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Rockville, MD 20857

{( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service |
Atz - Food and Drug Administration

NDA 20-829/S-023, 20-830/S-026 and 21-409/S-005

Merck Research Laboratories
P.O. Box 2000, RY 33-720
Rahway NJ 07065-0900

Attention: William A Hanlon, Ph.D.
Associate Director, Regulatory Affairs

Dear Dr. Hanlon:

Please refer to your supplemental new drug applications dated April 2, 2003, received April 3, 2003,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Singular (montelukast
sodium) Tablets, Singulaire (montelukast sodium) Chewable Tablets, and Singulair (montelukast
sodium) Oral Granules.

These “Changes Being Effected” supplemental new drug applications provide for the addition of
paresthesia’hypoesthesia to the Post-Marketing subsection of the ADVERSE REACTIONS section of the
package insert and pin and needles/numbness to the "What are the possible side effects of SINGULAIR?
Section of the patient product information.

We completed our review of these supplemental new drug applications, they are approved, effective
on the date of this letter, for use as recommended in the final printed labeling (FPL) submitted on April
2, 2003.

We remind you that you must submit patent information on form FDA 3542, Patent Information
Submitted Upon and After Approval of an NDA or Supplement, within 30 days of the date of this letter
as required by 21 CFR 314.53(c)(2)(ii) and 314.53(d)(2) at the address provided by 21 CFR
314.53(d)(4). The form may be obtained at
http://www.fda.gov/opacom/morechoices/fdaforms/cder.html. To expedite review of this patent
declaration form, we request you submit an additional copy of the form to this/these application(s) and
to the Center for Drug Evaluation and Research "Orange Book" staff at

Food and Drug Administration
Office of Generic Drugs, HFD-610
Orange Book Staff

7500 Standish Place

Metro Park North IT

Rockville, MD 20855-2773

If you issue a letter communicating important information about this drug product (i.e., a “Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:



NDA 20-829/S-023, 20-830/S-026 and 21-409/S-005
Page 2

MEDWATCH, HFD-410
FDA

5600 Fishers Lane
Rockville, MD 20857

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 Akilah Green, Regulatory Project Manager, at (301) 827-5580.

Sincerely,

{See appended electronic signature page}

Badrul A. Chowdhury, M.D., Ph.D.

Division Director

Division of Pulmonary and Allergy Drug Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosure



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Badrul Chowdhury
10/2/03 05:31:57 PM
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€3 MERCK & €O, INC.
Whitehouse Station, N.J 08889, USA

SINGULAIR®

{MONTELUKAST SQDIUM)
TABLETS, CHEWABLE TABLETS, AND
ORAL GRANULES
DESCRIPTION

Montelukast sodium, the active ingredient in SINGULAIR®,
salactiva and orally activa leukotriena receptor antagonist that inhibits

tha cysteinyl lsukatriens CysLT, receptor.
So:_n_.__aﬂ sadium is deseribad ﬂ:n__._.a lly es :Imr [((1-[3-]2+(7-

SINGULAIR®
{Montelukast Sodium)
Tablats, Chewable Tablsts, and Oral Granules

S-mg chewabla tablst furmulations were administered In th
without regard ta the tims of food ingastion. The safaty of SINGI

f=.n chewable tablet end 4-mg oral granule formutations were adminis-
terad in the evening without ragard to tha tima of food inge: The
sefety and efficacy of SINGULAIR in patients with seasanal allergic
rhinits were demonstrated in ciinical trisls in which the 10-mg film-
caated tabletwas In the moming or 9 regerd
10 the time of foed ingestian.

The comparetive pharmacokineties of momeafukast whan administered
s two §-myg chewable tablets varsus one 10-mg film-coated tablst have
nat bean evaluated.

Distribution

Montelukast is more than 98% bound to plasma proteins. The steady-

stata volume of distribution of mantalukast avarag  Iitars, Studi

SINGULAIR*
{Montelukast Sodium)
Tablets, ChewablaTablats, and Ora! Granules

30-mg orel dose of warfarin on prothrombin time or the INA
emational Normalized Ratic),
the pharmacokinetic profile or urinary excratian of
munoreactive digoxin.
not change the plasma concentration profile of terfenadi
{a substrete of CYP 3A4) or fexafenading, its carbaxylated metaholite,
and did not proleng the QTc interval following co-agministration with
terfanadine 80 mg twice daily.
Montalukast at doses of 2100 mg daily dosed to pharmacokinetic
stoady state:
« did not significendy alter the
comgonent of
1 mg/ethinyl estradiol 35 meg,
 did nat n-__mn -=< clinically significant change in plasma profilas of
[ of aither oral

sma concentrations of either
e containing norethindrone

in ratswith mini
the bleod-brain barrier. In addition,

which induces hepatic matebali

material at 24 hours postdose were minimal in ol nz_.anﬂ__.w.
Metabolism

e. montelukast epproximately tollowing a single 10-mg dose of
mantelukast No dosage adjustment for SINGULAIR is recommended. Itis

- to amploy ical monitoring when potant
Phiet y metal In mna._un.n with e s P450 enzyme inducers, such a3 phenobarbital or rifampin,
undatectable at steady state in adults and pediatric patiants. ere with SINGULAIR.
In viro studies using human lver microsomas indicate thwt Pharmacodynamics

cytochromes P450 3A4 and 2C9 ere involved in the metabolism of
monteluksst. Clinical studies investigating the effect of known

alic & ium saft.
1 fermulais o&:&ﬂzz»aum and its molecular weight is
609,18, The structural farmula iss

Montelukest sadi a hygroscspic, optic
whita powder. Montelukast sodiumis freely solubla in s_:m:e.. .._nn_-._u_.

m-conted SINGULAIR tablet contains 104 mg
mantelukast sodium,

magnesium stearate, The film coating consists of

‘ P450 244 [o.q..

have not b d
Based on furthar i vit s in humen fiver mi

Montelukast causes inhibition aof elrwey cystelnyl lsukotriena
raceptars 83 demonstreted by the ability ta inhibit bronchocanstriction
due to inhaled LTD, in asthmatics. Doses as low as Smg cause
substantial blockage of LTD-induced bronchaconstriction. n a placebo-
controlled, crassavar study (n=12), SINGULAIR inhibited sarly- and lata-
phasi due ta antigen challenge by 75% and 57%,

plasme concentretions of monteluksst do nat

P450 3A4, 209, 1A2, 246, 2019, or 206 {see Drug Intaractions),
Etimination

Tha plasma clagrance of montelukast avereges 45 mi/min in haaky
adults. Following an oral dase of radiclabeied mantelukast, 85% of the
En.o.ni._i was recovered in 5-day face! callections and <0.2% was
recovare:

urine. Coupled with estimates of montelukast oral
efukast and fts matshalites are

{n several studies, the mean plasma half-life of mantelukast ranged
from 2.7 to 55 hours in healthy young adults. The pharmacokinetics of
montelukast are nearly linaar for oral doses up to 50mg. During once-
daily dasing with 10-mg mantelukast, there is life accumulation of the
parent drug in plasma [14%),
Special Populations

Gendar:The inetics of

are similar in malas and

mathylcefutose, hydroxypropyl callulose, titenium dioxide, red ferric
oxide, yellow ferric oxide, and camauba wax.

