

pJind, placebo-controlled studies öl'Simimr desigri/lñdi:dìng
-.' 4'49.r'pàtieot$l witlh symptomatic ,BP,H::,demonstraled,ttiat. in
! ¡", paHents. tr~äte.d' with .P.ROSCAR;'~~he magnitude~df'..syniptöm
':,"r.espoose;ao.d :degree. ot impróvemêrit-in,maXitnum, .urinary
::flo. :rati'&ie(e.-reat6f in.patieots'With 'ariieolarged.p'rostate at
Ubase1ihe. :.,_":..'~" .,- .;;,:',;"'.'.-:,- ,.. - ~~:
'!~unima;Y &rCÎir;7èâtstiiòie'S ',".' \;- ':." .: f-:,:i :.: J..v;

The data from these st ies, show,ing irn

;r,"~~'''M:ijt~
."I!\~IC!\TJONS.p.ID,USAGE,,¡, ."". ,.,." -..'" ." i'i':'"
,.~, ' ,P,~t?S~?\~ ..~s,. i~~ic'atëd ,:f?r.dthë'1r~~~~~~! ~f(~YT~~ô:iß~lic
..tienigh tJ(oStatic. hyperplai;ia' c-PH) io-mè'n..vyitll'an enlar'ged
"j:l"rósfatetö':"'':;'.:'! "';: :','.'" . ,''''?i~;;': '.1 ~).,~'''.. n

-Improve symptoms r!...=i'.;:..
-Reduce the risk of acute'urin'al'¡teteñtiön'~"" . . '.

_.' .:';ti~educe:.the;rísl(;ot:th'e'''neèõ~fâr. stirgel'y'.incJudirig t1ans.
.:!~'.~-~ Urel'hhji:tè'se-ction 'bfthe: PÌ"ost~t~(TlJRPJ ;and prostatec-

'~gJ~it~ì;a(C.K~;;N§ . .... ''''
. ~ ~'~pli0SCAa~Îs èontra'ùidici:ited ¡nt.h~ fö"lO"wing;. "";,: . -: ;;;':¡~
~:'I",:,:~Y.p.~J~~h~Wy;'.'" pónéhfófthls;tn'ea!èatÎ6n.:~~:.,

'-" Pregriancv.;:Fi 'men.'" ... ..... '.,n. ., ''ihe
'ti'~.er-
. .~Ii-
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e
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Ilnför-

ats;;lbw'-doses
hi _'. . ' _ . , . 'ä~é_ p"'õdûted

,.i;höfmìilit¡¡~ijft' é'èX!èytia"g~iiìtanåin't'alofo'iI¡¡llng.d ;

'. WARNINGS" ,r.~,:;:. 'L":í;l, ';.J

~J~~~~ç~R;i"~Rf¡n9i,~i;edf9r'~~~l~l~~itli~~~~~~
"irlg, ~t!r,m.".,r. P"atltfrits~ ~Rdd~a~gna:n-~Y;c,~r-dHQ . . . ',....;.,....~, ,....:.: ¡:., :i,'~:.~I:: ~;;"'''
"EXPQ!;UREo.i¡W.ON611i. RISKJO MAU&ii:;iUS""",,~

. '. ::"lWQmen..;houtd :il¡il\~n'dletèr=usl:edl'orCbokeri'iPR0SCAR
J~ittlhiets.\when.th~y.aré,pregrra'nr~ft"m'ãj)oteritt~nybe~pregnant
.' 'hécà(jsèfQ:th'e¡po~"jbil.jtf'0.:bstH'ptiO¡';ot:fihåSe'ride'.ahd. the
\::~t:bs'eqoimt:'poteiitiai:~r-sk:to-:3::~ale,'fêt~'s.. PRGSGAR tablèts
,~'a'r:e:toatei:;alld;V\rlHp(è~éntic0n~'aCl.~wiih::thé'.ättiv~)irlgredj,ênt
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..ìtCAUT.i0NSf¡,:lniotmafi'w for.~P.arièris" and' ;Pi'égnaiiCý':' änd
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Carcinogenesis,-, MiJtagene,s/s.¡ tmpairrnen( df.Fenilitv
No evidence gLa~tu.mo.~igen.ic,;.t.ffßG.t was observed in- a

-24.month. study in Spragul;~Daw~ey Tats. receiving doses of
._Jina.ster¡p~_.LIP tq 1.Q~_m._~/~9/dáy'~Î;i!hiale.s_ and 320 mglkg/day
in'f~malëS"These"dp~s pr' .ve syttemic exp:o.
sú'i~ in rats of 1 nand 27 4 ti ed in man receiv-
ing thê:iecoff-me"ndecf hum n:g"¡day.:.Ájï-expósure

