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SINGULAIR®

{(MONTELUKAST.SODIUM)
TABLETS AND CHEWABLE TABLETS

DESCRIPTION
Montaiukast sodum, the sctive ingredient in SINGULAIR®,

R

SINGULAIR® -
(Momolukast Sodrum|
Tabiets and Chewable Tabiets

Meradoirsm
>

L1 ) ved . In TUdies weth
thereDeutic 000s. DISSMa CONCentranons of metabolites of

are at S1sady HLSLY 1N BOuIte and
DedIstnec pavems.

In vItro s1u0i1es UBING PMITEN kw7 MICIOBOMES I that
oViochromaes PASO JA4 and 209 478 iInvoived n the Do-
usm ol montaiukast. Clincal Rudies (nvestigaling the altect of
known. 3 of crtoc s P450 IA4 (e.g.. Ne1OCONS-
0le, arythromycin) or 2C9 (e.g.. fuconazols) on MONteIVLDSL
PhermMacokinetics have NOt DEEN CONGUCINO. 88360 ON hurther
m VItro reALILs. W0, PUMaNn hver MuC7osomMes. herspeutlc

suons of Kast 00 not inhiDa Cyto-
chromos P40 1A4,.2C9, 142, 2A6, 2C19, ar 206 (see Orug
lnurxuon.l) . -

13 8 seiective and Orally active isukotnene

thatinhibes the cysteinyl lsutkotnens CysiTy receptor.
Monteiueast so0um is descnbed chomlullv a8 [RAE)-Y-
1431247 <hloro-2-qui wilphenyi]-3-{2- 11wy v

The plasme of kast ges A5 mU/min
in healthy edults. Followmng sn orsl aose of rediolabeled mon-
elukast, 88% of the radicactivity was rocovered in S~day feca)

ll ecti snd <0.2% was recovered in unne. Coupled with

1 mmwcmvunfnnvllnmpvmmolmomyl'
acig, monosodium salt.

asumstes of montelukast aral bicavadsbility. this indicates
that kast and its met 70 oxCIOId LMo

Theempirical formulais CyuMyuCINNSO,S, and its moteculer
weight s 608.16. The siruciural formuls

todlum s 8 hygr . y 8Ctive, whito
10 Oft-whits PO! dium is 01' ty ie in
ethanal, methanol, lnd waler sn0 practically insoluble in sce-
torutnile.

Each 10-mg film-coated SINGULAIR 1ablet contans 10.4 mg
montatukasi sodium, which is the molar oquw-lon( to 10.0mp
offree 3010, and the foliowi v~

axclusively vig tha bile. .
In several studias. the mean plasims half-Iite o!monuluuu
nngod from 2.7 |o 5 5 hours in healthy young acuits. The
kaal are nesrly. ineer tor-oral
donl upto S0 mg. Dwmg once-daily dosing with 10-mg mon-
taluksst. thers 13 Iitds accumulstion of the narent dmo n
plagma (-14%).

Soecrsl Ponulanom :

Gender: Thapha inatice of K
maies and femates.

Eiderly: The Dharm-wumllc mmo NG tns onet Bicavan-
sbility of 8 singie 10-mg 07al 9088 Of MONLIUKEST 8re BIMilgrin
sideny and younger sduity. The plasmae haif-lite of mon-

winkast 19 sightly Jonger in the.elderly. NO dossge ndlunnmu
11 e @lOerty i3 reguIred.

Race:> Prarmacounetic ditferences dus 10 7ace have not
been studied.

Heoetic insufficiency: Putients with mild-to-moderate

nsutfi and clinicel evidence olmnhotunodav.-

sy mmeisrin

l1alline ceitulose. lactose mononvanu

sadium, hydroxypropyl I ang ']
The film coating consists of: hydroxypropyi methyiceliuiose,
Rydroxypropyl celiulose, titsanium dioxide, red iron onida, yel-
low iron oude, Snd CATRAUDS wan.

Each 5mg chewabie SINGULAIR wbiet consins 5.2 mg
monteluka s 100uwsm, winch i1 tha Molar equivaient 1o 5.0 mg
of Iree acid. and the fi ing inactive ing
microcrystailing ceilviose, hvnvowprow ceailulone, red hmc
oxige, croscarmeliose sodium, cherry Navor, ssoartame, and
magnesiumm s1esrse.

CUNICAL PHARMACOLOGY
Mechanisrn of Achon
The cystenyl lsukotrienss ILTCs LTD. LTE4) are products of
acid and are ¢ vnnou-
cally, including mast cells and . Thess ai
bend 10 cysieiny! leukotriane recoptors |Cy|LT) found in the
human airway. Cysteinyl lsukotnones and louhomcno roclp-

dence of of ing in
A% (90% C7%, B5%) higher mean Montsiukast sree undor
the pissms concemtration curve (AUC) foliowing »-mingle
10-mg dose. The eliminetion of montetukast wes sii oro-
longed compared with that in healthy subjects (mun hal.!-il'o.
7.4 hours). No dossge ndpunmom 18 requiIred in paueNts with
mild-10-moderate phar

ics of SINGULAIR in patrents with more savers mo-ne mpair-
avont oc wah havenol besn —

Renst Insufiicii : Since kast and its

879 ROt OXCIIte in the unne, the pharmacakinetics of mon-
10luRESt ware NOt BVBIAtEd in Datients with rensh inbuff.

cency. No dooag j "I ded in these
patients.

and Pedistric P The
tion profile of kast foll of tho

10-mg film-coated tablet 18 simulor in mhuuml 216 yesrs of
300 and young scults. The 10-mg film-costed tablet 1 recom-

tor occupation have beaen correlatod h the hy gy
of asthma, Including s«rway edema, smooth muscie contrac:
hon, and sitared calluisr activity 83s0Ciated with the inflam-
Matory process. which contribute 10 1he 1:.gns and symptoms
of asthma.