€ach d-mg and 5-mg chewabla SINGULAIR tablet contains 42 and
5.2 mg momtelukast sodium, respectively, which ara eguivalent to 4 and
5 mg of montelukast, respectively. Bath chewable tablets contain the
{ollowing inactive mannitol, cellulosa,

females.

_ Elderiy: The pharmacakinetic prafite and oral bioavaitability of a
alighty longer in the sidarly.
requirad,

hydroxypropyl callulass, red ferric oxide, croscarmeliose sodium, cherry
flavor, aspartame, and magnesium ytearate,
Each packet of SINGULAIR &-my o

granles contains 4.2 mg
4mgof The aral
qgranule formulation cantains the follewing inactive ingradisnts: mannitol,
Irydroxypropyl cellulose, and magnesium stesrate,
CLINICAL PHARMACOLOGY
Medhanism of Action

The cysteinyl leukarrienes (LTC. LTDy LTE( are products of
arachidonic acid matabolism end ere released from verious ¢
including mast cells and easinophils, These eicasanoids bind ta cystainyl
faukotriene {CysLT) recaptors. The CysLT type-1 {CysL plor is found
in tha humen sirway {including airway smooth muscle cells end airwey
magrophages) and on ather pro-inflammetary cells {including eosinaphils
ve been correlaled with the
itis. In asthma, leukotrigna-

ed from the nasal mucosa after -=2¢u=
exposure during both early- -phasa reactions and ara associated
with symptoms af allergic rhinftia. Intranasal challenge with CysLTs has
been shown to increase nasal airway resistance and symptoms of nasal
abstruction. SINGULAIR has nat been assessad in intranasal chatlenge
studies. Tha clinical rolavance of intranasa! challange studies is
unknowa,

Montelukast is an orally active compound that binds with high affinity
and salactivity to the CyslT; raceptar preference to othar
pharmacologically impartant airway receptors, such as the prostancid,
cholinergic, or f-adrenergic raceptor}. Montelukast inhibits physiologic
actions of LTD, at tha CysLT) receptor without any agonist ectivity.
Pharmacokinetics
Absorption

Montalukast is r1 jowing ol
administration of the 10-mg film-coated tablet

eak montelukast pl
ﬁ Trnaal. The meen oraf bi
Come 8ra not influenced by 8 standard meal in the moeming.

For the 5-mg chewable tablet, the meen Crg is achieved in 2 to
2.5 hours after administration to adults in the fasted state. The mean aral
73% in tha fasted state versus 63% whan administered

ic patiants 2 to Syears of age in the lestad state.
Tha 4-mg orat granule formulation ia bitequivalent to tha 4-mg
let when administered to adukts in the fasted state. :5
fthe aral granule with
t effect on pharmacokinetics .__
montelukast. A high fat meal in the marming did not affect the AUC of
mantalukast oral granules, howavar, the meal decreased Cong by 35%
and prolongad T, from 2.3 + 1,0 hours to 6.4 + 2.9 hours.

The safety and efficacy of SINGULAIR in patients with asthma were
s in which the 10-mg film-castad tablet and

7 Raqletermd radamark of MERCK 8 CO. nc
RIGHT 1D MERCK & CO., Inc., 1938, 2001, 2002
AR vighis roearens

due to race heve not heen studied.
Patients with

of montelukast resulting in 41% {30%
higher mean montelukest ares under the plasma concenvation curve

slightly prolanged compared with thatin healthy subjects (mean h:
7.4 hours). No dosage adjustment is required in patients with
magerate hepstic insufficiancy. The pharmacokinetics of SINGULAIR i
patiants with more severa hapatic impairment or with hepetitis have not
been eveluated. |

Renal Since and its 8re not
excreted in tha uing, the pharmacokinetics of montelukast wara not
evaluated in patients with renal insufficiency. No dossge adjustment is
recommended in these patignts.

Adolescents and Padiatric Patients: Pharmacokinetic

tric patients 8 to 14 years of age, and the 10-mg film-coated tablets
in young adults and adolescents 215 years of age.
The plasma concentratien profile of montelukast following

respactivaly,
The effect of m_znc_b_m on egsinopl

in the peripheral blood was
sthma aged 2 years and older
who -nn-zmn m_zn:;_x a decrease in mean peripheral bload
wosinophil counts :3_:4 from 8% to 15% was noted, compared with
placebo, ovar the doubla-blind treatment perieds. In patients with
s aged 15 yesrs end older who recaivad
SINGULAIR, & mean increase of 0.2% in peripheral blogd eosinophil
counts was noted, compared with 8 mean increase of 125% in placebo-
treated patiants, over the double-blind treatmant periods; this reflacts a
mean difference of 12.3% in favor of SINGULAIR. Tha relationship
these absarvations end the al benefits of montelukest
I3 not known {see CLINICAL PHARMACOLOGY,

Clinical Studies ~ Asthma and Seasonal Allergic Rhinitis
GENERAL
There have been no clinical trials in asthmatics ta evaluste the relative
efficacy of marning versus evening dosing. The pharmacokinetics of
montelukast ara similar whether dosed i the moming or evening.
Efficacy has baen demanstrated for asthma when morte
administered in the evening without ragerd to tima of food ingastion.
Efficecy wes demonstrated for seasanal el
montelukast wes administered in the marning or the evening without
regard to time of foed ingestion.
Clinical Studies — Asthms
ADULTS ANDADOLESCENTS 1SYEARS OF AGE AND OLDER
Clinical trials in adults and adolescants 15 years of age and older
demanstrated there ia no additional clinical benefit to montelukast doses

using doses up to 200, n once daily and in one exarcise challenge study
9 g_.nuﬁ up to 50my, evaluated at the end of the once-daily dosing
terval

The efficacy of SINGULAIR for the chronic tregtment of esthma in
and adolescamts 15 years of age and older was demanstrated in
ind similarty dasigned, 12-week,
, placebo-contrafled trials in 1578 patients {795 treated with
SINGULAIR, 530 trested with placebo, and 251 reated with eclive
contral), The patiants studied were and modarate, non-smoking
asthmetics who required approximately § puffs of inhaled -agonist per
day on an “as-needed" basis. The patients had a mean baseline percent
of predicted forced axpiratory valuma in 1 sscond {FEV)) of 66%
{approximate rangs, 40 to 90%). The co-primary endpoints in thasa uials

215 years of age and young adults. The 10-mg
recommended for uss in patiants 215 years of age.