. ~alculaii~i:rs,."erepased- on(~calcu .late~'A UC -(o':2'4"hr)~r,o.r .~.~ i-
mals and mean l\UC (0-24 hr) for man (0.4 iig:., hr/rot)., .'
.:;In-a'1.9~rn(ltti:car.C!n0genj,c:ity stucty,in CD-'- mi,ce;.,a ,stati.sti-

cally signifièant (pSO~05) increase in the incid~r:,ce-,of testic"Jlar
Leydig cell adenomas was observed at a dose' of.250'mg!kg/
day-'(228-time:s..the'-'human:exposure). In- mic,e",at. a;,dos;e'of
25 mg/kg/day (23 times the human e-xposure;,-e,stím'åte.d),and
~~~:~Sa~t i~~~~es~fi~~~:i~~:;~ (~l-t;:~~:~~I~~Tirri~f~

was'observed. A positive correlation between the proliferative
changes in the Leydig cells and ari increasèïii s'erum:LH levels
(2-3fold above control) t)as been demonstrated in-both rodent
species treated with hign doses offinàster'ide.No_drug-seiafed

:leydig cell changes were seén in either r~ts òr'dog~ treat,~d
'with finasteride for 1 year at d~ses of 20,.i1glkg/day _ and
45 mg/g/day (30. and ,350 time~. respe:ct¡'v.~Hy,;the ):i!-,i:an
exp,osure) or in mice treated for J9'months at a dose of2';5 rrgl
kg/day (2.3 times the humanexpo'sure; estimated). - ,.- '_.

.... . -'No -evidence 'of mutagèniclty.was'obs'erved in ari~in vitro
bacterial mutagenesis assay, a rTarnmc!lian cell. .niu.tag'eqesis
assay, or in an in vitro alkaline elution aSsay.lri an iii'v;trò chro-

~. m:asqiy.~aQe:..r.atioi;'as;say,~usin;g Ç.hinese hanisterpyarytells,
:' thef.~,~as a,~,I_jgliJ) nçreaSe .in_ehromosome,ab~rrati.ons. T,I::ese

i'1..~oric~f)ratio_ns-\..ç.orre:~P.Ond~__io : 40Q9~5000 :-lirTl.es the -Peak
.-!,:R.I~smslteyals .iR!CT~n;~!v.e:n,oa :total 9.o.s.e' of. 5, mg.- ,In'an-in:vivo
-?t;h.rqn:Qs,ome_:i:berratioq ,:assay .i r): rT'iee,,Jlp- tr~atme_nt-related

intr;easø,in -çJ;l'qmosqme' aberrati9n was.obser-eq .with,finas-
,~i;t~'ti_Cla:.i .the: i:a?(!.~.u.rO tQlerated:'Q9ae. of,~~O :rng/kgid~y --('2:28
:...til)ts,the. htJ.1J~n .exposure).?.? detef.minedi:in .th~:ßarçmoge-
:,'.Pi.çÎlY Stl.dia~k.~..:':' _.. -_~:'_. - ,'_ "'¡ . ... .- . .
, . In sexually mature male r.a.p'~i.ts: ~reate.d with ,finast~r.ide:at
80 mg/g/day(543; time.s -the human exposure) for up to
12 weeks, no effect onJertiity, sperm count, or ejaculate vol-
ume was seen, In sexually' mature: n:ale rats treated with
80 mg/kg/dày'.of. finasteride~'(61 -lrrties-' thè:' h üniaìi '- exposure),
there were no significa-n't effêcts 0'0 fertility after 6 or 12 weeks
of treatment; however.- when treatment was~continued for up
to 2.4 or 30 weeks, there was an appa~ent_ deCrease in fertilty,
fecundity and an associated signí.ficant "decrease in the
w.ei,ghts of the semi.nal. vesicles andprostate.AHthese effects
w:er:e..reversible within: 6 weeksof.-disc~ntinuatioo of treat-
ment:, No drug-relatecl?effect on testes or on mating perfor-
,mance- has been. seen' in rats or rabbits. This decrease in
. fertility in finasterideHreated rats is secondary to its effect on
.a~cessory sex. organs (prostate_ and. seminal vesicJes)-result-
Jn~;.n failure to -:orm asemina.1 plug. The seminal plug is
ess~ntial for normal fertility in rats and is not relevant in man.

. Pr~gnancy

. Pregnancy Category X
SeeeONTRAINDICATIONS.

'. PRoscAR is'notindicaied for üse in wòmen.
. Administration offinasferi(:f$'io'p,regnant rats at doses rang.
ing from 100 ~g/kg/aay. to 100 mg/kg/day (1-100Himes the
recÐ.i-mende~ .~uman ~~se, of. 5~ø.day) 'r~sulte:d.. ~f! dose-
detreiident development of hypospådías in:' 3:6 to' 100% of
male offspring. Pregnant rats' produced"maleoffsprir.g with
deGn~ased pros,t,atic and. ~eminal ve:sicùlárweights, delayed
pre:pütial sepáration and transient nipple dev'elopment when
given finasteride at 2:30 llglkg/day (2:.3/10 of the recommended
human dose of 5 mg/day) anci,decreased anogenital distance

. ,~~~¡fgld.~y (~3/.00 .pf theJecom-

:~i~ ~(daiÌbr;L~~âil~J~~:.?~~~:I~~:ii~':~~~~