Montsivhast s an orally acuve compound (hat Dinds with
high affiniy and seiectivity to 1he CysiT: raceptor (in prefer-

for use in pati 215 years of age.

Pharmacokinetic studiss show that the piasma profite of tha
S-mg chowatie tablet in Dedistric patients 610 14 years of age
19 similar to that of the 10-mg film-cosied tabist in acuits. The
S-rmg chewable tabiet shouid be used in pedistne patients 6o
V4 ysarsof age.

Dmg intoractions

°once 10 OINEr DhITMACOI0GICAIlY IMWH.R\ lmwav 3 312 0Dse of YO Mg once daily dosed td pharme-
sur.h asihe pvo-uno-a. choinergic, or B kinetic stasdy stote:

as! v ¢ ocnomo'LTD. stthe CvtLT- *  did not couse clinically signifi hanges in \he kinet-
f th "‘V ] activity. ics of & single i dose of theophyiline ipre-

Pharmacokinetics
Apbsorpuon .

M kast is rapidly orai ad
ton. Aher admintsiraiion of the Io-mg mmacumd tablet to
fasted aduits. the mean peak
100N (Comgnl i8 BCNEVEA IN 10 4 NOUMS (Tl TRE M dn oral bic-
BvaitabIiity 13 64%. The 0ral DIOEYIaDIIty aNG Cuea 870 NOt
influenced Dy a standard mesi m the moming.

For the S-mg cheawap!ie tadiet. 1ho Mean Cuy, it achieved in 2
10 2.5 hours aher a0MINISIration (O aduits in the fasted state.
The mean oral DiIoavaIadIty 13 73% in the tasted siats versus
63% when 20With 3 meal intha moming.

The satety and efficacy of SINGULAIR were demonstraied

gominantly & cytochrome PAS0O 1A2 substreta).

* hd not change the pharmecolinetic profils of warfarin
{s subsirste of cytochromes PeSO 2A6 snd 2C3) or
influencs the sftect of & ungls 30-mg oret GOss ot wac-
fann on prothrompin tme or the INR {intemationat
Normsiized Ratio).

* G0 not 9@ the pharm profile or unnary
i

o wectuve

v did N1 ChaNge the Didasma connmuuan profile of 1er-

1.nldlr|. 12 substrate of cviochrome P50 3JA4) or fex-

its car v d #no did not

prolong the QTc intarval fol on
wath terfensdine 60 mg twice d-nv

L] i m ooses of 2100 Mg daily sosed to pharmacok-

inclimcal tnals in which both weore 8di
inthe svening without ngqrd_lc the iming of food sngesion.
The comparauve phar s o when
a8 two 5-mg ¢ 1aDints versus one 10-mg
I.lm-conod abiet have No1osen evaluated.

Distridution

1nenC S1esdy suate:
¢ did nat signeficanity aiter the plasma concentratons ot
erther component of an orol caNITACePlive CONtBINg
. norethindrone 1 mg/eihinyl estradiol 35 meg.
* dig not cause any chinically vqmﬁcom change in

Manteiuiast is more mm 29% bound to
The steady-state Voiume of distnbutron of rhonlduull aver
ages 8 10 11 lters. Stu N rats with racolabeied mon-
telukast IndICats Mimmal Gistribution acruss the bicoo-drain
barnet. in s of matenai al
24 hours oonoou weare munumal in s OthEer LsUeS.

ugn-m: 1rsdeman of MERCK & CO.. Inc.
COPYRIGHT  MERCK & CO., inc. Y998
Al nghin reserved.

profiles of pi f follow-
ng of sither out oncn-wno of iIntrave-
nous prednisolone.
Ph ronal.  which  ind L

sed the AUC of monteluksst lnpmumunlv 0% lonow-
ing a single 10-mg dose of monteiukast. NO dosge SO
ment for SINGULAIR n reco s w0
employ apprcpnsto chnical momnitonng when potent cyto-
chrome P&50 enrvme % sSuch as DI or
it are i od with SINGULAIR.
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SINGULAIR®
IMonteturast Sodwm:
TaDiets angd Cnewabie Tablats

Pnarmacodvnamics

MOoNtelukdst causes :ANILINDN Of BIfWaY CVSIaINY! IBURDY
nene reCSDIO 43 JEMANSIAtEA DY the 8bu-ty to inhibit Dron-
chocomsincson duse (0 inhaled LTD, in astnmatcs. Doses as
low 83 5 Mg cause sudzan} blocuqc ofLTD,-1noucec bron-

