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SINGULAIR®
{MONTELUKAST SODIUM)
TABLETS AND CHEWABLE TABLETS

DESCRIPTION
Monteiukast sodium, the active ingredient in SINGULAIR®,

SINGULAIR® -
{Montelukast Sodium}
Tablets and Chewabie Tablets
Metabolism

M is ively b -‘in d with
ther doses, p atons of of
" are at sisady state 1n adults and
pediatnic patents.

in vitro studies using human liver microsomes indi that
cytochromes P450 3A4 and 2C9 are invoived in the rBdtabo-
usm of kast. Clinical stud g the edtect of

known .inhibitors of cytochromes P450 3A4 {e.g., ketocons-
20ie, aryth ycin) or 2C8 (e.g., fi } K
pharmacokinetics have not been conducted. Based on further
in vitro resuits. in, hi liver h

auons of do not inhibit cyto-
chromes P450 344, 2C9, 1A2, 2A6, 2C19, or 206 isee Drug
interactions). X

Eli

o -

is a selective and oraily active ieukotriene P!
thatinhibits the cysteinyi ieukotriene CysLT, receptor.
Monteiukast sodium is described chemicaily as [R-(E))-1-

The pi ‘ of ges 45 mi/min
in heaithy adults. Foliowing an oral dose of radiolabeled mon-

ol i1 ththiol ;

86% of the radioactivity was recovered in 5-day fecal

[(11-[3-[2-(7<hloro-2 y ylipt vl..yﬂ%-lz-(" hydroxy
1 ety YINAUPyH i Lvl v I Ll
acid, mz')nosodlum salt. !

The empirical formuta is CasHysCINNaQ,S, and its motecular
weight is 608.18. The structural formula is:

HC

Montelukast sodium is a hygroscopic, optically active, white
10 off-white powder. Montelukast sodium is freply solubie in

llections and <0.2% was recovered in urine. Coupled with
estimates of montelukast oral bioavailabiiity, this indicates
that and its r bol are excreted aimost
exclusively via the bile. T -

In | studies, the mean pi, half-life of. luk
ranged from 2.7 to 5.5 hours in healthy young aduits. The
phar ki o lukast are nearly. linear for-oral
doses upto 50 mg. During once-daily dosing with 10-mg mon-
telukast, thers is little accumulation of the parent drug in
piasma (~14%). .
Special Popuiations

Gender: The pha kinetics of i
maies and femaies. . -

Elderly: The pharmacokinetic profile and the oral bioavail-
ability of a single 10-mg oral dose of montelukast are similarin
eiderly and younger aduits. The plasma half-life of mon-

are simitsrin

ethanol, methanol, and water and iuble in ace-
tonitrile.

Each 10-mg film-coated SINGULAIR tabiet contains 10.4 mg
montelukast sodium, which is the molar equivaient to 10.0 mg
of free acid, and the following ive ingredi i
taline cellulose, iactose monohydrate,

yor
croscarmellose

is slightiylonger in the elderiy. No dosage adjustment
inthe siderly 18 required. . .
Race> Pharmacokinetic differences due to race have not
been studied.
Hepatic Insufficiency: Patients with mild-to-moderate
hepatic insufficiency and clinicai evi'dence of cirrhosis had evi-

sodium, hydroxypropy!| celiuiose, and r
The film coating consists of: hydroxypropy! methyiceliulose,
hydroxypropy! cellulose, titanium dioxide, red iron oxide, yei-
low iron oxide, and carnauba wax.

Each 5-mg chewable SINGULAIR tablet contains 5.2 mg
monteiukast sodium, which is the molar equivalent to 5.0 mg

dence- of d d o g in
41% (90% Ci=7%, 85%) higher mean montelukast ares under
the plasma concentration curve (AUC) following a-singie
10-mg dose. The elimination of montelukast was stightly pro-
longed compared with that in healthy subjects (mean haif-life,
7.4 hours).; No o dj is ired in pati with

it h ic insufficiency. The pharmacokinet-

of free acid. and the foli @ ing
microcrystalline cellulose, hydroxypropyi celluiose, red ferric
oxide, croscarmeltose sodium, cherry fiavor, aspartame, and
magnesium stearate.

CLINICAL PHARMACOLOGY
Mechanism of Action

The cysteinyl leukotrienes (LTCq, LTD4, LTE) are products of
arachidonic acid metabolism and are released frqm various

ics of SINGULAIR in patients with more severe hepatic mpair-
ment or with hepatitis havenot been evailuated. —

Renal insuffici : Since and its metab
are not excrated in the urine, the pharmacokinetics of mon-

ware not [ d in i with renal-intuffi-
ciency. No dosage adi t is ded
patients.