The mean systemic exposure of tha 4-mg chewable tablet in p
patiants 2 to 5 years of age and the 5-mg chewable tablats in pediatric
petiants 6 ta 14 years of age is similar to the mean systemic exgosure of
the 10-mg film-coated tablet in adutts. The S-myg chewable tablet should
be used in pediatric patients € 10 14 years of age and the 4-mg chewable
tehilan should ba usad in pedistric petients 2 to S ysers of age,

In children & to 11 months of age, the systemic OXPOSUr
and the variebility of plasma montelukast concentrations were higher
than those observed in adults. Based on populetion anslyses, the mesn
AUC {4286 ngehr/m. [ranga 1200 to 7153]) was 60% higher and the mean
Crmau {687 ng/mL {ranga 201 ta 1058]} was 83% higher than those ohsarved

Z3 months of age was less variable, but was still higher than that
observed in adults. The maan AUC (3574 ng=hr/mL [ranga 2223 1o 5408))
was 33% higher and the maan Cmes (552 ng/mL [range 256 to 814]} was
0% higher than those observed in aduhe. Safety and tolarability of

In a single-g
51023 momths of age ware similar to that of patients wo:
(see ADVERSE REACTIONS). The 4-mg aral granule fo
used for pediatric 23 months of age. Since the 4-mg oral
granula farmuletion is bioequivelent to the 4.mg chewablg tablst, it can
also be used as an altemative formulation to the 4-mg chewable tabletin
pediatric patients 210 5years of aga.
Drug Interactions
Mantelukest &t a dose of 10mg once daily dosed to pharmecakinatic
steady state:
id not n.=-nn hi :.n-__z significant changes in the ::.nn- of a zingle
ose of
P50 1A2 substrate),
« did ot change the phermacokinetic profile of warfarin (primarily &
substrate of CYP 2C9, 34 end 1A2) ar influence the effact of a singla

wara FEV, and daytime asthma symptoms. Sscandary andpoints included
moming and evening peck expiratary flow rates (AM PEFR. PM PEFR),

additional 3 waeks af double-blind treatment ta eveluate for pos:

rebound offects, The resutts of the U.S, triel on the primary endpaint,

MmM_u..mm:_;:& as megn percent change from basefine, are shown in
1

‘The effact of SINGULAIR an ather primary and secondary endgoints is
shown in TABLE 1 as combined analyses of the U.S. and Mukination:
trials.

In adult patents, SINGULAIR reduced “as-nesded” B-agonist use by
28.1% from baseling compared with 4.6% for placebo. In patients with
nocturnal awekenings of et least 2 nights per week, SINGULAIR reduced
the noctumal awakenings by 34% from baseline, cempared with 15% for
placaba {combined analysis),

SINGULAIR, compared with placebo, significantly improved other
P l-di lated outcome [see TABLE 2).

In one of thesa tials, a non-L).5. formulation of johaled beclometha-
at 9 uffs of 100 meg
daily with 8 spacer device was included as an active control, Over the
12-weok traatment pariod, the mean percentage change in FEV, over
baeline for SINGULAIR and b

_2_.___ any given
sorcantaga changs in FEV, from baseling are shown in FIGURE 3.
Onset of Action and Maintenance of Benafits

in sach placebo-contrallad wial in sdults, the weatment effect of
d parameters, including symptom
use, and PEFR measurements, was
nd was maintained throughout the dosing
interval {24 hours). No significant change in treatment effact was

SINGULAIR®
(MONTELUKAST SODIUM)
Tablets, Chewable Tablets, and Oral Granules

Circular Number 9068818

SINGULAIR®
{MONTELUKAST SODIUM)
Tablets, Chewable Tablets, and Oral

9088816

SINGULAIR®

(Montalukast Sadium}

Tablats, Chewable Tablets, and Qral Granules

FIGURE 1
FEV, Mean Percent Change from Baseline
{U.S. Trial)

—o— P —— SNGULAR

TABLE 1
Effect of SINGULAIR an Primary and Secondary Endpoints
in Placebo-contralled

(Comblned Analyses - U.S. and

SINGULAIR®
(Maontelukast Sodium)
Tablets, Chewable Tablets, and Oral Granulas

observed during continuaus ence-daily evening sdministration in non-
placebo-controled extansion trials for up 1o ona year, Withdrawal of
SINGULAIR in asthmatic patients after 12 waeks of continuous use did
not cause rehound worsening of asthma.

FPEDIATRIC PATIENTS 6TO 14YEARS OF AGE

The efficacy of SINGULAIR in pediatric patients 6 to 14 yeers of age
as demonstrated in one 8-week, double-blind, platebo-tontrolled tal
335 petients {20} treated with SINGULAIR end 135 trested with
ebo) using en inheled B-agonist on an “as-needed” basis. The
w.-_nza had a meen baseline percent pradicted FEV: of 72%

(approximata range, 45 to 90%) and a mean daily inhaled p-agonist
requirament of 3.4 puffs of albutarol, Approximately 3% of tha patiants
ware on inhaled corticostaroids.

Compared with placebo, treatment with. ane §-mg SINGULAIR
chewable tablet daily, resulted in e significant impravament in mean
morning FEV, percent change from baselins (8.7% in the group treated
with SINGULAIR vs 4.2% change from haseline in the placsbo group,
p<0.001). Thers was a significant decrease in the mean percentage
chan daily “as-needed” inhelad B-aganist use (11.7% decrease from
up treated with SINGULAIA vs 82% increase from
bo group, p<0.05), This effect represents a mean
decrease from baseling of 0.56 and 0.23 puffs per day far tha montglukast
and placebo groups, raspectively. Subgraup anelyses indicated that
youngar pediatric patiants aged 6 to 11 had efficacy results comparable
to thase of the older pedietric patiants aged 12 10 14.

SINGULAIR, ona 5-mg chowable tablot daily at bedtime, significanty
decreasad the percent of days asthma exacerbations occurcad
{SINGULAIR 20.8% vs placabo 25.7%, p<0.05]. {See TABLE 2 for definition
of asthma exacerbation.) Parents’ global asthma evaluations {perental

3 of the petients’ asthma, sao TABLE 2 for definition of scarg}

_| SINGULAIR
Endpoint

Baselina| Mean |Basaling

Circular Numbar 9088816
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Oaytime Asthma Symploms | 243 | 0.45° | 245 | 022 |
{0 t0 8 scala)
Pragonist lpuffs par day) 538 | 156° | 555 | 041
AM PEFR (Uimin) 3613 | 245° | a8 | aa
M PEFA {Limin} 3852 | 179 | ®9a | 20
‘Nocturnal Awakenings 537 | -leas | 544 | 479
{pivaok)
* p<0.001, compared with placebo

TABLE 2

Effact of SINGULAIR on Asthma-Related
Qutcome Mezsurements
(Cambined Analyses - U.S. and Multinational

Asthma Attack® {% of petlents}

ignificant change in the weatment
effect was observed during continuous once-deily administration in ona
open-label extension trial withaut a concurrent placebo graup for up to
6 months.
PEDIATRIC PATIENTS 2TO §YEARS OF AGE
of SINGULAIR for the chronic treatment of esthma in
8 12-week, placebo-
, salety and tolecability study in 689 nts, 461 of whom were
treated with SINGULAIR. While the primary tive was to determine
the safety and tolerability of SINGULAIR in thi :n group, the study
included exploratary aefficacy evaluai
ovamight asthme symptom scoras,

pharmacokinetics and
ents, support the overall
conclusion that SINGULAIR is efficacious in the 5-.32_2_3 treatment
of asthma in petients 2 to 5 years of age.
EFFECTS [N PATIENTS ON CONCOMITANT INHALED
CQATICOSTEROIDS

Saparate trials in aduhts evaluated the al
the | effact af inhaled certicoste
i Eun._z_ S.i: used concomitan|

of SINGULAIA to add to
s and to allow inhaled

Oral Conticonarold Rascue (% al patients)

One lled, p: -graup triel (n=226)

Diseontinuation Due to Asthma {% of patients)

Asthma Exacsrbations** {% of days}
Asthma Control Days*** (% of dsys)

enrolled stable asthmatic adults with 3 mezn FEV, of approximately 84%
of predicted whe were previously maintained on various inhaled
rticosteraids {delivered by metarad-dose aerosal or dry powder
inhalers). The types of inhalad carticasteraids and thair mean baselina

Physiclans’ Global Evaluation {scora}*

Patients’ Global Evaluation {scorel**

! p<0.001, compared with placebo
? p<0.01, compared with placebo

*Asthma Attack defined as utillzation of health-care resourcas such
scheduled visit to a doctor's offlce, emergency room,
or trestment with oral, intravanous, or intramuscul
oroid,

*+Asthma Exacarbation defined by specific clinically important
decresses In PEFH, Increase in [-sgonlst use, increases In day or
nightime symptoms, or the occurrence of an asthma attack.