‘noa oy

(mlll SINGULNR nhbied unv- and 181e-Dnase DIORCHOC-
ONSINCUON Gue 10 INLYEN chaiienge Dy 75% and 57%. respec-
uvaiv

Tne ettect of SINGULAIR on eonnophils 1n the Donphers.
0:00Q was exarmuned 1 chiucal trials in aguits and pediatrc
asinmauc osusnts. SINGULAIR gecresssc measn panphersl
blooa sosinophits sporommatety 13 to 15% from basehine
CoOMparsd with PIACEDO OVET 1he BOUDIe-DIING reaimen Dan-
odas. The reiationENip Detween (his OLSANYALON &g the Clin:-
cal benefits noted 1n the chnical trisis 13 POt known ipee
CLINICAL PHARMACOQLOGY, Clinics! Stuthes).

Cinicyl Stucres
GENERAL
Thare nave been noclinical trisis evaluatng the calative eff..
cacy of morning versus evening aosing, Althqugh the pha’: .
s of 431 810 SiMuar aose0 ntne SlNGULA'Rs
Morming of the svening. sflicacy was cemonstrated inchnical IMONTELUKAST SODIUM)

tnals in aguils AN DETIBLHC DALENLS 1N WHICH MONIBIUKAS!
was -;m?nm-ua in1ne evening witnout regara to the tima of TABLETS and CHEWABLE TABLETS

tood 1ngesuon.
ADOLESCENTS AND ADULTS 15 YEARS OF AGE AND

rcular Numoaer 908880

OLOER

Chinica! trials in adolescents and aduits 15 veors of oge and
olcer demonsirated thare ia No additionst clinical beneht 1o
MOMeiuhast 00383 sbave 10 mg once aaly. This wes shownin

1WO CNrONIC 8STNNS trials using GOses P 10 200 Mg ONCo daty
and in one exercise challenge study using doses up to 50 Mg.
avaiusied st the end of the once-daily dosing intarva).
The etticscy of SINGULAIR for the chromic irestment of
asthma 1n adolescens snd aduits 15 years of sge ano clder SlNG ULA'R@‘
was demonsiratad in two (U.S. and Muitinsuonal) similany
detigned, randomizen, 12-week. GOUDIE-DING, DISCEDO-CON- {MONTELUKAST SODIUM)
troliad tnaisin 1576 patents (735 treated with SINGULAIR, 530 TABLETS and CHEWABLE TABLETS
treated with piacebo. and 251 trasted with active control). The
patents swaied were Mild and MOCEr sie, NON-SMOKING BSIA-
matics who requiTed appiomimately  puts of inhsted B-ago- iwrcutar Number 9088

nesi per day onan “as-needed” basis. Tha patients had s mesn
Gaseine ot p forced ! in 1
second (FEV, | 0f 56% (approx:mate range. wm 80%). The co-
ONMary encpoInts 10 1Nese trisis were FEV. and dovuime .

d| ncluoed moming
ang tvonmq Dnl llplmorv now retas |AM PEFR, PM PEFR),
rescus | ! nocturnat k g due 10

“asthma, ll\'d mhu':t';nmo-nm-d autcomas. in bmh stuaies SI NG U LA 'R@

after 12 waeeus., » random sudset of pauents receiving

SINGULAIR wes 10 for sn #ad 2l ) woeks {MONTELUKAST SODIUM)

of couble-bhnd t10 for bie rebouno TABLETS and CHEWABLE TABLETS
affects. The rasults of the U.S. trial on the prmary endpoint,

FEV,. axpressad as mean parcent change from basehne, are

shown 1n FIGURE 1. cular Number

FIGURE 1
FEVMean Parcent Change from Basehine
1U.S. Trial}
Al s

SINGULAIR®

(MONTELUKAST SQDIUM)
TABLETS and CHEWABLE TABLETS

cular Number 9

1

- T— —— MM

Tne attect of SINGULAIR on other pnmary sno secondary
endpoims is shown in TABLE 1 #s comDined snsiysas of the
U.S. and Muitnauonai tnais.

TABLE t

0088806
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9088800

SINGULAIR

fMontsiasst Seo-umr

Taoiets and Crewad.e Tadins

in aguit osuents. SINGULAIR recucso ~as-neeced” p-sQo-
nist use Dy 26 from Dasenne comparec with 4 6% 10r D12
€e0O0. in DBLENtS with NOCIUTN3) swarenings Of 3110281 2 nignts
Der weer, SINGULAIR recuced tne noclurna: awasenings by
34%, trom Dassiing. comparea with 155, 1or Diacebo 1com.
DIneC snailysis).

SINGULAIR. wiih sgnihicantty
IMDrOveo OING! DrOlOCO-0eHing0, S3INMa-reiated OUICOMe
measuremants (see TABLE 2; .

