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NDA 20-180/S-019

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

West Point, PA 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 Fertility 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 III 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

Rockville, Maryland 20857

If a letter communicating important 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
Rockville, 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
Office of Drug Evaluation III

Center for Drug Evaluation and Research



Susan Allen
1/17/01 10:51:32 AM
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PROSCAR®

(FINASTERIDE)
TABLETS

DESCRIPTION

PROSCAR® (finasteride), a synthetic 4-azasteroid com-
pound, is a specific inhibitor of steroid Type [15a-reductase, an
intracellular enzyme that converts the androgen testosterone
into 5¢t-dihydrotestosterone (DHT).

Finasteride is 4-azaandrost-1-ene-17-carboxamide, N-(1,1-
dimethylethyl)-3-oxo-,(52,178)-. The empirical formula of
finasteride is Cy3H36N20; and its molecular weight is 372.55.
Its structural formula is:

NHCICHy),

C==0

Finasteride is a white crystalline powder with a melting
point near 250°C. itis freely sofuble 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 of finasteride and the fol-
lowing inactive ingredients: hydrous lactose, microcrystatline
cellulose, pregelatinized starch, sodium starch glycolate,
hydroxypropy! cellulose LF, hydroxypropylmethyl cellulose,
titanium dioxide, magnesium stearate, talc, docusate sodium,
FD&C Blue 2 atuminum lake and yeliow iron oxide.

CLINICAL PHARMACOLOGY

The development and enlargement of the prostate gland is
dependent on the potent androgen, 5a-dihydrotestosterone
{DHT). Type i 5a-reductase metabolizes testosterone to DHT
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 1l
5a-reductase with which it slowly forms a stable enzyme com-
plex. Turnover from this complex is extremely slow
{ty, ~ 30 days). This has been demonstrated both in vivo and in
vitro. Finasteride has no affinity 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 fevel of testosterone increased by
approximately 10-20% but remained within the physiologic
range.

Adult mates with genetically inherited Type 1l 5a-reductase
deficiency also have decreased levels of DHT. Except for the
associated urogenital defects present at birth, no other clinical
abnormalities related to Type Il 5a-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 prostatectomy, an approximate 80%
tower DHT 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 PROSCAR for
14 days, discontinuation of therapy resuited ini a return of DHT
levels to pretreatment levels in approximately 2 weeks. in

°Registered trademark of MERCK & CO.,
COPYRIGHT @ MERCK & CO., INC., 1992 1995 1998
Al rights reserved.

--declined,by approximately 20%., ;etu;ned to clo
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patients treated for three months, prostate

therapy.
armacokmencs

“intravenous {IV) reférérice dose. Maximioi firasteride plasma
concentration averaged 37 ng/mL (range, 27-49 ng/mL) and

Distribution

Mean steady-state volume of distributio
{range, 44-96 liters). Approximately 90% of clrculalmg finas-
teride is bound to plasma proteins. There is a slow accumula-
tion phase for finasteride after multiple dosing. After dosing
with 5 mg/day of finasteride for 17 days, plasma concentra-
tions of finasteride were 47 and 54% higher.than after the first
dose in men 45-60 years old {n=12) and 270 years old {n=12},
respectively. Mean trough concentrations after 17 days of
dosing were 6.2 ng/mL (range, 2.4-9.8 ng/mL)} and 8.1 ng/mL
{range, 1.8-19.7 ng/mL), respectlvely, in the two age groups.
Although steady state was not reached in this study, mean
trough plasrha concentration 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.

Finasteride has been shown to cross thé blood brain barrier
but does not appear to distribute preferentially to the CSF.

In 2 studies of healthy subjects (n=69) receiving PROSCAR
5 mg/day for 6-24 weeks, finasteride concentrations in semen
ranged from undetectable (<0.1 ng/mL) to 10.54 ng/mL, In an
earlier study using a less sensitive assay, finasteride concen-
trations in the semen of 16 subjects receiving PROSCAR 5 mg/
day ranged from undetectable (<1.0 ng/mL) to 21 ng/mL.
Thus, based on a 5-mL ejaculate volumne, the amount of finas-
teride in semen was estimated to be 50- to 100-fold less than
the dose of finasteride (5 jig) that had no effect on circulating
DHT levelsin men (see also PRECAUTIONS, Pregnancy)
Metabolism

Finasteride is extensively metabolized in the fiver, prlmanly
via the cytochrome P450 3A4 enzyme subfamily. Two metabo-
lites, the t-butyl side chain monohydroxylated and monocar-
boxylic acid metabolites, have been identified that possess no
more than 20% of the 5a-reductase inhibitory acuwty of finas-
teride.