Adoiescents and Pediatric Patients: The piasma conesntra-
tion profile of r K following admini of the
10-mg film-coated tablet is similar in adolescents 215 years of
age and young adults. The 10-mg film-coated tabiet is recom-

in these

celis, including mast cells and ils. These

bind to cysteiny! leukotriene receptors (CysLT) found in the
human airway. Cy yi t and leukotri recep-
tor occupation have been correlated with the hysiology

of asthma, including airway edema, smooth muscie contrac-
tion, and aitered celiular activity associated with the inflam-
matory process. which contribute to the signs and symptoms
of asthma.

Montelukast is an orally active compound that binds with
high affinity and selectivity to the CysLT, receptor (in prefer-
ence to other pharmacologically important airway r ptors,

ded for use in p: 215 years of age.
Pharmacokinetic studies show that the plasma profite of the .
5-mg chewable tabiet in pedistric patients 6 10 14 years of age
is similar to that of the 10-mg film-coated tablet in adults. The
S-mg chewable tablet shouid be used in pediatric patients 6 to
14 years of age.

such as the prostanoid, cholinergic, or B-adrenergic receptor).
A skast inhibits phy g i of LTD4 at the CysLT,

receptor without any agonist activity.

Pharmacokinetics

Absorption

M kast is rapidly ab 1g oral a:
tion. After administration of the 10-mg film-coated tablet to
fasted adults, the mean peak montelukast plasma concentra-
10N (Cmay}is achieved in 310 4 hours ({Tenax)- The mean oral bio-
availability is 64%. The orai bioavailabiiity and Comax are not
influenced by a standard meal in the morming.

Forthe 5-mg chewable tablet, the mean Crmax is achieved in 2
10 2.5 hours after administration to adults in the fasted state.
The mean oral bicavailability is 73% in the fasted state varsus
63% when administered with a standard meal in the morning.

The safety and efficacy of SINGULAIR were demonstrated

Drug interactions

M kast at a dose of 10 mg once daily dosed 18 pharma-
cokinetic steady state:

* did not cause clinically signifi hanges in the kinet-

ics of a single int dose of theophyil
dominantly a cytochrome P450 1A2 substrate).
* did not ch the phar inatic profile of warfarin
{a substrate of cytochromes P4S0 2A6 and 2C8) or
influence the effect of a single 30-mg orat dose of war-
farin on prothrombin time or the INR (International
Normalized Ratio}.
* did not ch the pharm ineti
excretion of immunoreactive digoxin.
did not change the plasma concentration profile of ter-
fenadine (a substrate of cytochrome P450 3A4} or fex-
ofenadine, its carboxylated metabolite, and did not
prolong the QTc interval foliowing co-administration
with terfenadine 60 mg twice daily.
M kast at doses of 2100 mg daily dosed to pharmacok-

ne {pre-

profile or urinary

in ctinical tnals in which both forr were
in the evening without regard to the timing of food ingestion.
The comparative pharmacokinetics of monteiukast when
admimstered as two 5-mg chewable tablets versus one 10-mg
film-coated tablet have not been evaiuated.
Distribution
Montelukast is more than 99% bound to plasma proteins.
The steady-state volume of distnbution of montelukast aver-
ages B8 to 11 hters. Studies in rats with radiolabeied mon-
telukast indicate minimat distribution across the blood-brain
barrier. In addition, concentrations of radiolabeled matariai at
24 hours postdose were minimal in all other tissues.

“Regisiered trademark of MERCK & CO.. inc.
COPYRIGHT © MERCK & CO., Inc., 1998
All rights reserved.

tnetic steady state:

¢ did not significantly alter the plasma concentrations of
either component of an oral contraceptive containing
norethindrone 1 mg/ethinyl estradiol 35 mcg.

¢ did not cause any clinically significant change in

piasma profiles of pr or prednisol follow-
ing administration of either oral prednisone or intrave-
nous prednisoione.

Phenobarbital, which induces hepatic metabolism,
decreased the AUC of montelukast approximately 40% foliow-
ing a single 10-mg dose of montelukast. No dosage adjust-
ment for SINGULAIR is recommended. It is reasonable to
employ appropriate clinical monitoring when potent cyto-
chrome P450 enzyme inducers, such as phenobarbital or
ritampin, are dmi ed with SINGULAIR.
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SINGULAIR*
{Monteiukast Sodium:
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Pnarmacooynamics

Mo kast causes inhibition of airway cysteiny! leuko:-
nene recentors as demonstrated Dy the abiity to inhibit bron-
choconstriction due to inhaied LTD, in astnmatcs. Doses as
low as 5 mg cause sub biockage of LTD,. bron-
choconstriction. in a placebo-controlied, crossover study
{n=12), SINGULAIR inhibited eariy- and iate-phase bronchoc.
onstriction due to antigen chalienge by 75% and 57%, respec-
tively.