TABLE 2

Ettect of SINGULAIR on Astnma-Related
Qutcome Measurements
{Combined Analyses - U.S..and Multinational Trisls

SINGULAIP-
{Monteyrast Sooium
Toorets anc Chnewanie Tanrets

3 dputrs of 21Duterol. ApDroxImatey 367 Of tNe Daients we':
0N INNDIE0 COMICORTEroIns
Comparec wiln DisceDc. Wreaiment wnin one 5mg:
SINGULAIR chewabie 1aDiel Gany reSuIled N 2 Signincan:
Imorovement \n mean morming FEN . Dercent cnange tron-
Deseiing (8.7% in 1ne aroup treateo with SINGULAIR vy 3.2
cnange {rorm beselne 0 Ing 1acE00 ArOuP, P<0.001: Tnere
was 8 31gn1HiCaNt GeCIease «n the Mean Dercentage CNange '
aaly "as-needed” NN aad v-agonist use (11 7%, oecrease
trom pasetine in the groupd trealed witn SINGULAIR vs 8.2'.
from | 0 Ine group D<0.05- Tnis
eftect represents a mean gecrease trom oaseune ot 0.56 anc
0.23 oufts per aay lOr tne MONtAILULASI 3NA DIICEDO Orouns
respectively. SubQroup anatvses INGICA1EC tha1 younoer vea

. SINGULAIR | Pracebo . MNC Odtients aged 6 1o 11 hao eMCacy rasuits comparapie 1.°
: . hose of the 01087 Ded:atric DALIONTS 2Qed 1210 13
Astnvns Artach* 1% o Davens! M. s SINGULAIR. 0ne 5-mg cnewadie 1abiet Qaiiv st Deotime, 10
- nificantly decreassd the Dercent of Gavs 3EINMa exacerDe-
Orel Comcosterod Rmscue I of peterts: 0.7 "y uons occurred {SINGULAIR 20.6% vs Diaceno 25 7. ps0.05.
Dracontunusion Due 1o Asinma 1% of N - - iSee TABLE 2 lor dehmton of asinmMa exacerbation | Parents
pauenls) I T4 f 4 ©loDaI astnMs evaluations (Daremal evaiuatons of ihe
4 sinma. see TABLE 2107 0efini1ion 0 scorer were si0-
Astnma Ex20arDan0ns * *1% Of days) | e 205 | nibcamiy better with SINGULAIR comparea with pla
a e iveat Y] 72 (SINGULAIR 1.34 va piaceno 1.69. 50.05:.
stnma Corerol Days*** 13 of asve: - : Similsr 10 the 30Ut studies. NO SIDAINCANE Change N the
Phveicians’ Global Evaluauon (score! .n 2¢) trestmont etoct was 0038rveO Ou7ING CONTINUOUS ONCO-AMIY
2AMINISIAANON INONG ODEN-1aDRI EX1ENSION L1131 wilhOul 3 CON-
| Pauents’ Giobal Evamstion (icore)® 1.60° EAL) current placebo groupo for upto 6 months
\ FF IN PA T MITANT INHA R.
' pe.00Y. 180 waih DISCEDO %nggROIDSnEN 'S ON CONCO LED CO
0<0.01. compared with placado .
— Separste trisls 1n adulis eveluated the ebility of SINGULAIR
Asinma Anack defined se of hes) such (0 40Q t0 Ihe chmcal effect of iInnalsg conCostierods ana 10
83 an urecheduted visil 10 & docior's othce, ermergency room, o #llow INNaIeD COMICOSIErDia WAPAriNg when used CONCOM:
o wth 003l or cor. llnﬂv
Lcamermd.
One . DIrBiiei-group 1nia

** Asthma Exacerpauon oshned Dy soecihc cinically imponant
decresses in PEFR, increase (n (-agONnisl use. increasen in day of
reghTINNE SYMDIOMS, O The GCCUrrENCe Of AN SsThma BItaCk.

***an Asthma Control Dav oehned 4% 3 Gay without sny Of the fONOW-

: NOCIurmal swanening. e Of More than 2 putts of PragonesL or
2N S8thms sLach,

} Prwsiosna’ aveluebon of the DaUEN ¢ S8NMS, ranging from 1] m [
1" very muth betler” through “very Much worse.” respecuvely|

9 Patieras’ eveiusuon of asimma. ranging from 0 to § 1" very much
Dener” through °“very much worte,” resdecively).

In one of tness tnais. » non-U.S. formulstion of inhaled
1330n¢ Jipr 00300 at 200 Mcg | twe putts ot
100 mcg ex-vaive) twice daily with 8 SDacer device was
included a3 sn active control. Over the 12-week trestment
penod. the mean percentage change in FEV: over baseling for
SINGULAIR and beclometnasons were 7.49% vs 13.3%
1p<0 001) respectively. see FIGURE 2: and the change in dav-
ttme symptom scores was -0.49 vs -0.70 on » 0 to 6 scaie
[0<0 001} for SINGULAIR and beclomethasone. respectivety.
The percentages of individusl patients treated with
SINGULAIR or beciomethasone achieving sny given percem.
age change n FEV, from baseine sre snown in FIGURE 3,
Onset of Action ana Maintenance of Benetits
In each placebo-controiied trial 1n adulis, the \reatment
efect of SINGULAIR, messured by daily Oiary card parame-
ters. inciudi scores, ” " agomist use,
and PEFR 1 ents, was d shter the hrat dose