defined.to'be days 16:.17 of gestation~ T~e change's described
above are expected pharmacological.effe'Cts of drugs belong-
ing to the class of Type II 5a-reductas=e inhibitor's and are simi-
lar:to those reported in male infants with a genetic deficiency
of Type II 5a-reductase, :No. abnormal~ties yVere:obs~rved in
female offspring exposèd-toariy dose of finaste;ride ¡fl.utero.

No developmental abno.rmalÎt.ies.háve beeri observed in
firSt filial generation (F'.)',rnale or'f.emale.offpring rf!sulting

:r~r:s ~~t~~:~n;:~eJ~~~:~)~fi~ ~~~~.~:~~ i:~~~~~~~~~
'¡!'~tjtcy,i.-~te tr:ation. Qf fina~teride at 3 mglkg/day 1,3.0 times the recom-.'..:V9JUfTe~ith pjfn~jaçu- mèhded tiuri:ar'(döse'of 5_lJg/day) dli(fl1g the late gestation

"late",was",Q _ .' _. . _'. _. . _' _. .,:within,.the and lactation period:resulted in slightli¡~deq~ased fertilty.in

::'i:~lt°~.r~íl;r.~N#1~a.;.&.,,~t~-~~.t~~¡,:tJ~~,~~I~~~.~;~t~i~.;..,:~t~~~~~~~~ ~~~~~~g:l,~~t'~~:~¥::~1t:t;~;~'~'~~~~I:d O~S~aribnb1t

. . e . fetuses exposedto'-rÎ~:åstëd'de in'uterCi(rom.days 6-18 ofges-
Dr.ug Intera.ctions . .~;.y¡llti:tl:'.-:"''''/ tation _at doses u'p to 100 mglkg/day (1000 times,the recom-

_..'r ;.~_p:,~r~.g, in.t,~ra,~~,i~ns o,f .clin.icat ~~-P~,~ m~~d.ed hum_a.n do~eof'5: mg/day):.Howeyt-l,_:enects on:male
":Jifi_et::"Fìò'asteride''ëde's' no 'ear::tO'ca gèri1~alia wou(ct no(.be "expected siiicé-.thê;.åbbifs \Verenot

.~lÌi\~~1l~%i~~t~~d~Ti(- , . ~~.f~ed duri~g the critical period of9:r,i!::i'Sysl~mdevelop-
:"'!digÖxirl;¡pr?p¡'an?loV1,heAphy:jline:~~,QJf-Wa"i~:~irl'~,?.)trlAti,ri- The in utéro effects' of finasteria,~,':~~PQsu;e dù-ringthe

cally nieaningful,interactionswerefound. .1. . '-, ,"i .. .. ,. '; period of embryonic an~.fet~!.d.~velop~ent vyere_._evaluat.çd in
OtherVdi5ëpftânt 1:i.atåpý':_-Altl:.õÙg~:';Sp-ëC;ifë:iiit~_räct!on the rhesus monkey 19êstatiÒh'.dèys 20400), -a~.speciês m,ore

Fi :S!Lo:UeSjw.Etkt.ftt'if)é.r.oq:ne.d¡;.,fRGS(JR Lwas:-'concòmitänUy -:";_.-predictive'of hum'a.n:de~~lopTtent-than ratsor,rabbjts.~lnt_fave-
'¡ lJ~d ir- olinjçai, stlJdi~sl w!tlla,ce.ta9lnopn~(I. acelylsal¡b¥li~ . ',. hous' adn:inistration:~of::fi,iia'~eride:.,to' pre9f1~nt'l()nkeYs"'at
~'aqiQrJ:t-blockers,'angiQte!lsJree:oi:vertlng emyme~ACE) inhibi- dosÊis.as high as'_800..n~/day (-at"least'60~1'0'12o.ti!T'e~,ttiirl1igh-

,.tors, an-alg~i:, _ahti+eønvu IsaptS'~ -beta~adrenergic rblocking est estimated,: exp'osiJre:'9f¡ p'reg-'ant:.wbmen/:fg ~iìíâstè';ide
~(taoents~\diul:ics, ~alojumc:,hannet\ bJo.cJ(er;s,r.cardiac niti:ates, ,¡;f£alT.sl'men'ot;men-takin,g:.Sm~/day)resulted,iil.no'abndfmal-
; ,HMG:.co..)I(éductas~i(n~jbit . ,. .in:tlah"a- :_'t:':ires!Ïn;,rna1è.,fetÜs'ès.; hi:' c.9ofitma:tion: of the ¡re i,evânce:of(the. ;:tØr ~l,.:~~.íSJ.tpst'~~be:nzbd ,'í.~h_tag().nÌ'stSi:.Ithd :dt.hesus~niodel fonn um~n'f~.a_I-'ÒeMelopment,!oraf.ád.mirfstÌ'a-
,,!quiflQlçm~AriHnfe_ctiYß:~..)NjttiQllt evf of..ci'n.íc'alli¡'Sj!1riifi- . :,~ti~'nQf, ädose'óftinaste..idë.(c2-' mg/kg/day;:20,tini.es.the:.recóm-
can(adverse interactions.' . . :":'1U~:.'_"~"~::;-: hJiended . humani.:dåse'J'bf, :5'hig/daYi-:or':approxiriafelvr~ 1.2

I
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.. .,PREÇ:AUnONS' ,

General
Prior to initiating therapy with PRoSèAR;'aptÛbpriaté~'é\i'al-

.~ uatiod ~houid be, pe:dOTmed- to'idèotify_:other-conâitioflssuch
,.jas .Jnfectjó"o¡ '~prostatë "oaricër;::stricttre:,:disease¡.::l)ypótÓnic
'i.:bladdenor 'otherneurogenic disoftJërs,that might ri iThic BP.H.
::_j:,:PatieÌîts Witli-!a.Fliëfé'Sìdüal;(jri~ry,~Óh:j me..sf:dro"'i;severely

" 'diñì~_¡shed:i.ürinarV~flow _ sh.6u.ld:.fje".~arè(~I_I'l ~~iiì~ön¡~d: for
~;: obstruètivè uröpåtny,' The~e.'pâtié'ñtS-~ mäy-nbt:be- cãndidates
~;:.~~.~¿f~Gl¡~~,~~~1~~'~~~~"~~d':~~ ~~~; ~~'~~~;~t~at;;on" 6f P~~~~AR

in those patients with liver function abnormalities, as qnás.