Excretion

In healthy young subjects (n=15), mean plasma clearance of
finasteride was 165 mL/min (range, 70-279 mL/min) and mean
elimination half-life in plasma was 6 hours {range, 3-16
hours). Following an oral dose of 4C-finasteride in man {n=6),
a mean of 39% (range, 32-46%) of the dose was excreted in the
urine in the form of metabolites; 57% (range, 51-64%) was
excreted in the feces.

The mean terminal haif-life of finasteride in subjects
> 70 years of age was approximately 8 hours {range, 6-15
hours; n=12), compared with 6 hours {range, 4-12 hours; n=12}
in subjects 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).

Spec:al Population's

" Pediatric: Finasteride pharmacckmetncs have not been inves-

tigated in patients <18 years of age.
Gender: Flnastende pharmacoklnetlcs in women are not
available.
Geriatrit: No dosage adjustment is necessary in the eiderly.
Although the elimination fate of finasteride is décreased in the
elderly, these findings are of no clinical significance. See also
Pharmacokmencs Excrellon and DOSAGE  AND ADMINIS-
TRATION.
Race: The effect of race on finasteride pharmacokinetics has
notbeen studied:
Renal Insufficiency: No dosage adjustment is necessary in
patients with renal insufficiency. In patients with chronic renal
impairment, with creatinine clearances ranging from 9.0 to
55 mUmin, AUC, maximum plasma concentration, half-tife,
and protein binding aftéra smgle dose of *C-finasteride were
simifar to values obtained in"healihy volunteers Urinary
excretion of metabolites was decreased in patlents with renal
impairment. This decrease ' was associated with an increase in
fecal excretion of metabolites. Plasma concentrations of
metabohtes were S|gn|f|cantly hlgher in patients with-renal
impairment {based on a 60% incréase in total radloactlvny
AUC). However, finastéfide has been well tolerated in BPH
patients with'normal renal function receiving up to 80 mg/day
for 12 weeks, where exposure of these patients to metabolites
would presumably be much greater. X
Hepatlclnsufflc:ency.The effect of | hepatic insifficiency.én-fin-
asteride pharmacckinetics .has not .been studied. Caution
should be.used.in the administration of PROSCAR in thase
patlents with i function abnormalities, as finasteride is
meétabolized exterisively in the liver.
Drig Interactions {also see PRECAUTIONS, Drug interactionis)
No drug interactions of clinical importance have beén iden-
tified: Finasteride doés not appear to affect the cytochrome
P450:linked drug metabolism enzyme system. Compounds
that been -tested “in” mari *have included  antipyrine,
digoxin, propranolot; theophylline;-and warfarin, and no clini-
cally'meaningful intéractions were found.
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“WPRECAUTIONS: .- ny. o,
General

Prior to initiating therapy with PROSE) R;-appropriat

~uatiod should be petformed erconditions such

et
in those patients with liver function abnormalities, as finas-

“tefideis metabolized extensively i

"prost =
elevated PSA were mon | Studies
with serial PSAs and. prostate biopsies. In these studies,
PROSCAR did not appear)tc:alter the rate of prostate cancer
detection. Thé overall.ingidence. ofcfirostate cancer was not
significantly different in patients treated with PROSCAR or
placebo. .

PROSCAR causes a decrease in serum ‘PSA_levels by
approximately 50% in patients with BPH, eveninthepresence
of prostate cancer. This decrease is predictable overthe entire
range of PSA values, although it may vary: in individual
patients. Anatysis of PSA data from over 3000 Qatients in
PLESS: confirmed "that in ‘typical * patients “tredted with
PROSCAR for six months or more, PSAvalues shoiild be dou-
‘bled for coniparison with norifial range tréated men.
This adjustment preserves the ‘sensi ivity -and specificity- of
the' PSA assay and maintains its abi
cer.