=226} ervoliea stabie ummauc adulis with a mean FEvV, ¢!
spproximately 84% of Oredicied who were DreviOusSly Main.
11INe0 oN v3nous INhaled COMCOSIErmOL 0eiivered Dy
Metervc 00%s 381030l Of Ory pOwCer (NNaiers:. The types of
inhaled cortcosieroids and their Maan Daseline requitamenis
incluged beciomethasone diproprionale iMmean dose. 1203
mcg/asyl. tnamcinoione aceionwde IMean 0ose. 2004 mcy
dayl, flurvsohide imean dose, 1871 meg-dav). iuticasone pro
pronsie (mean doss, 1083 mcg/day). or bucesonde imesn
dose. 1192 mcgsdayl. Some of these 1nhaled cOrticosteroias
wera non-U.S.-spproved formuistions. and doses expressed
may not be Tne ¥ inhaleg cor
78QUIreMaents were reduced by sporoximately 37% during a 5-
10 7-week DIscebO run-in Derod desianed 10 LLiaLe DPatIENts
toword their jowest effective inhaled coricosierond dose.
Treatmoant with SINGULAIR resuited in a tunther 47% recuc-
10N 1N Mesn iNNaled CONICOSIErONd Bose COMDAared with a
mean roguction of J0% 10 The DIICEDO Group over the 12-week
active ireatmont panod {030.05). Aporoximalely 40% of the
[} [T} snd 29% of the placebo-1reated
pausms could bo pered off inhaled conicosterords ana
off inhaled cor at the conclusion ol the
study [paNS). ltis not known whather the results of this sludy
are generalizabie 10 asthmaucs who require higher doses of
inhsleg :om:oﬂnoum nv systemic corucosteroids.
in h . parallei-group

aNa wes mainiained throughout the dosing interval (24 tnal (n=642) 'n & ssmilar i ot aduil pa prev
nours). No signiicant change in trestment effect was ously maintsi but not ac y controlied, on inhaled
oDserved auring cor s once-daily 9 » {bsciomethasone JJG mcgrday). the additon
tion n non- b tnais for up 10 one °| SINGULMR to } n ally 319
vesr. Witharawal of SINGULAIR in ssthmauc pavients aher 12 nitican in FEV, with those patients
weeks of cONLNUOUS ULe di0 NOL CIUSE rebound worsening of who were A g on sone or 1hose

asihma.
PEDIATRIC PATIENTS 6 TO 14 YEARS OF AGE

The efticacy ol SINGULAIR in pediatric pavents 6 10 14 yesrs
of age was demonsirsted in one B-weex SOubie-DIing, pia-
coDo-conirolled 1rial N 336 pavents (201 (rested with
SINGULAIR angd 135 uu\oo with DIsceDO) using an 1nhaled
f-sgonuston an - ”~ basis. The had » meen
Daseiing percent predicied FEV, o1 77% (apprommate ranga,
45t0 90'/.) and a mean daily inhaled )-agonsi requirement of

FIGURE 2
FEV,
Mean Percent Change From Baseline
{Mulinationa!l Trisl)
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-
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panents wno were withdrawn from beciomethasone and
traaisd with monteiukast or DIaceDo alone over 1he last 10
weelis Of the 16-weel, DIinded tmant period. Patients who
were d to treat 1 arms 9 beclometns.
sone had statistically ssgniticantly batier asthma control than
thoss patienis randomized 10 SINGULAIR aione or piacebo
slone a nouuuo by FEV.. dayume ssthma symptoms, PEFR.

n I} 93 due to asth and” " B-agu-
MStrequerements.
FIGURE 3
FEV,
Distnbution of Pavent A
{Multtnatonal Trish)
» v
’ - T Gscnmeresone :
”r Vi B SNGULAIR )
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! |
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SINGULAIR™
iMontsiurast Sodmumy
Tabists end Chewsdie Tabiews

in acu asINManc DALIEMS with doCumented sao NN sensi-
hwity, nesrly 2l of whOM were reCHIviNg CONCOMIONT iNhsied
ANG/Or Or8l COMCONArords. 8 4-week rangomireqg. paratiel-
groud thal in=B0| demonstraiad 1het SINGULAIR, compared
weih DisCebO. resulted in wgnvhcant iImprovement in parame~
ters of ssthma contral. The magnituoe of eftect of SINGULAIR
1N aspINN-3EN3Itive DALISNTS was iMiiaf (O INe stiect 0Dserved
1 (e general PODUIATTN Of axthmManc pat:ens studied. The
eftect of SINGULAIR on the DronchoconsiNcior resoonse to
23DINN Of Other NON-STEroK3al anti+nHaAMMAtory Grugs in asos-

asthmauc has not been evsiusted (sae

PRECAUTIONS, Generan *
EFFECTS ON EXERCISE-INDUCED BRONCHO-
CONSTRICTION (ADULTS AND PEDIATRIC PATIENTS)

In 3 12-week. randomized. double-blind, parsilel ‘group

stuay of 110 ont and sduit 1S yesrs of age
ano older. with™® mesn b FEV, of p of
B83% ang wath o d s of
asthma. (restment with SANGULAIR |0mg once unv inthe
evaning, retuited 1n » in

maasn maximai percant fail in FEVy lnd monn tme to recovery
10 within 5% ot the pre-exercise FEV). Exarcise chelienge was
CONOLCIA0 3 1he ond of 1he COSING INterval {i.e., 2010 24 hours
ahertne preceding dose). This effect was maintained through-
outthe 12-week treatment period indicaling (hat tolersnce did
notoccur. SINGULAIR did not. however, prevent clinically sig-
nificant detsncration in maximal parcent fall .n FEV, af
exercise (1.e.. 220% oecraass from pr ) in
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Orug interscrions