The effect of SINGULAIR on eosinophiis in the penphera
biooa was examined in chinical trials in aduits and pedatric
asthmauc patients. SINGULAIR decreased mean peripherat
blood eosinophils approximsteiy 13 t0 15% from baseline
compared with piacebo over the double-biind treatment peri-
0ds. The reiationship between this observation and the clini-
cal benefits noted in the clinical triais is not known (see
CLINICAL PHARMACOLOGY, Clinical Studies).

Clinical Studies
GENERAL

There have been no clinical trials evaluating the relative effi-
cacy of morning versus evening aosing. Altnough the phar- .
macok s of Kast are simiiar wh dosed in the SINGULA|R®
morning or the evening, efficacy was demonstrated 1n clinical {MONTELUKAST SODIUM)

trials in aduits and pediatric patents in which montelukast
Wwas administered in the evening witnout regard o the ime of TABLETS and CHEWABLE TABLETS
food ingestion.

ADOLESCENTS AND ADULTS 15 YEARS OF AGE AND
DER ircular Number 90

OLDE, Ci 88800
Clinical trials in adolescents and adults 15 years of age and

older demonstrated there is no additional clinical benefit 1o

montelukast doses above 10 mg once daily. This was shown in

two chronic asthma trials using doses up to 200 mg once daily
and in one exercise chalienge study using doses up to 50 mg,
evaluated at the end of the once-daily dosing interval.

The efficacy of SINGULAIR for the chronic treatment of
asthma in adolescents and adulis 15 years of age and oider SING U LAIR@
was demonstrated in two (U.S. and Muttinational) similarly
designed, randomized, 12-week. doubie-biind, placebo-con- {MONTELUKAST SODIUM)
trolledtrials in 1576 panents (795 treated with SINGULAIR, 530 TABLETS and CHEWABLE TABLETS
treated with placebo, and 251 treated with active control). The
patients studied were mild and moderate, non-smoking asth-
matics who required approximately 5 puffs of inhaled B-ago- ircutar Number 908880

C 0
nist per day on an “as-needed” basis. The patients had a mean
baseline p t of predicted forced i Y volume in 1
second (FEV,) of 66% (approximate range, 4010 90%). The co-
primary endpoints in these trials were FEV, and daytime

asthma symptoms. Secondary endpoints inciuded moming
and evening peak expiratory flow rates {AM PEFR, PM PEFR),
rescue 3-ag reqi . nocturnal g due to
“"asthma, and other asthma-related outcomes. in both studies SING U LAIR@
after 12 weeks, a random subset of patients receiving
SINGULAIR was switched to placebo for an additional 3 weeks (MONTELUKAST SODIUM)
of double-blind treatment to evaluate for possible rebound TABLETS and CHEWABLE TABLETS
effects. The results of the U.S. trial on the primary endpoint,
FEV,. expressed as mean percent change from baseiine, are
shown in FIGURE 1. Circular Number 90888

a1
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(MONTELUKAST SODIUM)
TABLETS and CHEWABLE TABLETS
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The effect of SINGULAIR on other primary and secondary b § m 2 ——

endpoints is shown in TABLE 1 8s combined analyses of the ; O mam =4 Se—

U.S. and Multinational trials. o2 2 g —

TABLE 1 Am o) c ==
Effect of SINGULAIR on Primary and Secondary Endpoints P ]
in Piacebo-controlied Trials ] - w
{Combined Analyses - U.S. and Muitinatonal Trials) o - @
SINGULAIR Flaceno = > g
Enapoint Baseime Mean T Basahia | Mean s 8 - ® g w
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Dwsscaler ™ | o [T e 24 0z N 5 = 2
-agomist sputts per day; 53 -1.56° 585 -04) E == < Lé
AM PEFR g O DxE
Urmnt *13 S 70 13 - —— >55
PM PEFR [L/min] 38527 179° 333 20 ¢ — (9 o
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* p<0.002. compered witn placebo



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

9088800

SINGULAIR®

(Monteiuxast Soarum

Tabiets and Chewabie Tabiets

n adult pauents, SINGULAIR reduced “as-needed” -aqo-
nist use Dy 26.1% from Daseiine comparec with 4.6% for otz
cebo. in patients with nocturnal awakenings of atleast 2 nignts
per week, SINGULAIR reouced tne nocturnai awakentngs by
34% from baseiine. comparea with 15% for piacebo (com-
bined analysis).