444An Asthme Control Day defined as 8 day without any of the
following: nocturnal awakening, uss of more than 2 pulfs of
B-egonist. or an asthma attack.

1 yaictans: avalustion of the patients ssthma, tanging from 0 to
& {*very much belter” through "very much worae".

included {maean doss,

. 1203 mcg/day). tamcinglone acetonide (meen dose, 2000 meg/day),

flunisolide {mean dese, 1971 mcg/day), fluticasane propionate (mean
dose, 1083 meg/day), ar budasonide {mean dose, 1192 mcg/dey). Seme of
these inhalad conticostaroids wera non-1.S.-approved formulations, and
doses expressed may not ba ex-actualor. Tha pre-study inhaled
were reducad by 31% during

8 - ta 7-week placebo run-in geriad designed ta titrate patients toward
their lowest effective inhaled corticosteroid dose. Treatment with
SINGULAIA resutted in a further 47% reduction in mean inhalsd
corticosteroid dose compared with 8 meen reduction of 30% in the
placebo graup over the 12-week active treaunsnt peried {p<0.05).
40% of the d patients and 29% of the
placebo-ireated patients could be tapered off inhaled corticostercids and
remainad off inhalad corticosteroids at the conclusion of the study
(9=NS). It is not knawn whether the results of this study ¢an ba
genaralized ta asthmatics who require higher doses of inhaled

#Perlents’ avalustion of asthma, ranging from 0 10 6 {*very much
batter” through “very much worse”, respoctively).

of systemic
In anather randomized, placebe-controlled, parallel-group wial n=542}
in & similer populatian of aduht patiems previausly maintained, but nat

FIGURE 2 FIGURE 3
eV,
Mezn Percent Change Fra Distibution of Individual Patiant Aesponse
(Muttinetional Tri (Multingtionel Triat)
E
0 Beckmatusons
= B SINGULAR

Mean Percent Change from Basslina

Percenl of Patianls
®

W 00 Ol 10k e Wo Lo 250
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FEV Percent Change from Basefing



SINGULAIR®
{Montelukast Sodium)
Tablets, Chewable Tablets, and Oral Granules

adsquetely controllad, on inhaled corticesteroids {beclomethasone
336 mcg/day), the addition of SINGULAIR to resuked in

90888168
SINGULAIR®

{Montelukast Sodium}

Tablets, ChewableTablets, and Oral Granulea
While the dose of inheled corticosteroid may be reduced gradually

statistically au.__?..-._. _aeguanah in FEV, compared with those
alane or thase patients

under SINGULAIR should ot be abruptly substituted
for Inhalad or orel corticasteraida.
SINGULAIR u=n=_n nat ba u: ed a3 monotherapy for the treatment and

trom

ne over the last 10weeks of the 16-week,

ded treatment

beclomethasong had statistically significantly better esthma control than
thote patients randamized to SINGULAIR alone or placebo alane as
indicatad by FEVy, daytime ssthms symptoms, PEFR, nocturml

ity, nearly
all of whom ware receiving concamitant inheled andfor aral cortico-
steroids, & 4-+wack, randomized, parellel-group {n=80) demonstrated
thet SINGULAIR, compared with ebo, resulted in significant

Patients who
exacarbations 2 asthma after exercise should continue to use th

aspitin or non-steraidal -:u..==.=_=_.=.-<
SINGULAIR. Afthough SINGULAIR is effactve in impr
..532_ in asthmatics with documented sspirin sensitivity, it ....  not

non-steroidal_anti-inflammatery drugs in -au_zz.anau_nﬁ asthmatic
n-m-:ﬁ -u-n n_._z_g_. 1z>=§>nc_.om<. Clinical Studies),

-sensitive patiants was

absarved in the gansral papufation of asthmatic patients
effect of SINGULAIR on the bronchocanstrictar rasponse to aspirin or other
non-steraidal anti-inflammatory drugs in aspirin-sensitive asthmatic
patients hes not baen evaluated {sas PRECAUTIONS, Genersi).
EFFECTS ON EXERCISE-INDUCED BRONCHOCONSTRICTION
{ADULTS AND PEDIATRIC PATIENTS)

reduction inmean _=E_==_un-nn=:___ in FEV, and mean tima to .nnina
to within 5% of the p FEVy. Exercise

at the end of the dosing interval {i.e., 20 to 28 hours aftor the precading
doss), This sffect wes maimeined throughout the (2-+waek trestmant
tolerance did not occur. SINGULAIR did not,

& saparate crassovar uz% in
adults, a similar gHect wes ohsarved after two once-daily 10-mg doses of
SINGULAIR.

In pediatric petiants 6 t 14 yaars of age, using the S-mg chewable
tablet, e 2-dey crossover study demonstrated effects similar to those
adults when exercise challenge was conducred at the end of
the dosing interval (i.e,, 20 to 24 haurs afiar tha precading dosel.

SINGULAIR m__o___._ nat be ._mmn s manatherapy for the treatment and
. Patients who have

regimen of _=_==na p-agonists as n3u=<_e=m ang have avi
rescua a short-acting inhaled p-agonist {see PRECAUTIONS, Gereral and
lnformation for Patients),

Clinical Studies — Ssasonal Allergic Rhinitis

dy designed, randomized,
roup, u_.ns? and active-controlled ._nzse._s
Narth America. The § trials enrolled a total of
5029 patients, of whom 1799 were treated with SINGULAIR tablets.
Patiants were 15 to 82 years of age with a history of seasol
rhinitis, & positiva skin test to at least ong

jaytime nasal symptoms score
congestion, rhinorrhes, nasel itching,
assassed by patients an & 0-3 categorical scale.

Four of the five Uials showad & significant reduction in A-EE- nasal
fymptoms scares with SINGULAIR 10mg

sneazing) as

In rare cases, v::_..ﬂ with asthma on therapy with SINGULAIR
present with systes

but not always, hava bean associated with the
reduction of oral corticostercid therapy. Physicians should be slert to
vasculitic rash, worsening pulmenary symptoms, cardiec
s, and/or neyrgpathy presenting in their patients. A causal
jon between SINGULAIR and thesa undarlying conditions hes not
been established {see ADVERSE AEACTIONS).
information for Patiants
+ Patients should be advised to 1ake SINGULAIR daily as prascribad,
even when they are asymptomatic, 8s well as during pericds of
worsening esthma, and 10 contact their physicians it their esthma is
notwell controlled.
FPatients should be advised that oral SINGULAIR is nat for the
treatment of acute astima attacks. They sh have appropriaie
short-acting inhalad f-agonist medication available to wreat asthma
exacetbations. -
+ Patients should be advised that, wt ing SINGULAIR, med
attentian should be soughtif short-acting inhaled bronchedilatars are
needed more often than usuel, or if more than the maximum number
of inhalations of short-acting bronchadilator treatment prascribed for
a 28-hour periad are needed.
1.__25 racaiving SINGULAIR should ba instructed not to decreasa

instructed by a physician.
Patients who have exacerbatians of asthma after exercise should be

instructad to continue to use their usul imen of inhel
@-agonists s prophylexis unloss otharwise instructed by their
physician. All patignty ileble for rescue a sh

—-Enu SINGULAIR.