SINGULAIR has been aaministered with other therapies

routingly used !n the prophviaxts ang enronic trestment of

asthms with na appatent inclesss in adverse 1ans. tn

drug-interaction siudies, tho recommandaed clinical dose of

montsiukast did not Iuva clinically impornsnt etfects on the

should be

$2% of (LW t study in
adults, a similar effect was observed lhcv two once-daily
10-mg coses of SINGULAIR.

tn pecistric panents 6 to 14 vesrs of age, uting the 5-mg
chewabie tablat, a 2-0ay cr stugdy
eHects similar 1o those obsarved in aduits when evercisechal-
lenge was conducted at tha end of the dosing interval li.e., 20
to 24 hours after the preceding doss).
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INDICATIONS AND USAGE

SINGULAIR 13 indicated for the orophviaxis and chronic
treatment of astnman acults and pedistric patients 6 yosrs of
3ge ano oider
CONTRAINDICATIONS

Hypersensiivity to any component ol thia product.
PRECAUTIONS
General

SINGULAIR is not indicated for use in the reverssl of bron-
CNO3DASIN N ACUIS ISTAINA ANACKS. InCiLding status sstnmati-
cus.

Pauents should be advised 10 Nave SPDIODN S rescus med-
icatron available. Therapy with SINGULAIR can be continued
during acute exacarbations of asthma,

Whiie the dosa 0f inhalsd CONicONErDId Mey be resuce
graduaity under medical supeevision, SINGULAIR shouid not

sod the AUC ot ast ap0: y 40% foliow-
ing a mngie 10-mg dose of montelukast. No dosage ldnul-
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? in, L wrth SINGULAIR.
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goses up to 200 mg/kg/cay {anoroximataly 160 timas the
maximum recommended daily orsil dose in adulls and 190
timos the Maximum recommended daily oral dose in chil-
dren. on a mg/m? bass) or in 8 92-week carcinogenicity study
n mice st ora) doses up 1o 100 mg/kg/dey (approximately 40
times the maximum recommended daily orsi dose in sdulis
and 50 times tho maxxmum recommended daily oral dose in
children, on a mg/m? besis).
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200 mg/kq (approximstely 164 timeg the maximum recom-
mended daily orsi dose in adults, on s mg/mi basis). No
offects on temale fertility or fecundity were observed at an
oral doss of 100 mo/kg (approximately 80 times the maxi-
mum recommended doily oral dose in adults. on & mg/m?
basis). Monteiukast had no effects on fertility in male rats at
orsl doses up 1o 800 my/ig (approximately 650 thmes the max-

bronchoconstrictor response 10 aspirin and otner
aal ann-inflammatory drugs in aspirin-sensilive ssthmatic
oatenisises CLINICAL PHARMACOLOGY. Clincal Studies).
The ¢ JELE T dase \n O
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imum daily orsi dose in aduits, on 8 mg/m?
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Pragnancy Category B:
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ourning peariods of worsening asthma, and to CONLECT therr
Dhvaicians if thesr asthma is not weil controlled.
Pavents should .ba advised that oral tablews of
SINGULAIR are nol for the treatment of acute asthma
attacas. They Should nhave appropnate shor-ocung
innaled J-ag m tie to tresd ssthma
exacornations.
Panents snould bo advised that. whiie using SINGULAIR,
meoical dllention should be sought f short-acting
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01 was NOT Oboerved’

d daily orsl dose i aduits, on 8 mg/m? basis) andin
rabbits a1 078} 3oses LD 10 J00 Mg/kg/dey (spproxiMately 430
umet the meximum recommendsd dady oral dose In sduits,
on » mg/m? bawisl. Montelukast crosses the placenta follow-
ng oral dosing i~ rats and cadbits. There are, howaver, No 3de-
quate and weli-controtied studes in pregnem women.
6 snimal repr e NOL diways predic-
tive of human response. SINGULAIR should be used during
pregnancy onty if clearly nee0eo.
Nursing Mothers

Stuckes in rats have shown ihst Monteiukast 13 excreted in
milk. itis not known «f montelukast is excreted in human mitk,
Because many drugs sre excreted in human milk, caution
thould be exercised whon SINGULAIR 13 given 10 8 nurming
maihar.

Peaiatnc Use

The satety and off below the’
2ge of 6 yeers have not been num-m‘m Long-temm trisis
oVaIUALNG the effoct of chrone adrMmimsiration of SINGULAIR
ONn hnedr Growth in peciatne Patems have NOt been con-
ducted.
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Geriatinc Use

Of the 10w PUMbor o SUDKCTS in tlimaeal St of mon-
1tuRast. 3.5% were §5 veart ot age and over 80d 0.4% were 7%
vaars of ago snd over. No overail differences in satety or sttec:
UYENE33 Were ODSSIVED DETween thess subyects and YOungor
subjects. end Other reportat cliniCal eXPONONCe Nas NOL HOSNL:-
tind difterences in resDOMSSS between the siderty snd younger
PaneNts, DUt greatidr sansitvity of SOMs older INIoUals Can-
not be ruled out .