SINGULAIR, compared wnh placebo.
improved other pi
measureaments (see TABLE 2,

TABLE 2
Etfect of SINGULAIR on Asthma-Related
Outcome Measurements

significantty
lated outcome

SINGULAIR"
{Montelukast Sodium
Tabiets and Chewabte Taviets

3.4 pufis of aibuteroi. Approximateiy 3650 ot the patients we*-
oninhaiea Conicosteroias

Compared witn Dpiscebc. treatment witn one 5-mg
SINGULAIR chewable tabiet gauy, resuited in a significan:
improvement n mean mormning FEV, percent cnange trom:
baseline (8.7 In the aroup treaied with SINGULAIR vs 4.2
change from baseline in the piacepo group, p<0.001:. Tnere
was a ilgnlflcjﬂl aecrease 1n the mean percentage change
dailly “as-needed” inhaied b-agonist use {11.7, aecrease
from baseline 1n the group treatea witn SINGULAIR vs 8.2".
ncrease from Daseline in the piaceoo group. pP<0.05. Tnis
eftect represents a mean cecrease from pasenne of 0.56 anc
0.23 puffs per gay for the monteluxast ana piacebo Qrouds
respectively. Subgroup analyses ingicaleo that younger pea
atnc patients aged 6 to 11 had efficacy resuits comparaoie 1
those of the older pechiatric patients aged 1210 14

SINGULAIR. one 5-mg chewable tablet caiy at beotime. s1q-

if d the percent of gays asthma exacerba-

tons occurred {SINGULAIR 20.6% vs placebo 25.7%. ps0.05:
(See TABLE 2 for defimtion ot asthma exacerbation | Parents
global asthma evaluations (parental evaiuations of the
' asthma, see TABLE 2 for gefinition ot score: were sig-

niticantly better with SINGULAIR compared with placeoo
(SINGULAIR 1.34 vs placebo 1.69, p<0.051.

Similar 1o the aduit studies. no siamificant change in the
treatment effect was observea during continuous once-aany
admunistration tn one open-iabei extension triai without a con-
current piacebo group for up to 6 months

EFFECTS IN PATIENTS ON CONCOMITANT INHALED COR-

trials in aduits evaluated the abiiity of SINGULAIR

to add to the clinical effect of innalea coruicosteroids and to
aliow inhaied corticosteroid tapenng when used concom-

{Combined Analyses - U.S. and Mut | Trials

| SINGULAIR | Pracebo
Asthma Attack* {2 of patients! 1.6° 184
Orsl C Rescue (% of p: 10.7° 175
Discontinuation Due to Asthma (% of 14 45
pavents) - v
Asthma Exacerbanons **(% of days) 128" 205
Asthma Control Days®** (% of days! 38.5° 272
Physicians’ Giobal Evaluation (score!® 177 243
Pauents’ Giobal Evaiuation (scorel'* 1.60° 215
T p<0.001, compared with piacebo
? p<0.01, compared with placebo T/COSTEROlDS
*  Asthma Attack defined as of health such

as an unscheduled visit to a doctor's office, emerqencv room, of

; or with oral, €Or  tanly
ticosteroid. .

** Asthma Exacerbation defined by specific chnically imponant
decreases in PEFR, increase in -agonist use, increases «n day or
nighttime symptoms, or the occurrence of an asthma attack.

***An Asthma Control Dav defined as 2 day without any of the foliow-
ng: nocturnal awakening, use of more than 2 putfs of g-agomst. or
an asthma attack.

$  Physicians’ evaluation of the panem‘s asthma, ranging tromQto6

{*very much better” through “very much worse,” respecuvely).

Patients’ evaluation of asthma, ranging from 0 to 6 {"very much

better® through “very much worse,” respectively).

In one of these trials, a non-U.S. formulation of inhaled
beclor diprop dosed at 200 mcg (two putts of
100 mcg ex-vaive) twice daily with 3 spacer device was
included as an active control. Over the 12-week treatment
period, the mean percentage change in FEV, over baseline for
“SINGULAIR and beclomethasone were 7.49% vs 13.3%
{p<0.001) respectively, see FIGURE 2; and the change in day-
time symptom scores was -0.49 vs -0.70 on 3 0 to 6 scaie
{p<0.001) for SINGULAIR and beclomethasone, respectively.
The percentages of individual patients treated with
SINGULAIR or beclomethasone achieving any given percent-
age change in FEV, from baseline are shown in FIGURE 3.
Onset of Action and Maintenance of Benefits

In each placebo-controlled trial in adults, the treatment
effect of SINGULAIR, measured by daily dnlrv carc parame-
ters, including symptom scores, use,
and PEFR r s, was ieved after the first dose
and was maintained throughout the dosing interval (24

hours). No significant change in treatment effect was
observed during s once-daily g administra-
tion in non-placebo-controtied trials for up to one

year. Withdrawal of SINGULAIR in asthmatic patients after 12
weeks of continuous use did not cause rebound worsening of
asthma.
PEDIATRIC PATIENTS 6 TO 14 YEARS OF AGE