~~~~::i1iZ~E1~tJ~iIri:;¡~~1~2iE":i~!\~;:~~flh
prostate cancer treatedw!tn gflQSGAß..l?at,ie-n.s:wi:J;.BPtl_and
elevated PSA were monitored in controlled clinical studies
with serial PSAs and,-prC)state biopsies. In these' ,studies,
PROSCAR did not appear¡t~alter the rate of prostate cancer
detection. .il;.~~o~~rp¡¡'-¡nçr.denc.e,_.QfcPrt)state canc'er was not
signifcantly _different in patients treated with PROS CAR or
placebo.

PROSCARcåuses a decrease in serum 'PSA .levels by
approximately50% in patients with BPH, eveninth,~ presence
of prostate cancer. This decrease is predictable ove:rthe entire
range of PSA valves, although it may varYi in :individual
patients. Analysis of"PSA. data from. over ;3000 . s in
PLESS, confirmed -that in -'typical"'-patiénts -tr with
PROS CAR for six months or more, 'PSAvalue:s. so ou-

'bled fo'i' êò'tt'p'àriso.n"'with noiiarra'ñ_g-e~'_ih1 üntrëated men.
This' adjustment preserves the 'sens!tivity--a:nd-sp(~ificitY-O,f
the'PSA assay and maintains its ability to detect prõstate'can~cer.' .'

Any sustained increases in PSA levels while oil'_PROSCAR
sho.i.,ld .Qe i;ar,efully evaluated, irich,lding cons,iderat¡~n of non~
.compliance tot.hera.pywith PROSCAR-:~.;.. '.¡:i"~. --. ~

'P'srcent freè PSA.lfreé to total PSA ratidl'is .not s;ignificantly
decreased b~l'PROSCAR. The ratio offre.~.to total PSAremains
constant even unde(the'influence of PROSCAR~-Ift1ïniciåns
elect to use percent free PSA as an aid in the detection òfpros-
ta\~i1~'~d¡t~rJ~f(lëE!~.u'~~li~~~~~~å~~te:~i~r:.ttl.~~~1?y, rig, ~~i.,ltst.