ADVERSE REACTIONS

Adotescents and Agults 15 Yeasrs ol Age and Oider
SINGULAIR has Deen gvatusted for satety 1» spproximataty
2600 scaoleacent $nd aduit patisnts 15 ysartotags end oiderin
chnical trials. In placebo-comroliad chucal thais, the foliowing
saverse expenences reponed with SINGULAIR occurred in
r than or eQual (0 1% of and st an
greater than that in pOUSNTE TS WIth DIFTADO, regaroiesy
of causality sssessmant:

Agversa Expanances Occumng m 21% of Pavents
with an Incidence Grester than that n Pavents Trestad weh Placedo,

Avgarciess of Causaiy Assessmom
SINGULAIR Paceto
10 mg/dey
1% (%t
(ne19%53) {ne i)

Sody As A Whois

Asthenva/taogue 18 12

Fever 15 (1]

Pain, aboomea) ph ] i

Tiaums 10 as
Digesove Syzrem Disorvers

Ovspepma 23 11

Gagroererms. intectows 15 [1]

Pem. certal 17 19
Nervous SysuemiPaychastne

Oizpnass 18 14

Hesdachs 184 8.0
Resprrstocy Systam Disorders

Congesvon, naset 15 13

Cough 2 24

Inftusnza a2 R 2]
StwSun Appendages Disorder

RAash X ] 12
Ladorscory Adverse Expenences’

ALY incrassad 21 X}

ASTincrenssd 14 12

Pyurs 1.6 [1]

*Numoer of gmu tosted |SINGULAIR and placsbo, respeciivety):
ALY snd AST, 1938, 1170; pyuna, 1324, 1189,

The frequency of less common adverse events was COMpPe-
rable betwwen SINGULAIR snd piacebo.

Cumuisuvely, 389 petients were trosted with SINGULAIR
for atiestt € montha, 480 for one yesr, and 49 101 two Years in
clinical trials, With tr the ad euperi-
ance profile did not l-gmﬁumlv change.

Pediatric Patients § ta 14 Years of Age
SINGULAIR has siso been d for satety in
Mmately 120 oedistnc patients 6 to 14 years of sge. Cumuis-
tively. 169 pediatric patients were tregtod with SINGULAIR tor
stieast 6 montha. and 121 107 ONe YOar Of IONGDT 1N Clinital th-
sls. The safety orofile af SINGULAIR versus piacsbo i the
double-bling, 8-wesk, pediatric effi trisl was g
similar 10 the acult sofety profile with the exception of lha
acverss events listed below. In pecistric Patants receiving
SINGULAIR, the foliowing svems otcurred with & fregquency
P who

22% and mors ¢ 4 y than in
of | : diar
mn. isryngius, Wmml. neused, otiis. sinusitis, lnc virsl
Thetr of less avents was

compsrenie betwsen SINGULAIR and piacebo. With pro-
10NQed Lreatment, the a0verse sxperiencs profile did Aot sip-
nificantty chenge.

OVERADOSAGE

No monalily occurred following single orat doses of mon-
telukast up 10 5000 Mg/kg 1N Mice (approximately 2000 hierves
the maxirnum recommanded daily orsi dose in aduits and
2400 times the maximum recommaendad daily orsl dose in
children, on a3 mg/m? baais) ana rats (spprommately 4100
times the Maximum recommendsd dsily ors! dose in sduits
angd 4800 1imes 1he maxifum recommended doily orsl dose
nciidren, anung/m b-m

No ifi bis on the of
overdosage with SINGULAIA. in chronic ssthma sludies,
kast has been »d st COsad LD to 200 Mg/

aay 10 patients for 22 weeks and, in ShoN-1erm sGes, ud 1o
500 my/day topati for opp ¥ 8 wosk without clini-

cally impOam adverse expenences. in mo ovem of overdase,
itis reasonable 1o eMPIOY (NG USLS) JUDPOTivE MOBSUIeL. 0.9.,
remgve unsDIOTDEC MBtens! from the GastrOVMEstingl fract.
employ chAicd) MONRONNg, 8nd INSINLLE SUPDORive tharapy.
if requiren.

1t i3 NOt knawn whaeth Jeagt is d by perito-
nest 018iyais ar hemodistysis.
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DOSAGE AND ADMINISTRATION

General informanon:
Adorescants ano Aguits 15 Years of Ags and Oloer

Tne dosage for adolescents and aduits 15 vears of age anc
olcer 13 0ne 10-mg tabiet daily 1o De 1aken 1n the evening.
Podiatric Pationts 6 to 14 Years of Age

The dosage for pedisiric patients 6 10 14 vears of age i3 one
5-rmg chewabis tablet daily to be taken in the evening. No dos-
age agjustmMent within this age group is necesssry. Sotety snd
etfactiveness in padistric pstients youngerthan 6 years of sage
have not besn estsbiished.

The safsty and efhcacy of SINGULAIR was gemonstrated in
ctinical trials where it was administares in the evening without
regard 10 the time of 1000 ingestion. There have been no tiini-
cai triais evaiuating the relative efficacy of morning versus
evening 0osing.