The efficacy of SINGULAIR in pediatric patients 6 to 14 years
of age was demonstrated in one 8-week doubie-blind, pla-
cebo-controlled trial in 336 patents (201 treated with
SINGULAIR and 135 treated with piacebo) using an inhaled
f-agonist on an “as-needed” basis. The patients had a mean
baseline percent predicted FEV, of 72% (approximate range,
4510 90%) and a mean daily inhaled }-agonist requirement of

FIGURE 2
FEV,
Mean Percent Change From Baseline
{Multinational Trial}

Mean Percent Change from Basaline

‘Wesis in Treatment

—O— Pacevc

I

One randomized, piacebo-controlied. paraliei-group tna:
{n=226} enrolled stable asthmatic adults with a mean FEV, of
approximately 84% of predicted who were previously main-
tained on various inhaied corticosteroids igelivered Dy
metered-dose aerosol or ary powaer nnaiersl. The types of
inhaled corticosteroids and their mean baseline requirements
included beclomethasone diproprionate {mean dose, 1203
mcg/day}. triamcinolone acetomnde (mean dose, 2004 mcg
day), flunisolide {mean dose, 1971 mcg-day), Huticasone pro
pionate {mean dose, 1083 mcg/day), or budesonide {mean
dose, 1182 mcg/day). Some of these inhaled corticosteroigs
were non-U.S.-approved formuiations. and doses expressed
may not be ex-actuator. The pre-study inhaleg corticosteroid
requirements were reduced by approximately 37% dunng a 5-
to 7-week placebo run-in period designed to titrate patients
toward their lowest effective inhaled corticosteroid dose.
Treatment with SINGULAIR resulted in a further 47% reduc-
tton in mean inhaled corticosteroid dose compared with a
mean reduction of 30% 1n the placebo group over the 12-week
active treatment period (p<0.05). Approximately 40% of the
montelukast-treated patients and 29% of the placebo-treated
patents could be tapered off mhaled corticosteroids and

doffi ds at the lusion of the
study (p=NS). Itis not known whether the results of this study
are generalizable 1o asthmatics who require higher doses of
inhaled cor\n:osleronds or systemic corticosteroids.

in h | bo-controlied, paraiiei-group
trial (n=642) in a similar populahon of adull patients previ-
ously intained, but not ly controlied, on inhaled

{bec h, 336 mcg/day), the aodmon
of SINGULAIH to Ited in y sig-
in FEV, ed with those pallems
who were conlmued on beclomethasone alone or those
patients who were withd 1 from becior h and
treated with monteiukast or placebo alone over the last 10
waeeks of the 16-week, blinded reatment peniod. Patients who
waere randomized to treatment arms containing beciometha-
sone had statstically significantly better asthma control than
those pauients randomized to SINGULAIR aione or placebo
alone as indicated by FEV,, daytime asthma symptoms, PEFR,
nocturnai awakenings due to asthma, and “as-needed” {3-ago-
nist requirements.

FIGURE 3
FEV,
Distribution of individual Patient Response
{Multinational Tria!)

8
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In adutt with d aspirin sensi-
tivity, nearly all of whom were receiving concomitant inhaled
anad/or oral corticosteroids, a 4-week randomized, parailel-
group trial {n=80)} demonstrated that SINGULAIR, compared
with N sig " IMp tn parame-
ters of asthma control. The magnitude of effect of SINGULAIR
N 2SpIrin-sensitive patients was simiiar 10 the effect observed
in the general population of astimatic patients studied. The
effect of SINGULAIR on the bronchoconstrictor response 10
aspirin or other non-steroidal anti-inflammatory drugs in aspi-
r h has not been evaluated (see

PRECAUTIONS, Genera).
EFFECTS ON EXERCISE-INDUCED BRONCHO-
CONSTRICTION (ADULTS AND PEDIATRIC PATIENTS)

In a 12-week, randomized, double-blind, paraliel ‘group
study of 110 adolescent and aduit asthmatics 15 years of age
and oider, with a mean baseiine FEV, p t of pr of
83% and with documented exercise-induced exacerbation of
asthma, treatment with SINGULAIR, 10 mg, once daily in the
evening, resuited in a ly signifi di in
mean maximai percent fail in FEVy and mean tume to recovery
10 within 5% of the pre-exercise FEV,. Exercise chailenge was
conducted at the end of the dosing intervai {i.e., 20 to 24 hours
after the preceding dose). This effect was maintained through-

p¥1-1-2-1V]9)

SINGULAIR®

{Monteiukeast Sodium)
Tabiets and Chewabis Tablets

usual, or if more than the maximum number of inhaia-

tions of short-act b dil. pre-

scribed for 24-hour perrod are needed.

Patients receiving SINGULAIR should be instructed not

to decreasa the dose or stop taking any other antiasthma

medi uniess d by a physician.