Chewabla Tablets

= Phenyiketonurics: Phenylketonuric patiamts should be informed that

the 4-mg and 5-mp chewable tablets contein phenylalanine
{a companent of aspartame), 0,674 and 0.842mg per 4-mg and 5-mg
chewable tablel, respectively.

Drug Interactions

. SINGULAIR has been edministerad with sther therapies rautinely used

dose of montelukast did nat have clinically important
effacty on the pharmacckinstics of the following drugs: theophylline,

The efficacy rasults of one trial are shown balow; the ramaining
three trials that demanstrated efficacy showed similar results. The mean
changes from baseline in daytime nasal symptoms score in the treamment
groups that recaived SINGULAIR tablets, Ioretadine and placabo are
shown in TABLE 3.

TABLE 3
Effects of SINGULAIR on Daytime Nasal Scare®

orel 1mg/
ethinyl estradiol 35 meg), terfenadine, digoxin, and warfarin.

Although additienal specific interaction studies ware not parformead,
SINGULAIR was used concomitently with & wide range of cammonly
prescribad drugs in clinicel studies without evidence of clinical adverse
interections. These medications includad thyraid hormanes, sedstive
hypnotics. idal agents, and
%2:2&-:5

in a Placebe- and Active-contralied Trial in Patients with
Seasanal Allergic Rhinitis

which i i ism, dacreased the AUC
_.. montalukast approximately 40% following 8

monitoring when potent
cytochrome P450 enzyme inducers, such as phenabarbitel or rifampin,
ara no.nni._mn-;n with m_zmc_.>_m.

of Fertility

nce of tumarigenicity wes seen in either & 2-year
carcinogenicity study in Sprague-Dawley rats at oral

Baseline nﬂ_n-: Eﬂnazon wa-imo:
ange reatmant an
Treament Group (N) | Mean "} “(CR | prcato (G5 Ci
Baselins | Least-Squeras Mean
SINGULAIR 10 my 013"
Bea) 0| 200 | 038 | 1557008
Placsbo
1351) 2,10 0.26 NA,
Active Control' 024
__.oi_-.nm_muvs mg} 206 046 {0.31,-0.17)
* Average of individual scores of nasal congestian, rhinarrhes, nasal

hehing, sneez] e3ed by patients an  0-3 categorical scale.

1 The study was nat designed for statisticel comparison between
SINGULAIA and the active contral {loratadine),

¢ Statistlcally different fram placebo (ps0.001).
INDICATIONS AND USAGE

SINGULAIR
asthma in a

s and pedistric patients 12 months of age and older.

SINGULAIR is Indiceted for the relisf of symptoms of seasan:

argic
rhinitis in adults and pediatric patients 2 years of age and cldar,

icated for the prophylaxis and chronic treatmant of

stimated exposura was approximately 30 Umes the aren
E_nn:._- plasma concentration versus time curve (AUC) for adults and

n- inogenicity study in mice at oral gavage doses up ta 100 my/kg/day
{estmated expasure was approximately 30 times tha AUC for adulis and
childran at the meximum racommanded daily oral dose).

Montejukast demonstrated ng evidance of a_.snn___n n_. clastogenic

hepalocytes, the chromosamal aberration assay
in the i vive mause hone mamow chramosamal

in lemale rats, montelukam produced reductions In
fertility and fecundity indices at an orsl dose of 200 mp/kg (estimated
exposure was approximately 70 imes the AUC for edults at the maximum
recommended daily oral dose). No affects on famala fartility or fecundity
were observed at an oral dose of 100 mg/kg (estimated exposure was
approximately 20 times tha AUC for adults at the maximum recommendad
daily oral dosa}, Montalukast had no stfects on ferti male raty at oral

‘CONTRAINDICATIONS dosas up to BOO mg/kg {estimated exposure was approximately 160 times
Hypersensitivity o any companant af this product. the AUC for adults &t the maximum recommended daily oral dose).
PRECAUTIONS Pragnancy, Teratogenic Effects
Pregnancy Category 8:
No _-::_.n..__ni was observed in rats at orel doses up 1o
approximately AUC

exscerbations of n.nc_.._.

for adults ot the maximum recammended & lose} and in rabbits at
oral dosas up to 300 mg/kg/day {estimatad exposura was approximately
110 times the AUC for adults at the meximum recommended daily cral

SINGULAIR®
{Montelukast Sadium)
Tablets, ChewableTablets, and Oraf Granules

dose). Mortelukast crussas tha placenta following oral dosing in rats and
rabhits, There are, however, no adequata and well-
pregnant women. 8acause animal reproduction studies ara not alwsys
predictive of human response, SINGULAIR should be used during
pragnancy only if clearly needed.
orck & Co,, Inc. maintalns & regisity to monitwr the pragnancy

outcames of women exposad to SINGULAIR while pregnant. Heslthcara
are encouraged ta report amy prenatal exposura to SINGULAIR
ing the Pregnancy Registry at (200) 986-8999,
Nursing Mothers

Studi is excreted inmili, ftfa not
known if montelukast is excreted in human milk. Bacausa many drugs sre
excreted in human milk, caution should be exercised when SINGULAIR i
qgiven to a nursing mother.
Pediatric Usa
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SINGULAIR®

(Montalukast Sodlum)

Tablets, Chewable Tablets, and Oral Granules

The __.J_.!:.d of less common adverse events was comparable
betwsen SINGULAIR and placeba.

Cumulativaly, 569 patients ware traated with SINGULAI
6 months, 480 far one yaar, and 49 for two years in ¢l

SINGULAIRY
{Montelukast Sodium)
Teblets, Chewable Tablets, and Oral Granules

tyic patients. There were ng adverse experiencas raportad il
majerity of everdo: raports. The most frequent advarse ex;
observed were thirst, somnolence, mydnesis, hyperkinesi
abdeminal pain,

pralonged treatment, the advarse d profile did not ltis not i is removad by peritoneal dialysis
change. E.__-sa_.#u_u.
Pediatric Patients 6 to 14 Years of Age with Asthma DOSAGE AND ADMINISTRATION

SINGULAIR has been evalusted for sefety in 321 pediatric pi General Information

6 10 14 years of age, Cumulatively, 169 pediatric patients were trested
with SINGULAIR for at feast 6 manths, and 121 for one year of longer in
clinical trials. The safety profile of SINGULA

blind, pediatric efficacy triel was generaly si to the adult safety
In pediatric pationts 610 14 yaars of age raceiving SINGULAIR, the
ng events occurred with quancy 22% and more frequenty
then in pediatric patients who received placebo, regardiess of causality

Selaty and efficacy of SINGULAIR heve boan in adequate
padiatric i t0 14yasrs
of age. Sefety and efficacy profilas in this age group ere similer to those
seen in adults, (See Qlinical Studies and ADVERSE REACTIONS.)
The efficacy of SINGULAIR for the trestment of seasonal allargic
rhinitis in padiatric patients 2 to 14 years of age is supported by
extrapalation from the demonstrated efficacy in patients 15 years of aga
and older with seasonal alergic rhinitis es well s the assumption that
the disesse course, pathophysiology end the drug's affect are
substantially similar among thess populations.