/!A-i(;~.. '~~V~,:. ;-':..-,;' _PR~:; ¡R,e~..-; !.'i'1~r... :'¡r~'-' '..:" .'-J:-:,. ,___":', ,.,

.:; :'~7::=~~~X¿~I:~t~~:t~~~~~;~.'~~i~'~~~'~b~~'~~~:~1:;~R'6~~~R
,A. Úiblet$.Whei:.tHey.are'pre'gnârit.or:;:ay potentiaily be:pregnal:t

.~. . because.of:tl:e"pos'sibili~ofa~~orptio"n Qf;inaste~~~e aod:the
. subseql!ent:potential lÏsk.to:theimate fetus'(see CQbtTRAINDI-

CATIONS; WARNINGS, EXPOSURE OF WOMEN"'.RISK"TO
MALE. FETUS; PRECAUTIONS, .frepnancyaogHQW. SUP-

~.~~~e~~'~~:,~~aS::9t;~li~ìå4b1éqi .' .. .

1'öi c.u~: 'i.~?i~~~~v6~~~~;
ADVERSE REACTIONS).
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àre aware of current information fòr:patien.tSj ,r~,gßrd¡n9
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,Ievtlls of f:or,isol¡'t.s:ra,Ø.i.c;:)j; pr.olact_infthy,roidr,s,timulati.ng, hor.
mone, or thyroxine. No clinically meaningful effect--iwas
o.bserved on the plasma lipid profile (i.a;,.t:otal ctu?-Je,s~iero.~ Io;w
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I: :Sto.ra.§'ii'riri'f1à'riCllinQ '~:'::_;:_, :~,\::..~~.:;."...::. ;"~'
.' .,_i'Starê'at roo_m.te'mpè'iáfurés.beloYV"3'0_oC.(g60f.)~,'PrOtett from

'Iigllt an'd lcêèp"containëHighHy dòsecl:' ..~.:.:,,, '. '.., .' '_:.,....1:
Women should not handle crushed or broken PROSCAR

tabJetswhen they arEi pregnant or.may potentially be:pregnant
because of the possibility of absorption of finastedde.aQd,the

,~uqs~qutm,'P9tel't.itl.~irisk to:.~:,ma'a..e.tus' ¡(se,e 'Wt.R.~INGS,
p¥!'QSY!lE,QF WOiVEN =R/Sj('fO !\A.lEfETliS, 

an.d. RRE-'; - .cAUTrQNS~'!I?f.ø.rrrÚJttof1fargat!anis.aÐd Pregnancyh ¡. .' :.i

. ~, . ',:,

million times the- hi9J:-~.~t:.ø::tlrnãtèd'-e*pó:s:qr~3o' finasterige

.::~:;t:~Tne:x~:r~a1i~~~¡~r a~':r~:r;~i¡i'tn(:;a~:~:t'.;e~k"J~
other abnormalities were observed in male fetuses and no

. fina'sté"ide,-relãte:d-_abnormä/itìes 'wëi-e' obseryEfd:,in -fe'rh'aiefetusesatany.d.Q.~e,. . " .,j, ,;..
Nursing_Mòtliè-"k' .. -. .: :'):'i" ,

PROSCAI= IS not indicated for usê: in-\lórrén":'
"It'is nôt :knowñ: whethër fiii:astërìdê 'is'EÙ(èr,ëted_lri .-hÙ..iranmUk~ - '.

Pediatric Use
PRO~CAR is.nol-ir-dicated for.usein.pe.d¡at.rJc.~atients....
Safety arid-effectiveness' in pediatric):'atii4;'_t"g hävê'~ot baen

éSta~lished~ '.., '.::.;'-. _. _"':' ':".~~'::,'.!.:'.:.~'_:_~.'~~_"'.:'_"..".~~~!,::.~;"':~!

;. ADVER.i;É REACTIONS

. . PROSCAR is-'-g''ènerally well tolerated; adverse reactions
;. usu~'f1y Ii~:-?~eé~ n:!l~~~ndt.r~nsient.

4" YearPJacebo-€:óntrólJed Study.
,d 1ii PtESS, 1524,;Pàtients'treate,q'wíthRROSCAFl'and 1516
pa.tienis--reated.wlth_ piäcebo werEÚ~v~l~atècUôr ~f-êiÝ"o~et a
per.¡òå.'of 4 veadiù thé most frequentlY.Fêpôrtetl;ád'vérseiria!c_
ti.o.l.:f ~~-rë.l-rê.I~."fa(:f!l~:' 'sexuar fundión:' a~?~A~,'.~ pât.i,~Á'ts)
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cebö díscòhtìriûed:'therapY''ia-hrèsült 'ôf;ä'èhieYSê':'eàciibs
refated to sexual function, which are the most frequently
reported adverse reactions. G""':::.;-;~ \3-::~~';\r,"