Patients who have exacerbations of asthma afer exer-

cise should be instructed to continue 10 use thir usual

regimen of inhaled fB-agonists as prophylaxi® uniess

otherwise instructed by their physician. Alt patents

should have availabie for rescue a short-acting inhaled

B-agonist.

Patients with known aspirin sensitivity shouid be advised

to continue avoidance of aspirin or non-steroidal anti-

inflammatory agents whiie taking SINGULAIR.

Chewable Tablets

*  Phenyik : Phenylk ic

infi d that the ch tablet p. y
nine {(a component of aspartame) 0.842 mg per 5-mg
chewable tabiet.

Drug interactions

SINGULAIR has been administered with other therapies
routinely used in the prophylaxis and chronic treatment of

should be

out the 12-week t period that toi did  asthma with no apparent increase in adverse reactions. In
not occur. SINGULAIR did not, h , prevent cli YSig-  drug-ir i dies, the r ded clinical dose of
nificant detenoration in maximat percent fali in FEV, after montelukast did not have clinically impontant effects on the
exercise (i.e., 220% d from p baseline) in  phar . ics of the foll g drugs: yitine,
52% of patients studied. In a separate crossover study in predni pri orat es (norethin-

adults, a similar effect was observed after two once-daily
10-mg doses of SINGULAIR.

In pediatric patients 6 to 14 years of age, using the 5-mg
chewabie tablet, a 2-day crossover study demonstrated
effects similar to those observed in adults when exercise chal-
lenge was conducted at the end of the dosing interval {i.e., 20
to 24 hours after the preceding dose).

SINGULAIR should not be used as monotherapy for the
treatment and management of exercise-induced broncho-
spasm. Patients who have exacerbations of asthma after exer-
cise shouid continue to use their usual regimen of inhaled
B-agonists as prophyiaxis and have available for rescue a
short-acting inhaled B-agonist (see PRECAUTIONS, General
and Information for Patients). <

INDICATIONS AND USAGE

SINGULAIR is indicated for the prophylaxis and chronic
treatment ot asthma in adults and pediatric patients 6 years of
age and older.
CONTRAINDICATIONS

Hypersensitvity to any component of this product.
PRECAUTIONS

General

SINGULAIR is not indicated for use in the reversal of bron-
chospasm in acute asthma attacks, including status astnmati-
cus.

Patients should be advised to have appropriate rescue med-

drone 1 mg/ethiny| estradiol 35 mcg), terfenadine, digoxin,
and warfarin,

Although addi | fic interaction were not
performed, SINGULAIR was used concomitantly with a wide
range of commonly prescribed drugs 10 clinical studies with-
out evidence of clinical adverse interactions. These medica-
tions included thyroid h . dative hy ics,
non-steroidal anti-inflammatory agents, benzodiazepines,
and decongestants.

Phenobarbital, which ind h ic  metabolism,
decreased the AUC of monteiukast approximately 40% follow-
ing a singie 10-mg dose of monteiukast. No dosage adjust-
ment for SINGULAIR is d Itis to
employ appropriate clinical monitoring when potent cyto-
chrome P450 enzyme inducers, such as phenobarbital or
rifampin, are co-administered with SINGULAIR.

Carci is, M and| t of Fertility

No evidence of tumorigenicity was seen in a 2-year carci-
nogenicity study in Sprague Dawley rats, at oral {gavage)
doses up to 200 mg/kg/day {approximately 160 times the
maximum recommended daily orai dose in adults and 190
times the maximum recommended daily oral dose in chil-
dren, on a mg/m? basis) or in a 92-week carcinogenicity study
in mice at oral doses up to 100 mg/kg/day {approximately 40
times the maximum recommended daily oral dose in adults
and 50 times the maximum recommended daily oral dose in
children, on a mg/m2 basis).

M k demonstrated no evidence of mutagenic or

ication avaitable. Therapy with SINGULAIR can be
during acute exacerbations of asthma.

While the dose of inhaled corticosteroid may be reduced
gradually under medical supervision, SINGULAIR shoutd not
be abruptly substituted for inhaled or orai corticosteraids.

SINGULAIR should not be used as monotherapy for the
treatment and management of exercise-induced broncho-
spasm. Patients who have exacerbations of asthma after exer-
cise should continue 1o use their usuai regimen of inhaled
B-agonists as prophylaxis and have available for rescue a
short-acting inhaled 3-agonist.

Patients with known aspirin ty should
avoidance of aspirin or non-steroidal anti-inflammatory
agents while taking SINGULAIR. Although SINGULAIR is
effective in improving airway function in asthmatics with doc-
umented aspirin sensitivity, it has not been shown to truncate
bronchoconstrictor response 1o aspirin and other non-steroi-
dal anti-inflammatory drugs in aspirin-sensitive asthmatic

clastogenic activity in the following assays: the microbial
mutagenesis assay, the V-79 lian cell i
assay, the alkaline etution assay in rat hepatocytes, the chro-
mosomal aberration assay in Chinese hamster ovary celis,
and in the in vivo mouse bone marrow chromosomal aberra-
tion assay.