The safety of SINGULAIR 4-mg chewabla tablets in pediatric patients
2to Syears of ago with asthma has been demonstrated by edaquate and
well-controlied data (sea ADVERSE REACTIONS). Efficacy of SINGULAIR
in this age a__u extrapoleted from the damonstrated efficacy ir
nd older with asthma and is based on similar
tic. n.i. aswell asthe assumption thet
pathophysiology and the drug's effact are substantinlly similar among
these populations. Efficacy in this age qroup a supported by

influenza, fever, sinusitis, nauses, diarthea,
dyspepsia, ofitis, viral infection, and Izryngitis. The fraquency of less
common advarse evants was comparablo betwaen SINGULAIA and
u_.n-wo With prolenged treetment, the adverse experiance profile did
not significantly change.
Pediatric Patignts 2 to 5Years of Age with Asthma
SINGULAIR has been evalueted for safety in 573 pedistric patients
2 to S years of sg ingle end multiple dose studies. Cumulatively,
426 pediatric patients 2 to 5 years of age were treated with SINGULAIR
far 8t lgast 3 months, 230 for 6 months ar longer, and 63 patients for one
year or longar in | trials. SINGULAIR 4 mg administered ance dally
wall tolerated in cli als, In pedistric
patients 2 10 5 years of age receiving SINGULAIR, the following events
occurred with a frequency >2% and mare frequently than in pediatric
patients who racaived eho, regardless of causality assessment:
ough, abdominal pain, diarhea, headachs, rhinorthea, sinusitis,
influenze, resh, ear pain, gastroante eczeme, urticaris,
darmatitis. and

afficacy from a large, flad safaty uE%
conducted in patients 2 to 5 years of aga.

The safaty of SINGULAIR 4-mg oral granules in pediatric patiants 120
23 months of age with asthma has been demonstratel

172 pediaf

G-wosk, double-blind, placebo-cantrolled study |

AEACTIONS), Etficacy of SINGULAIR in this ege group is extrapolated

from the demonstrated effics its § years of age and older with
n systemic exposure {AUC), and that tha

disease course, pathophy: gy and the drug's effect are

Pediatric Patients 12 ta 23 Months of Age with Asthma
SINGULAIR has baan evsluated for safety in 124 padiatric patients 12to
23 months of age. The salety prafile of SINGULAI]

similar among thasa papulations, supported by efficacy data from a
safety trial in which efficacy was an exploratory assassmant

* The safety of SINGULAIR 4-mg and 5-mg chew blets in pediatric
patients aged 2 to 14 yaars with seasonal allergic rhinits is supported by
data from studies conducted in pediatric patients aged 2 to 14 years with
asthma. A safety stu pediatric patients 2 to 14 years af age with
saasenal ellergic rhi demonstrated a lar safety profile (see
ADVERSE REACTION!

The safety and effectiveness in pediatric patients below the age of
12 months have not been established. Long-term trials evaluating the
effect of chronic administration of SINGULAIR on linear growth in
pedistric patients have not been cenducted,

Geriatric Use .

01 the tatal numbsr of subjects in clinical swdies of montalukast, 35%
were 65 years of age and aver and 0.4% wera 75 years of age and over.
No avaral! ditfarances in sefety or eHectivaness were abservad betwet
these subjects end younger subjects, and other reporned
exparience has not identihed differences in respanses between the
elderly and younger patients, but greater sansitivity of some oldar
individuels cannot be ruled out
ADVERSE REACTIONS
Aduits and Adolescents 15 Years of Age and Older with
Asthma

SINGULAIR has been evaluated for safety in nnn-n::_..nz
2600 aduk end adolescent patients 15 years of age and older in
s. in placebo-controlled ¢l the following -EE-S
iences reported wi in greater than ar equal
10 1% of patients and at en incidence greater than that in patients treeted
with placebo, regardless of causality assessment:

Adverse Experiencas Occurring in 21% of Patients

with an [ncidence Greater than that in Patients Traated

with Placebo, Regardiess of Causality Assessment

SINGULAIR Placebo
10 mg/day
(%} (%)
. (n=1355) {n=1180)
Body As A Whols
Astheniafatigue 18 1.2
Faver 15 0.9
Pain, abdarminal 29 25
Trauma 10 08
Digastiva System Disorders
Dyspapsia 21 11
Gastraenteritis, infectious 15 05
Pain, dantal 17 10
Narvous System/Psychiatric
Dizziness 19 14
Headachs 184 8.1
Respiratory System Oisorders
Congestian, nasal 16 13
Cough 27 24
influenza 42 39
Skin/Skin Appendages Disorder
Rash 16 12
Laborstory Adverse Experiences*
ALY increased 21 20
AST increased 16 1.2
Pyuria 10 8.9

* Number of patianta tested {SINGULAIR and placabo, reapectivelyl:
ALT and AST, 1935, 1170; pyuria, 1924, 1159.

pharyngitis, tonsilfitis, nu_.o._. and rhi
adverse events was comparable bowesn
Adults and Adolescents 15 Years of Age and Ofder with
Seasonsl Allargic Rhinitis

SINGULAIA has been evaluated for safaty in 2199 adult and edolescemt

placebo, regardless of causality assessment upper raspiratary infection,
1.9% af patients receiving SINGULAIR vs. 1.5% of patients receiving
placebo. In a 4-week, placaba-contralled clinicel study, the safety profile
wa cansistent with that bserved in 2-week studies, The incidence of
somnalence was similar ta that of glacebo in all studies.

vw_q.n:.n Patients 2 to 14 Years of Age with Seasonal Allergic
Rhinitis

SINGULAIR has been evaluated in 80 pod
of age

ic u.un_.:u 210 14 yeers

-group, safery study. SINGULAIR administered anc

is study, the lollowing events occurrad with a fraquency
22% and at an incidance graater than placeba, regerdless of causslity
assessmant haadache, otitis medis, pharyngitis, end upper raspiratory
infection,
Post-Marketing Experience

The tollowing additional adversa ress s have been reparted in past-
merketing use: hypersensitivity reactions (including anaphylexis,
edema, pruritus, urticaria, and very rarely, hepatic eosinophilic

dream and

agitation Inciuding egpressive behevior, restessness,
paragsthesia/hypoasth: and vary rerely seizurss; nauses,
isrrhea, end very rarely pancreatitis; arthralgia,
cluding muscle cramps: increased bleeding tendency, bruising:
palpitations; and edema.
36, patiants with asthma on therepy with SINGULAIR may
prasant with systamic eosingj ., sometimes presenting with clinical
i3 consistent with Churg-Strauss syndrome, a
condition which is often treated with systemic corticostaraid therapy.
These events usually, but not alweys, have heen assaciated with the
raduction of oral carticostercid therapy. Physicians should bg slert to
eosinophilie, vesculitic rash, worsening pulmenary symptoms, cardiac

compl n._u andfor neuropsthy prasanting in their petients, A causal

batween SINGULAIR and these underlying conditians has not
heen (see i Conditions).
OVERDOSAGE

ren at the maximum recommendad daily gre{
dosa) and rets (astimated expasure was approximataly 170 times the AUC
for adutts and ren at the maximum recommended daily oral dose).