~,-;labl.t,h, pre;:~I)ts.the OF?lyç'.¡ni~I-.~qY~~~.;t,-rÇ,,çti.OflS annsid-
,,- nr~d .PÐs.S¡PI.YÚProbcl!?h-;,çr'_a~fi.r,itaJYçfr~g.f~'pt~_n !?rY:thf?i~\(ts-
: _,tigatl?r. ,(pr .\Nh.itli: th~_: inçtøtl-ce~;qO\:p.ROSCAR,wa~ ;~'Jo/ci:ànd
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N = 1524 and 1.516.', fi.r'a~t~,~~.~~~~PlacebO. respectively

Phase 1/ Stu~~f!.~~_~rra.a~rl~~:tJpef1;:~en.sions
The adverse experience profie.in't~e l~year, placebOwcon_

trollèä; Phase lI'studies, the S.year open exterisions, and
PLESS were similar.

Th~9~.l~ no evidence of increased adv~:f;se experi~,nces with
~~C~i~t~feiJ~tti~:~iì~l~:~~';~s:t :~~e~~~c~;Ad~c~a~:NP~~

duratió'n,oftherapy.',,/ :, "
The following additional advêrse effects h¿;ve ;~; been

reported in postwmarketing experience: "
- hypersensitivity ,_-re~ctioiis~ including pruritus,'. u~!caria.

and.sWe1,linQßftlîe lips and face
- t~.~tfqúl.ar pain. .OVERDOSAGE _,. ,.
Pati~nt~ ha~e received single doses of PROSÇAR;up to400 119 and IlÜltiple doses of PROSCAR up to 80 1l9/c!~Y for

three h.s withöut,adverse.effects. Llntil further experi-
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PROSCAR(! (Finasteride) Tablets
Patient Information about

PROSCAR(! (Prahs-car)
Generic name: finasteride

(fin-AS-tur-eyed)
PROSCAR* is for use by men only. checkups, instead of medication or sur-

Please read this leaflet before you start tak- gery.
ing PROSCAR. Also, read it each time you . Medication. Your doctor may prescribe

renew your prescription, just in case any- PROSCAR for BPH. See "What PROSCAR
thing has changed. Remember, this leaflet does" below.

does not take the place of careful discussions
with your doctor. You and your doctor should
discuss PROSCAR when you start taking
your medication and at regular checkups.

Why your doctor has prescribed PROSCAR

Your doctor has prescribed PROSCAR
because you have a medical condition called
benign prostatic hyperplasia or BPH. This

occurs only in men.

What is BPH?

BPH is an enlargement ofthe prostate gland.
After age 50, most men develop enlarged
prostates. The prostate is located below the
bladder. As the prostate enlarges, it may
slowly restrict the flow of urine. This can lead
to symptoms such as:

. a weak or interrupted urinary stream

. a feeling that you cannot empty your

bladder completely

a feeling of delay or hesitation when you
start to urinate

. a need to urinate often, especially at
night

a feeling that you must urinate right
away.

In some men, BPH can lead to serious prob-
lems, including urinary tract infections, a
sudden inabilty to pass urine (acute urinary
retention), as well as the need for surgery.

Treatment options for BPH

There are three main treatment options for
symptoms of BPH:

. Program of monitoring or "Watchful
Waiting". If a man has an enlarged pros-
tate gland and no symptoms or if his
symptoms do not bother him, he and his
doctor may decide on a program of mon-
itoring which would include regular

'Registered trademark of MERCK & CO., INC.
COPYRIGHT ~ MERCK & CO., INC., 1992, 1995, 1998
All rights reserved.

7819306

. Surgery. Some patients may need sur-

gery. Your doctor can suggest severa!

different surgical procedures for BPH.
Which procedure is best depends on
your symptoms and medical condition.

There are two main treatment options to
reduce the risk of serious problems due to
BPH:

. Medication. Your doctor may prescribe

PROSCAR for BPH. See "What PROSCAR
does" below.

. Surgery. Some patients may need sur-

gery. Your doctor can suggest several dif-
ferent surgical procedures for BPH.
Which procedure is best depends on your
symptoms and medical condition.

What PROSCAR does

PROSCAR lowers levels of a key hormone
called DHT (dihydrotestosterone), which is a
major cause of prostate growth. Lowering
DHT leads to shrinkage ofthe enlarged pros-

tate gland in most men. This can lead to grad-
ual improvement in urine flow and
symptoms over the next several months.
PROSCAR will help reduce the risk of devel-
oping a sudden inabilityto pass urine and the
need for surgery. However, since each case
of BPH is different, you should know that:

. Even though the prostate shrinks, you
may NOT notice an improvement in urine
flow or symptoms.

. You may need to take PROSCAR for six
(6) months or more to see whether it im-
proves your symptoms.

. Therapy with PROSCAR may reduce your

risk for a sudden inability to pass urine
and the need for surgery.