Any sustained increases in PSA levels while 0n-PROSCAR
shoyld be carefully
-compliance to therapy with PROSCAR

‘Péicent frée PSA (fre€ to total PSA i not significantly
decreased by:PROSCAR. The ratio of fregto total PSAremains
constant even under the influence of PROSCAR; If-clinicians
electto use percent free PSA as an aid in the detection of pros-
tate can men undergoing finasteride therapy, ng.adjust-

S Neces:

shiou d- ot brokenPROSCAR
~tabletswherithiey.are pregnantormay potentially be:pregnant
+ because.of:therpossibility'of absorption. ofdinasteride and-the
- subsequentpotential risk-toitheimale fefus-{see CONTRAINDI-

CATIONS; WARNINGS, EXPOSURE OF WOMEN -=RISK-TO
MALE FETUS; PRECAUTION HQ P-

Physicians should instruct their gatierts'th Tead ths

a',ckagei{n_sert before. starting therapy with PROSCAR.and to
2d it.each time-the prescriptio € 50 that-they
aware of current information for: patiel

al s, regarding
PROSCAR. -

ycer-

ide$) or bone-ingral density: Increases of about:16% were

dbserved.in.lutei sti rrlulating
e

comitantly
tylsalitylic

eval- !

Fation 6f PROSCAR -

evaluated, including considerafj'_on of non-

: “calculations.were based onycalculated"AUC (0~
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Carcinogenesis; Mutagenesi:
No evidence of .a-tumoy

rats-receiving doses of
males and 320 mg/kg/da
péctive sySternic exp
served inman receiv-
mg/day>All.expésure

Ure in rats of 117 and 274 tif 4
ing therécommended human dose of

mals and mean AUC(0-24 hr) for man{0.4 ug:« hr/mL).
n-@19-month car;:_ino'genj_qity study.in €D-1 mice; a statisti-
cally significant (p<0.05) incréase in the incidenge: of testicular
Leydig cell adenomas was observed at a dose of. 250 mgfkg/
day {228 times'the ‘human:-exposure). In’ mic; a,dose of
25 mg/kg/day (23 times the human exposure; estimated).and
ifi rats at a dose of 240 mg/kg/day (39 times the human-expo-
sure) an increase in the incidence of Leydig cell hypérplasia
- wasobserved. A positive correlation between the proliferative
changesin the Leydig cells and an increase in serGrvLH levels
(2-3fold above control} has been demonstrated in both rodent
species treated with high dosés of finasteride. No drug-related
iLeydig cell changes were seen in either rats ér dogs treated
‘with finasteride for 1year at doses of 20, ing/kg/day and
45 mg/kg/day (30 and 350 times, respectivély, .the human
“exposure) or in mice tréated for 19'months at a dose of
kg/day {2.3 times the humanexposure; estimated). -

- “No evidence ‘of mutageénicity was observed i an’in vitro

ility to detect prostate'can-

_>Mous- administration:

bacterial mutagenesis assay, a mammaliap celt mutagénesis
assay, orinan in vitroalkaline elution a3say. In'an in vitro chro-
mosome aberration assay, using Chinese hamster ovary cells,

erewas aslightincrease in chromosome.aberrations. These
oncentratior ond; o . 4000-5000 -times the peak
n-a:total dose of 5.mg. In'aninvivo
J:assay. in.mice,.no- treatment-related
mosome aberration was.observed with-finas-

imun:tolerated:dose of 250 ma/kg/day {228
2an exposure) as determined.in the garginoge-

o T e .
ure male rabbits treated with finasteride-at

80 mg/kg/day {543: times -the human exposure} for up to

" 12 weeks, no effect on.fertility, sperm count, or ejacuiate vol-
ume was seen. In sexually mature male rats treated with
80 mg/kg/day-of finasteride(61 time&: the human exposure),
there were no significant effécts on fertility after 6 or 12 weeks
of treatment; however, when treatment was.continued for up
0 24 or 30 weeks, there was an apparént decrease in fertility,
fecundity and an associated significant decrease in the
weights of the seminal vesicles and prostate. All these effects

reversible within 6 weeks of discontinuation of treat-

fit.- No drug-retated*effect on testes of on mating perfor-

-mance- has been seen in rats or rabbits, This decrease in

fertility in finasteride-treated rats is secondary to its effect on

Aaccessory sex-organs {prostate and seminai vesicles) result-

ing.in failure to form-a seminal plug. The seminal plug is
essential for normal fertility in rats and is not relevant in man.