o on the treatment of averdosage
In chronic asthma stdies, montelukast has baen

ts far approximately
. s.l without clinically impartant edverse experiencss. In the event of
overdoaa, itis reasanable to emplay the usual supportive measures; e.g,
ramove unabsorbed material from tha gastrointestinal tract, employ
clinical monitaring, and inatitute supportiva therapy, if required.
There have been reports of acute E-Eu!_n pediatric patients in
post-marksting experiance and of up o &t least
baratary fingings
la in edults and older

observad were consistent with the safety pe

SINGULAIA should be taken once daily. For asthma, the dase should ba
taken in the evening. For s, the time of
tion may be individualized to suit patient ne

Patients with bath asthma and seasonal alf
anly one teblat daily in the evening.
Aduits and Adolescents 15 Yesrs of Age and Older with
Asthma or Seasonal Alfergic Rhinitis

‘The dasage for adults and adalescents 15years of age and olderis one
10-mq tablst
Pediatric Patients & to 14 Years of Age with Asthma or
Seasanal Allergic Rhinitis

The dasage for pediatric pationts § to 14 years of age is one 5-mg
chewable tablst daily. No dosage adjustment within this age group is
nacessary.
Pedistric Patients 2 to 5§ Yesrs of Age with Asthms or
Seasonal Aligrgic Rhinitis

The dosage for pediatric patients 2 to 5 years af
chewable tablet or ene packet of 4-mg oral granules
Pediatric Patients 12 ta 23 Months of Age with Asthma

The dosage for pediatric patients 12 to 23 months of age is one packat
of 4-mg oral granules daily to be taken in the evening. Safety
efactiveness in pediatric patients youngar than 12 months of age hay
not been established.
Administration of SINGULAIR Oral Granules

SINGULAIR 4-mg oral granules can be administersd either diractly in
the mauth, ar mixed with a spoonful of cold or raom tamps
foods; basad en stability studies, only applessuce, carrots,
cream should be used, The packat should not be epened umtil ready to
use. After opening the packet, the full dosa {with or without mixing with
rad within 15 minutes. If mixed with food,
SINGULAIR oral granules must not ba sterad for futura use. Discard any
unused partion. SINGULAIR ore! granules are aot intended to be

gic rhinitis should take

@ is one 4-mg

subsequent to administration. SINGULAIR oral granules can be
administarad without regard to tha time of meals.

HOW SUPPLIED

No. 3841 — SINGULAIR Dral Granulas, 4 mg, ara white granules with
500 mg net weight, packed in & child-resistant foil packaL They ara
suppliad as follows:

NDC 0006-3841-30 unit of use carton with 30 packets.

No. 3798 — SINGULAIR Tablets, 4mg, ere pink, aval,
bi-convex-shaped chewable tablats, with code MRK 711 on ane sida and

'NDC 0005-0711-54 unit of use high-density palyathylens (HOPE bottles
o 0 with a polyprapylene child-resistant cap, an aluminum foil induction
seel, and u silica gal nn«.nn.:. conistar

il-backed aluminum

foil paelable blister packs of # ).
o. 3760 — SINGULAIR Tablets, Smg, are pink, raund,
onvex-shaped chewsbls tablets, with cade MRK 275 on one side and
SINGULAIR an the other. They are supplied as follows:

NDC 0006-0275-31 unit of use high-density polysthylane {HOPE) batdas
af 3) with & polypropylena child-resistant cap, an sluminum foil induction
seal, and a silica gel desiccant canistar

NDC 0006-0275-54 unit of use high-density polyathylene {HOPE} bordes

of 30 with & polypropylene child-resistant n-v. an aluminum foil inductian
seal, and a silica ge! dasiccant canistar

gcked eluminum

No. 3761 — SINGULAIR Tablats, 10mg. are beige, rounded square-
shaped, film-coated teblsts, with cade MRK 117 on one side and
SINGULAIR on tha athar. They ara supplied a8 follows:

NOC 0005-0117-31 unit of use high-density polyetiyiene (HDPE) bonles

.I_u._u.z polyetiylane (HOPE) bottles
of Wwitha Ezua_ia._. child-rasistant cap, an aluminum foit induction
seal, and a silica gel desiccant canister

NDC 0006-0117-28 unit dose paper and aluminum foi
foil peclable blister pack of 100.
Storage

Store SINGULAIR 4-mg oral granules, 4-mg chewsble ta
5-mg chewable tablets and 10-mg fiim-coated tablets at 25°C {77°F),
excursions permitred to 15-30°C (53-88°F) [see USP Controlled foom
Temperatura), Protect from moistura and light. Stars in original packege,

€9 MERGIC& CO,INC, Whitehouse Station, NJ 08389, USA

acked eluminum
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Patient Information
SINGULAIR® (SING-u-lair) Tablets, Chewable Tablets, and Oral Granules
Generic name: montelukast (mon-te-LOO-kast) sodium

Read this information before you start taking
SINGULAIR®. Also, read the leaflet you get each time
you refill SINGULAIR, since there may be new
information in the leaflet since the last time you saw it.
This leaflet does not take the place of talking with your
doctor about your medical condition and/or your
treatment.

What is SINGULAIR*?
e SINGULAIR is a medicine called a leukotriene
.receptor antagonist. It works by blocking substances
in the body called Ileukotrienes. Blocking
leukotrienes improves asthma and seasonal allergic
rhinitis (also known as hay fever). SINGULAIR is not
a steroid.

SINGULAIR is prescribed for the treatment of asthma
and seasonal allergic rhinitis:

1. Asthma.

SINGULAIR should be used for the long-term
management of asthma in adults and children
ages 12 months and older.

Do not take SINGULAIR for the immediate relief
of an asthma attack. If you get an asthma attack,
you should follow the instructions your doctor
gave you for treating asthma attacks. (See the
end of this leaflet for more information about
asthma.)

2. Seasonal Allergic Rhinitis.

SINGULAIR is used to help control the symptoms
of seasonal allergic rhinitis (sneezing, stuffy
nose, runny nose, itching of the nose) in adults
and children ages 2 years and older. (See the
end of this leaflet for more information about
seasonal allergic rhinitis.)

Who should not take SINGULAIR?

Do not take SINGULAIR if you are allergic to SINGULAIR
or any of its ingredients.

The active ingredient in SINGULAIR is montelukast
sodium.

See the end of this leaflet for a list of all the ingredients
in SINGULAIR.

What should | tell my doctor before 1 start taking
SINGULAIR?
Tell your doctor about:

e Pregnancy: If you are pregnant or plan to
become pregnant. SINGULAIR may not be right
for you.

e Breastfeeding: |If you are breast-feeding,
SINGULAIR may be passed in your milk to your
baby. You should consult your doctor before
taking SINGULAIR if you are breast-feeding or
intend to breast-feed.

¢ Medical Problems or Allergies: Talk about any
medical problems or allergies you have now or
had in the past.

e Other Medicines: Tell your doctor about all the
medicines you take, including prescription and
non-prescription medicines, and ‘herbal
supplements. Some medicines may affect how
SINGULAIR works, or SINGULAIR may affect
how your other medicines work.

How should I take SINGULAIR?

For adults and children 12 months of age and older
with asthma:

* Take SINGULAIR once a day in the evening.
¢ Take SINGULAIR every day for as long as your
doctor prescribes it, even if you have no asthma
symptoms.
*Registered trademark of MERCK & CO., Inc.

COPYRIGHT © MERCK & CO., Inc., 1998, 2001, 2002
All rights reserved

* You may take SINGULAIR with food or without
food.