What you need to know while taking
PROSCAR

. You must see your doctor regularly.
While taking PROSCAR, you must have
regular checkups. Follow your doctor's

PROSCARCB
(FINASTERIDE)
TABLETS

781930
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PROSCAR(I (Finasteride) Tablets

advice about when to have these check-

ups.

. About side effects. Like all prescription
drugs, PROSCAR may cause side effects.
Side effects due to PROSCAR may in-
clude impotence (an inability to have an
erection) or less desire for sex.

Some men taking PROSCAR may have
changes or problems with ejaculation,
such as a decrease in the amount of
semen released during sex. This
decrease in the amount of semen does
not appear to interfere with normal sex-
ual function. In some cases these side
effects went away while the patient con-
tinued to take PROSCAR.

In addition, some men may have breast
swelling and/or tenderness. Some men
have reported allergic reactions such as
rash, itching, hives, and swelling of the
lips and face. Rarely, testicular pain has
been reported.

You should discuss side effects with your
doctor before taking PROSCAR and anytime
you think you are having a side effect.

. Checking for prostate cancer. Your doc-

tor has prescribed PROSCAR for symp-
tomatic BPH and not for cancer - but a

man can have BPH and prostate cancer at
the same time. Doctors usually recom-
mend that men be checked for prostate
cancer once a year when they turn 50 (or
40 if a family member has had prostate
cancer). These checks should continue
while you take PROSCAR. PROSCAR is
not a treatment for prostate cancer.

. About Prostate-Specific Antigen (PSA).

Your doctor may have done a blood test
called PSA. PROSCAR can alter PSA val.
ues. For more information, talk to your
doctor.

PROSCAR(I (Finasteride) Tablets

. A warning about PROSCAR and
pregnancy.

PROSCAR is for use by MEN only.
Women who are or may potential
pregnant must not use PROSCAR.

should also not handle crushed OJ

ken tablets of PROSCAR.

If a woman who is pregnant with a
baby absorbs the active ingredie
PROSCAR after oral use or throug
skin, it may cause the male baby
born with abnormalities of the
organs.

PROSCAR tablets are coated anc
prevent contact with the active ini
ent during normal handling, pro
that the tablets are not broke

crushed.

If a woman who is pregnant comes int(
tact with the active ingredient in PROSe
doctor should be consulted.

Remember, these warnings apply only
the woman is pregnant or could poter
be pregnant.

How to take PROSCAR

Follow your doctor's advice about h(
take PROSCAR. You must take it ever:
You may take it with or between mea
avoid forgetting to take PROSCAR, it m
helpful to take it at the same time every

Do not share PROSCAR with anyone e
was prescribed onlyforyou.

Keep PROSCAR and all medicines out
reach of children.

FOR MORE INFORMATION ABOUT 'PROSCAR' AND BPH, TALK WITH YOUR DOCT
IN ADDITION, TALK TO YOUR PHARMACIST OR OTHER HEALTH CARE PROVIDE

Issued June1998
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Division of Reproductive and Urologic Drug Products

Regulatory Project Manager Review

Application Number: NDA 20-180/S-019

Name of Drug: Proscar™ (finasteride)

Sponsor: Merck Research Laboratories

Material Reviewed:
FPL for Approved SNDA 20-180/S-019

. Physician Package Insert

. Patient Package Insert

Submission Date: Februar 12,2001

Receipt Date: February 13, 2001

Background and Summary Description: Final Printed Labeling for approved SNDA 20-180/S-019.

Review:
The Package Insert is identical to the January 17,2001, approved labeling, with exception to minor
editorial revisions that were reported in the Annual Report dated August 17,2000,

Conclusions:
The editorial revisions are acceptable, an Acknowledge and Retain Letter wil be issued for this FA
submission containing FPL.

Jeanine A, Best, M,S.N" R,N.
Senior Regulatory Associate
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MAY 2 4 2000

Regulatory Proj~ct Manager Labeling Review

Application Nqmber: NDA 20-180/S-019 - Changes Being Effected

Name of Drug: Proscar (finasteride )

Sponsor: Merck & Co., Inc,

Material Reviewed: Package Circular and Patient Information (S-019, dated August 28,
1998), and Amendment to a Pending Supplement (dated August 26,
1999) showing original revisions incorporated into s-o 19 Package
Circular with addition of "free PSA" text from approved S-018,

j

Submission Dates: August 28, 1998 and August 26, 1999

Receipt Dates: August 31, 1998 and August 30, 1999

Background and Summary Description: Merck & Co, Inc. submitted a Changes Being
Effected supplement on August 28, 1998, to correct a transcription error in the PRECAUTIONS
section, Carcinogenesis, Mutagenesisi Impairment of Fertility subsection, and incorporate
additional adverse events reported in post-marketing experience to the ADVERSE EVENTS
section, Phase III Studies and 5-Year OpenExtensions subsection, In addition, the sponsor
submitted a copy of the Printed PatientInformation(PPI) which incorporated the additional post-
marketing experience adverse events. The sponsor was asked (August, 1999) to submit an
Amendment to a Pending Supplement so that the proposed labeling reflect the approved text of
Supplement 018.