Pregnancy . i
Pregnancy Category X

See CONTRAINDICATIONS.

- PROSCARis not indicated for use in women.

. “Administration of finastéridé to pregnant rats at doses rang-
ing from 100 pg/kg/day- to 100 mg/kg/day {1-1000:times the
recommended human dose of 6 mg/day) resulted in dose-
depéndent development ‘of hypospadias in- 3.6 o' 100% of
male offspring. Pregnant rats produced-male offspring with
degreased prostatic and seminal vesicular weights, delayed
préputial separation and fransient nipple development when
given finasteride at >30 pgfkg/day {23/10 of the recommended
human dose of 5 mg/day) and.decreased anogenital distance

nasteride 3 id/k X

ale rats has been
defined tobe days 16-17 of gestation: The changes described
above are expected pharmacological effects of drugs belong-
ing to the class of Type Il Sa-reductasie inhibitors and are simi-
lar 1o those reported in male infants with a genetic deficiency
of Type 11 So-reductase, No abnormalities were.observed in
female offspring exposed-to any dose of finasteride in.utero.

No developmental abnormalities have been observed in

first filial generation (F1):- male or female offspring resulting
from mating finasteride-freateéd malerats (80 rg/kg/day; 61
tinies the human exposure) with untreated fermales. Adminis-
tration. of finasteride at 3 mg/kg/day (30 times the recom-
mended hurnan ‘dose-of 5. mg/day) during the tate gestation
and lactation period. resulted in srighﬂy‘dec_r‘eased fertility in
Fq male offspring.-No effects were-seen-in.female offspring.
NG’ eviderice ‘of mafformations ha$ béen. observed in rabbit
fetuses exposed to il astéride 7ri uterofrom.days 6-18 of ges-
tation at doses up to 100 mg/kg/day (1000 times the recom-

: mggded human dose of 5 mg/day}. Ho

. géhitalia would not’be ‘eXpected sifice

- -exposed during the critical period of ‘genital
ment. T ° B

The in utero effects of finasterid

re during the
were evaluated in
dayis 20-100), d@:speciés more
s-predictive of humandev elopmentthan rats or.rabbits. Intfave-
s finasterideto preghantmonkeys®
-doses.as high as 800°ng/day (st least 6010120 t
est estimated, exposire . of pregnant. fwome
from.semen-ofimentakings mg/day) resultediin fio-abndimal-
esin-male fétises. In cobfirination: of the relevance ofthe

AlDs
~quinoloneanti-infecti
cant adverse interactions.

:model fordiuma aldevelopment,‘oral admirfistia-
ionof.d.doseoffinasteridé. 2:mgfkg/dayr20-times therecom-
timended - human :dgsei 6f 5-mg/day:-or-approximatel 2
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million tirries the highe: ] X
from semen of men t akin .mg/day)1, regnant monkeys -
‘resulted in external genita abnoemalities in male fetuses. No

" other abriormalities were observed in male fetuses and no

"'fina'stéfide-,reléte’d abnormilities "wisfe ¢ s K11

: tetuses at ar - © e

1ing

Toon (1] elo
ghtand k'éep-corita'me‘rtig‘hilv closed: e
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Patient Information about
PROSCAR® (Prahs-car)

Generic name: finasteride
(fin-AS-tur-eyed)

PROSCAR'’ is for use by men only.

Please read this leaflet before you start tak-
ing PROSCAR. Also, read it each time you
renew your prescription, just in case any-
thing has changed. Remember, this leaflet
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
occursonly in men.

What is BPH?

BPH is an enlargement of the 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:

* aweak or interrupted urinary stream

+ a feeling that you cannot empty your
bladder completely

* afeeling 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 inability 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.

checkups, instead of medication or sur-
gery.

+ Medication. Your doctor may prescribe
PROSCAR for BPH. See “What PROSCAR
does” below.

- 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 of the 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 asudden inability to 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
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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® (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 aiso not handle crushed o1
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 in
ent during normal handling, pro
that the tablets are not broke
crushed.

If awoman who is pregnant comes intc
tactwith the active ingredient in PROSC(
doctor should be consulted.

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

How to take PROSCAR

Follow your doctor's advice about he
take PROSCAR. You must take it even
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 ¢
was prescribed only for you.

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

MERCK & CO.
West Point, PA 19486,
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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 Labo.ratories

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

e Physician Package Insert
e Patient Package Insert

Submission Date: February 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 will be issued for this FA
submission containing FPL.