* If your asthma symptoms get worse, or if you
need to increase the use of your inhaled rescue
medicine for asthma attacks, call your doctor
right away. i

* Do not take SINGULAIR for the immediate relief
of an asthma attack. If you get an asthma attack,
you should follow the instructions your doctor
gave you for treating asthma attacks.

¢ Always have your inhaled rescue medicine for
asthma attacks with you.

* Do not stop taking or lower the dose of your
other asthma medicines unless your doctor tells
you to.

* If your doctor has prescribed a medicine for you
to use before exercise, keep using that medicine
unless your doctor tells you notto. -

For adults and children 2 years of age and older with

seasonal allergic rhinitis:

* Take SINGULAIR once a day, at about the same
time each day.

¢ Take SINGULAIR every day for as long as your
doctor prescribes it.

*  You may take SINGULAIR with food or without
food.

How should | give SINGULAIR oral granules to my
child?
Do not open the packet until ready to use.
SINGULAIR 4-mg oral granules can be given either:
¢ directly in the mouth;

OR ¢ mixed with a spoonful of one of the following
soft foods at cold or room temperature: applesauce,
mashed carrots, rice, or ice cream. Be sure that the
entire dose is mixed with the food and that the child is
given the entire spoonful of the mixture right away
{within 15 minutes).

IMPORTANT: Never store any oral granule/food mixture
for use at a later time. Throw away any unused portion.

Do not put SINGULAIR oral granules in liquid drink.
However, your child may drink liquids after swallowing
the SINGULAIR oral granules.

What is the daily dose of SINGULAIR for asthma or
seasonal allergic rhinitis?
For Asthma (Take in the evening):
¢ One 10-mg tablet for adults and adolescents
15 years of age and older,
* One 5-mg chewable tablet for children 6 to
14 years of age,
¢ One 4-mg chewable tablet or one packet of 4-mg
oral granules for children 2 to 5 years of age, or
* One packet of 4-mg oral granules for children
12 to 23 months of age.

For Seasonal Allergic Rhinitis (Take at about the
same time each day):

e One 10-mg tablet for adults and adolescents
15 years of age and older,

* One 5-mg chewable tablet for children 6 to
14 years of age, or

¢ One 4-mg chewable tablet or one packet of 4-mg
oral granules for children 2 to 5 years of age.

What should | avoid while taking SINGULAIR?

If you have asthma and if your asthma is made worse by
aspirin, continue to avoid aspirin or other medicines
called non-steroidal anti-inflammatory drugs while
taking SINGULAIR.
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What are the possible side effects of SINGULAIR?
The side effects of SINGULAIR are usually mild, and
generally did not cause patients to stop taking their
medicine. . The side effects in patients treated with
SINGULAIR were similar in type and frequency to side
effects in patients who were given a placebo (a pill
containing no medicine).

The most common side effects with SINGULAIR

include:
® stomach pain

stomach or intestinal upset

heartburn

tiredness

fever

stuffy nose

cough

flu

upper respiratory infection

dizziness

headache
® rash

Less common side effects that have happened with

SINGULAIR include (listed alphabetically):
agitation including aggressive behavior, allergic
reactions (including swelling of the face, lips,
tongue, and/or throat, which may cause trouble
breathing or swallowing), hives, and itching,
bad/vivid dreams, increased bleeding tendency,
bruising, diarrhea, hallucinations (seeing things that
are not there), indigestion, inflammation of the
pancreas, irritability, joint pain, muscle aches and
muscle cramps, nausea, palpitations, pins and
needles/numbness, restlessness, seizures (con-
vulsions or fits}, swelling, trouble sleeping, and
vomiting.

Rarely, asthmatic patients taking SINGULAIR have

experienced a condition that includes certain symptoms

that do not go away or that get worse. These occur

usually, but not always, in patients who were taking

steroid pills by mouth for asthma and those steroids

were being slowly lowered or stopped. Although

SINGULAIR has not been shown to cause this condition,

you must tell your doctor right away if you get one or

more of these symptoms:

* a feeling of pins and needles or numbness of

arms or legs
o aflu-like illness
® rash

* severe inflammation (pain and swelling) of the
sinuses (sinusitis)
These are not all the possible side effects of SINGULAIR.
For more information ask your doctor or pharmacist.

Talk to your doctor if you think-you have side effects
from taking SINGULAIR.

General Information about the safe and effective use
of SINGULAIR

Medicines are sometimes prescribed for conditions that
are not mentioned in patient information leaflets. Do not
use SINGULAIR for a condition for which it was not
prescribed. Do not give SINGULAIR to other people
even if they have the same symptoms you have. It may
harm them. Keep SINGULAIR and all medicines out of
the reach of children.
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Store SINGULAIR at 25°C (77°F). Protect from moisture
and light. Store in original package.

This leaflet summarizes information about SINGULAIR.
If you would like more information, talk to your doctor.
You can ask your pharmacist or doctor for information
about SINGULAIR that is written for health profes-
sionals. .

What are the ingredients in SINGULAIR?
Active Ingredient: montelukast sodium

SINGULAIR chewable tablets contain aspartame, a
source of phenylalanine.

Phenylketonurics: SINGULAIR 4-mg and 5-mg chewable
tablets contain 0.674 and 0.842 mg phenylalanine,
respectively.

Inactive ingredients:

* 4-mg_oral granules: mannitol, hydroxypropyl
cellulose, and magnesium stearate.

* 4-mg and 5-mg_chewable tablets: mannitol,
microcrystalline  cellulose, hydroxypropyl
cellulose, red ferric oxide, croscarmellose
sodium, cherry flavor, aspartame, and magne-
sium stearate,

* 10-mg tablet: microcrystalline cellulose, lactose
monohydrate, croscarmellose sodium, hydroxy-
propy! cellulose, magnesium stearate, hydroxy-
propy! methylcellulose, titanium dioxide, red
ferric oxide, yellow ferric oxide, and carnauba
wax.

What is asthma?

Asthma is a continuing (chronic) inflammation of the
bronchial passageways which are the tubes that carry
air from outside the body to the lungs.

Symptoms of asthma include:
* coughing
* wheezing
s chest tightness
* shortness of breath

What is seasonal allergic rhinitis?

* Seasonal allergic rhinitis, also known as hay fever, is
an allergic response caused by pollens from trees,
grasses and weeds.

* Symptoms of seasonal allergic rhinitis may include:
¢ stuffy, runny, and/or itchy nose
® sneezing

Rx only
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Project Manager Labeling Review

NDA 20-829/S-023/ Singulair (montelukast sodium) Tablets
20-830/S-026/ Singulair (montelukast sodium) Chewable Tablets
21-409/S-005/Singulair (montelukast sodium) Oral Granules

~ SPONSOR: Merck

SUBMISSIONS DATED: April 2, 2003
RECEIVED: April 3,2003

These changes being effected supplements provide for the addition of
paresthesia’hypoesthesia to the Post-Marketing subsection of the ADVERSE REACTIONS
section of the package insert and pin and needles/numbness to the "What are the possible
side effects of SINGULAIR? Section of the patient product information.

I compared the labeling dated April 2, 2003, to the last approved labeling for each of these
applications and there are no changes other than those requested by these supplements,
therefore these supplements should be approved.

Sandy Barnes
Chief, Project Management Staff
Division of Pulmonary and Allergy Drug Products
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