Review:
The Package Circular submitted as an amendment to pending supplement s-o 19 (dated August
26, 1999) and the PPI submitted in s-o 19 (dated August 28, 1998) were compared to the most
recently approved Proscar labeling (S-O 18, August 2; 1999). For each seètion where changes
were made, the proposed wording is listed first and it is highlighted. If pertinent, the approved
. labeling is included in the subsequent paragraph. .

Package Circular:

PRECAUTIONS, General:

Comments: This paragraph was added to S-019, as requested by the Division, since it was
approved in s-o 18 on August 2, 1999,

PRECAUTIONS, Carcinogenesis, Mutagenesis, Impairment of Fertilty:

These concentrations correspond to I~-5000 time the peak plasma levels in man given a total~~cl5 m~ .
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These concentrations correspond toe ')-5000 time the peak plasma levels in man given a total
dose of 5 mg.

Comments: The figure C J was incorrectly transcripted in the draft submitted to the FDA after
the March 17, 1998 teleconference. The sponsor is correcting the label to reflect the
accurate concentration multiple,

ADVERSE REACTIONS, Phase II Studies and 5-Year Open Extensions:

The following addit!~n~l adver~e eff~cts h~ve b_.e.,~.~.n.3.l! ~~l.l&o_?1~edi~.¿~... ~~~~~Wl.ke.liting~;E.~ eii,r.j;~.,_ c~.;.... 'il'¡lMfu.:

- hypersensitivity reactions, including '; j "".' ¡, ,~ '. ¡l'W" '.Ai . Bill i 'i' Wi:" 'ai .._"., .. l0ì¡_¡i1B .. ""'M,. ,j§ ,,,." " t, ~-~.!t~~_

The following additional adverse effects have been reported in post-marketing experience:
- hypersensitivity reactions, including pruritus, urticaria, and lip swellng

Comments: Additional adverse events reported in post-marketing experience were added.

PPI:

What you need to know while taking PROS CAR, About side effects:

c .J
Comments: Proposed label incorporated additional adverse events reported in post-marketing
experience.

Conclusion:

Proposed changes are acceptable,

~~
Evel n R Farinas, RPh., MGA
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Concurrence:

~C!v ~ ~;)IOÒ
Terri Rumble, B.S,N,
Chief, Project Management Staff

~)7~ ¡v
Mark Hirsch, M.D.
Medical Officer

i5/"l ) (Ó'ê)

~JF~
Team Leader

'L-~~D_
M .ianeM . ,D,
Deputy Director

/¿~ tJVIj~
Susan Allen, M.D., M.P.H.
Acting Director

Cc:
. Original NDA 20-180
HFD-580
HFD-580: AllenIanirschlShames/Rumble

Drafted: erf April 28, 2000
Final: erflay 15,2000
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DEPARTMNT OF HEALTH & HUN SERVIGES Pablic Health Service

Food and Drug Admistration

Rockvile MD 20857
NDA 20-180/S-019

SEP. 4 1998

Merck Research Laboratories
Sumeytown Pike,P,O. Box 4 BLA-20
West Point, P A 19486

Attention: Charles L. Hyman, M.D.
Director, Regulatory Afairs

Dear Dr. Hyman:

We acknowledge receipt of your supplemental application for théTollowing:

Name of Drug: ProscarTablets

NDA Number: 20-180 .

Supplement Number: S-019

Date of Supplement: August 28, 1998

Date of Receipt: . August 31, 1998

Unless we fid the application not acceptable for filing, this application wil be filèd tider
Section SQ5(b)(1) of the Act on October 30, 1998 in accordance with 21 CFR314.101(a):

All commuications concernng ths NDA should be addressed ~ follows:

. Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products, HFD-580
Offce of Drug Evaluation II
Attention: Document Control Room 17B-20
5600 Fishers Lane
Rockvile, MD 20857

~cerelY,ov~
,

t. Lana L. Pauls, M.P ,H.

. . . . 

Chief, Project Management Staff
. Division of Reproductive and Urologic

Drug Products, HFD-580.
Office of Drug Evaluation II
Center for Drug Eyaluation and Research
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cc:
Original NDA 20-180/S-019
HFD-580/Div. Files
HFD-580/CSO/R. 'Olmstead

SUPPLEMENT ACKNOWLEDGEMENT