In fertility studies in female rats, montelukast produced
reductions in fertility and fecundity indices at an oral dose of
200 mg/kg (approximately 160 times the maximum recom-
mended daily oral dose in adults, on a mg/m? basis). No
effects on female fertility or fecundity were observed at an
oral dose of 100 mg/kg (approximately 80 times the maxi-
mum recommended daily oral dose in adults, on a mg/m?
basis). Montelukast had no effects on fertility in maie rats at
oral doses up to 800 mg/kg (approximately 650 times the max-
imum recommended daily oral dose in adults, on a mg/m?
basis).

patients (see CLINICAL PHARMACOLOGY, Clinical Studies) Pr Te ic Effects
The recuction in systemic cor d dose in Pr ;,— Y B:
receiving another leukolniene has been fi in b iy

rare cases by the occurrence of eosinophilia, vasculitic rash,
worsemng pulmonary symptoms, cardiac complications,
and/or neuropathy sometimes presenting as Churg-Strauss
syndrome, a systemic vilic tis. Although a
causal relationship with leukotriene receptor antagonism has
not been estavlisned and the phenomenon was not observed
In chimcal trials with montelukast. caution and appropriate
chmcai monitoning are recommended when systemic corti-

No teratogenicity was observed in rats at orai doses up to
400 mg/kg/day (approximately 320 times the maximum rec-
ommended daily oral dose in adults, on a mg/m2 basis) and in
rabbits at oral doses up to 300 mg/kg/day (approximately 490
times the maximum recommended daily orai dose in aduits,
on a mg/m? basis). M crosses the pi foliow-
ing oral dosing in rats and rabbits. There are, however, no ade-
quate and weli-controlied studies in pregnant women.
B animal reproduction studies are not always predic-

costeroid reauction is considered in 9
SINGULAIR.
Information for Patiems

* Patients shouid be advised 1o take SINGULAIR daily as
prescrbed, even when they are asymptomatic, as well as
during periods of worsening asthma, and to contact their
physicians if their asthma is not well controlied.
Patients should be advised that oral tablets of
SINGULAIR are not for the treatment of acute asthma
attacks. They should have appropriate short-acting
inhaied {3 ist med i to treat asthma
exacerpations.
Patients snouid be advised that, while using SINGULAIR,
meaqical attention should be sought if short-acting
innaiea bronchodilators are needed more often than

tive of human response, SINGULAIR should be used during
pregnancy oniy if clearly needed.

Nursing Mothers

Studies in rats have shown that montelukast is excreted in
milk. Itis not known if montelukast is excreted in human milk,
Because many drugs are excreted in human milk, caution
should be exercised when SINGULAIR is given to a nursing
mother.

Pediatric Use

The safety and eff n below the”
age of 6 years have not been established. Long-term trials
evaluating the effect of chronic administration of SINGULAIR
on hinear growth in pediatric patents have not been con-
ducted.

[lwww.fda.gov/drugsatfda
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SINGULAIR®
{Monteiukast Sodium)
Tabiets and Chewabie Tablets

Geriatric Use

Of the totat of sub n clinical of mon-
telukast, 3.5% were 65 years of #ge and over and 0.4% were 75
years of age and over. No overall differences in safety or effec-
tiveness were observed b these sub and g
subjects, and other reported clinical experience has notidenti-
fied differences in responses between the eiderly and younger
y of some oider mdivldul{: can-

, butg

not be ruted out.
ADVERSE REACTIONS
Adolescents and Adults 15 Years of Age and Oider

SINGULAIR has been evaiuated for safety in approximately
2600 t and adult pati 15yearsof age and older in
ciinical triais. in placebo-controiied clinical triais, the foliowing
adverse experiences reported with SINGULAIR occurred in
greater than or equal to 1% of patients and at an incidence
greater than that in treated with placebo, regardiess
of causality assessment:

Adverse Experiences Occuming in 21% of Patients
with an incidence Greater than that in Patents Treated with Placebo,

of Causafty
SINGULAIR Placebo
16 mg/day
1%} %)
{n=1955) (na1180)
Body As A Whoie
Asthenia/fatgue 18 12
Fever 1.5 03
Pain, abdominai 29 25
Trauma 10 08
Digestive System Disorders
Dyspepsia 21 11
Gastroenterits, infectious 15 05
, dental 17 10
Nervous System/Psychistric
Dizziness 19 14
Hesdache 184 18
Respiratory System Disorders
Congestion, nasat 1.6 13
Cough 27 24
Influenza 42 39
Skin/Skin Appendages Disorder
Rash 16 12
Lab y Adverse Experi i
ALT increased 21 20
AST increased 16 12
Pyuris 1.0 09

“Number of patients tested (SINGULAIR and placebo, respectively):
ALT and AST, 1935, 1170; pyunia, 1924, 1159.