Jeanine A. Best, M.S.N,, R.N.
Senior Regulatory Associate
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Regulatory Project Mafrager Labeling Review
Application Number: 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 Pendmg Supplement (dated August 26,
1999) showing original revisions incorporated into S-019 Package
Circular with addition of “free PSA” text from approved S-018.

Submission Dat_es: August 28, 1998 and August 26, 1999
Receipt Dates: August 31, 1998 and August 30, 1999

Background and Summary Description: Merck & Co, Inc. submrtted a Changes Being
Effected supplement on August 28, 1998, to correct a transcription error in the PRECAUTIONS
section, Carcinogenesis, Mutagenesis, 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 Open Extensions subsection. In addition, the sponsor
submitted a copy of the Printed Patient Information (PPI) which incorporated the additional post-
marketing experience adverse events. The sponsor was asked (August, 1999) to submit an
Amendment to a Pendmg Supplement so that the proposed labelmg reflect the approved text of -
Supplement 018.

Review:

The Package Circular submitted as an amendment to pending supplement S-019 (dated August
26, 1999) and the PPI submitted in S-019 (dated August 28, 1998) were compared to the most
recently approved Proscar labeling (S-018, August 2, 1999) For each section where changes
were made, the proposed wording is listed first and it is highlighted. If pertment 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-018 on August 2, 1999.

PRECAUTIONS, Carcinogenesis, Mutagenesis, Impairment of Fertility:

These concentrations correspond to 400-5000 time the peak plasma levels in man given a total

‘dose of 5 mg.
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These concentrations correspond to . 3-5000 time the peak plasma levels i in man given a total
dose of 5 mg.

Comments: The figure [ Jwas 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 III Studies and 5-Year Open Extensions:

The following additional adverse effects have been reported in post-marketing experience
-k ersens1t1v1ty reactions, including ;

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

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

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

Some men have reported allergi

Comments: Proposed label mcorporated additional adverse events reported in post-marketing
experience. :
\

Conclusion:

Proposed changes are acceptable.

Evel§n R. Farinas, R.Ph., MGA
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Concurrence:

%%’i % a3 f00

Terri Rumble, B.S.N.
Chief, Project Management Staff

W/( Yl wo sTe3(4?
Mark Hirsch, M.D.
Medical Officer

Daniel Shames, M.D. (
Team Leader

”Z/m /I/L, MD.
: er;ianne MandyM.D. .
Deputy Director

<[ 2.4/ D
Susan Allen, M.D., M.P.H.
Acting Director

Cc:
‘Original NDA 20-180

HFD-580

HFD-580: Allen/Mann/Hirsch/Shames/Rumble -

Drafted: erf/April 28, 2000
Final: erf/May 15, 2000
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"""h Food and Drug Administration
Rockville MD 20857

-/(" DEPARTMENT OF HEALTH & HUMAN SERVICES L ~ Public Health Service

NDA 20-180/S-019
SEP . 4 1998

Merck Researoh LaBoratories ’
Sumneytown Pike, P.O. Box 4 BLA-20
‘West Point, PA 19486

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

Dear Dr. Hyman:

We acknowledge receipt of your supplemental application for thé following:

Name of Drug: , | ' Proscar'Tabléts
NDA Number: | © 20-180
Sﬁpplement Number: - oL 8019 |

Date of Supplement: | | o August 28,1998 B
Date of Receipt: | | | | - August 31, 1998

Unless we find the apphcatlon not acceptable for ﬁhng, this apphcatlon 'will be filed under
Section 505(b)(1) of the Act on October 30, 1998 in accordance with 21 CFR 314. 101(a)

All communications concerning this NDA _shou_ld be addressed as follows:

‘Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Office of Drug Evaluation II

Attention: Document Control Room 17B-20

5600 Fishers Lane

Rockville, MD 20857

Lana L. Pauls, M.P.H.
- Chief, Project Management Staff
Division of Reproductive and Urologic .
~ Drug Products, HFD-580
Office of Drug Evaluation IT -
Center for Drug Evaluation and Research
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cc: . '

Original NDA 20-180/S-019
HFD-580/Div. Files

- HFD-580/CSO/R. Olmstead

SUPPLEMENT ACKNOWLEDGEMENT :

-~