The frequency of less COMMOon adverse events was compa-
rable between SINGULAIR and piacebo.

o latively, 569 were with SINGULAIR
for at least 6 months, 480 for one year, and 49 for two years in
clinical trials. With proiong the ad! experi-

ence profile did not significantly change.
Pediatric Patients 6 to 14 Years of Age

SINGULAIR has also been evaluated for safety in approxi-
mately 320 pediatric patients 6 to 14 years of age. Cumula-
tively, 169 pediatric patients were treated with SINGULAIR for
at least 6 months, and 121 for one year or longer in clinical tri-
als. The safety profile of SINGULAIR versus placebo in the
double-blind, 8-week, pediatric efficacy trial was generally
similar to the adult safety profile with the exception of the
adverse events listed below. in pediatric patients receiving
SINGULAIR, the following events occurred with a frequency
22% and more frequently than in pediatric patients who

r g of Y 2 diar-
rhea, laryngitis, pharyngitis, nausea, otitis, sinusitis, and viral
infection. The fi y of less d svents was

comparable between SINGULAIR snd placebo. With pro-
longed treatment, the adverse experience profile did not sig-
nificantly change.

OVERDOSAGE

No ity occurred following single oral doses of mon-
telukast up to 5000 mg/kg in mice {approximately 2000 times
the maximum recommended daily oral dose in adults and
2400 times the maximum recommended daily oral dose in
children, on a mg/m? basis) and rats (approximately 4100
times the maximum recommended daily oral dose in aduits
and 4800 times the maximum recommended daily oral dose
in children, on a mg/m? basis).

No ific information is i on the treatment of
overdosage with SINGULAIR. In chronic asthma studies,
has been ini d at doses up to 200 mg/

day to patients for 22 weeks and, in short-term studies, up to
9S00 mg/day to patients for Bpproximately a wesk without clini-
cally important adverse experiences. in the event of overdose,
itisreasonable to employ the usual Supportive measures; a.g.,
remove unabsorbed materiai from the gastrointestinai tract,
employ clinical monitoring, and institute supportive therapy,
if required.

it is not known wheth. kast is by perito-
neal dialysis or hemodialysis.
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DOSAGE AND ADMINISTRATION

General Information:
Adolescents and Adults 15 Years of Age and Olger

The dosage for adolescents and adults 15 vears of age and
oider is one 10-mg tabiet daily 1o be taken in the evening.
Pediatric Patients 6 to 14 Years of Age

The dosage for pediatric patients 6 to 14 vears of age is one
5-mg chewable tabtet daily to be taken in the evening. No dos-
age adjustment within this age group is necessary. Safety and
effectiveness in pediatric patients younger than 6 years of age
have not been established.

The safety and efficacy of SINGULAIR was demonstrated in
clinical trials where it was administered in the evening without
regard to the time of food ingestion. There have been no clini-
cal trials evaiuating the relative efficacy of morning versus
evening dosing.

HOW SUPPLIED

No. 3760 — SINGULAIR Tablets, 5 mg, are pink, round, bi-
convex-shaped chewable tablets, with code MRK 275 on one
side and SINGULAIR on the other. They are supplied as fol-
lows:

NDC 0006-0275-31 unit of use high-density polyethylene
(HDPE) botties of 30 with a polypropyiene child-resistant cap,
an aluminum foit induction seal, and a silica gel desiccant can-
ister

NDC 0006-0275-54 unit of use high-density polyethylene
(HDPE) botties of 90 with a polypropylene child-resistant cap,
an aluminum foil ind_uclion seal, and a silica gel desiccant can-
Ister ’

NDC 0006-0275-28 unit dose paper and aiuminum foil-
backed aluminum foii peelabie blister packs of 100.

No. 3761 — SINGULAIR Tablets, 10 mg, are beige, rounded
square-shaped, film-coated tablets, with code MRK 117 on
one side and SINGULAIR on the other. They are supplied as
follows:

NDC 0006-0117-31 unit of use high-density polyethyiene
(HDPE) bottles of 30 with a Ppolypropyiene child-resistant cap,
and aiuminum foil induction seal, and a silica gel desiccant
canister

NDC 0006-0117-54 unit of use high-density polyethylene
(HDPE) botties of 90 with a Polypropyiene chiid-resistant cap,
and aluminum-foil induction seal, and a siiica gel desiccant
canister

NDC 0006-0117-28 unit dose paper and aluminum foii-
backed aluminum foii peelable biister pack of 100.

Storage
Store the 5-mg chewable tablets and the 10-mg film-coated
blets at room tem € 15-30°C (69-86°F), protected from

moisture and light.
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