HOW SUPPUED

No. 3760 — SINGULAIR Tabiets. 5 mg. are pink, round, bi-
convax-shaped chewable tablets, with code MRK 275 on one
side and SINGULAIR an the ather. They ace supniied as fol-
lows:

NDC 0006-0275-3) unit of use high-density polyathylene
{HDPE) botties Of 30 with 3 polypropylane child-resistant cap,
on sluminum foil induction seal, and s silica gel desiccant can-
ister

NDC 0006-0275-54 unit of use high-density polysthylene
{HDPE) b at 90 with & polypropylene child-resi tcap,
an aluminum foil ind‘uclion seal, and a silica gel desiccont can-
[E3].14

NDC 0006-0275-28 unit dose paper snd aluminum foil-
backed aluminum foil peslabie blister packs of 100.

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

NOC 0006-0117-31 unit of use high-density polyethylene
{HDPE) botiles of 30 with 3 polypropylene child-resistant cap,
and sluminum foil induction seai, and a silice gol desiccant
canister

NDC 0006-D117-54 unil of use hign-density polyethylene
(HOPE! botties of 90 with a polypropylene child-resistant cap.
and aluminum-1oil induction sesi, and a silica gel desiccant
canister

NOC 0006-0117-28 unit dose paper and sluminum foil-
backad aluminum foil peelable blister pack of 100,

Storage

Store 1ha 5-mg chewabie tablets and the 10-mg film-costed
biota 3t room 1emperature 15-30°C {59-86°F), protected from
moisture and light.

€ MERCIC & CQ., INC., Wast Foin,PA 19486, USA

issuod February 1998
Printedin USA



IV. LABELLING COMMENT: (Needs to be sent to the sponsor)

The FDA version of PK subsection to be incorporated in the package insert is
shown below: '

Pharmacokinetics: Studies in rats with radiolabeled montelukast indicate minimal distribution across the blood-

brain barrier. In addition, concentrations of radiolabeled material at 24 hours postdose were minimal in all other
tissues.
Absorption

. For the 10-mg film-coated tablet, the mean peak plasma concentration (Cpay) is achieved 3 tod
hours (T, after administration to  adults under  the fasted state jn the morning. The mean oral
bioavailability is 64%. The oral bioavailability and Cp,y are not influenced by a standard meal in the momning.

~

In_one study, significant changes in Crpax (16%4), Trax (43%1),
and half-life (T) ., 7&%4-) were found when the 10 mg film-coated montelukast tablet was given to healthy adults

in the evening as compared to that in the morning under fasting conditions. _In another study when the evening
snack was given with the 10 mg film-coated tablet to healthy adults, minor changes in drug absorption were found

t that the mean T, Was significan decreased from 4.2 hr to 2.6 hr as compared to
the morning dose under fasting conditions,
For the 5-mg chewable tablet, the mean Cp,y is achieved in 2 to 2.5 hours after administration to . adults in

the fasted state. The mean oral bioavailability is 73%. The oral bioavailability (14%4) and Crax (48%1) are
ignificantly decreased and T,y (74%]) is significantly increased a standard meal,



._The 5 mg chewable tablet, however, was not studied

in the evening nor with cvemng snack in healthy adults or children.
Distribution

Montelukast is more .than bound to plasma proteins. The steady-state volume of distribution of
montelukast averages 8 to 11 liters.

Metabolism
Montelukast is extensively metabolized. In vivo metabolism study in humans show that parent compound,
montelukast, predominated in plasma (>80-90% of total radioactivity). In studies with therapeutic doses, plasma
concentrations of metabolites of montelukast are nearly undetectable at steady state in adults and pediatric patients.
In vitro studies using human liver microsomes indicate that cytochrome P450 3A4 and 2C9 are involved in the
metabolism of montelukast. Based on further in vitro results in human liver microsomes, therapeutic plasma
concentrations of montelukast do not inhibit cytochromes P450 3A4, 2C9, 1A2, 2A6, 2C19, or 2D6.

The plasma clearance of montelukast averages 45 mL/min in healthy adults. Following an oral dose of .

radiolabeled montelukast, 86% of the radioactivity was recovered in 5-day fecal collections and <0.2% was
recovered in urine. Coupled with estimates of montelukast oral bioavailability, this indicates that montelukast and
its metabolites are excreted almost exclusively via the bile.

In several studies, the mean plasma €T3 of montelukast ranged from 2.7 to 5.5 hours in healthy
young adnlts. The pharmacokinetics of montelukast are nearly linear for oral doses up to 50 mg.

During once-daily
dosing with 10-mg montelukast, there is little accumulation of the parent drug in plasma (-14%)
- Special Populations

Gender: The pharmacokinetics of montelukast are similar in males and females.

Elderly: The pharmacokinetic profile and the oral bioavailability of a single 10-mg oral dose of montelukast
are similar in elderly and younger adults. The plasma T}, of montelukast is longer (6.6 hours)
and the plasma clearance is reduced (31 mL/min) in the elderly. No dosage adjustment in the elderly is required.

Race: Specific pharmacokinetic study for differences in races has not been conducted.

Hepatic Insufficiency: Patients with mild-to-moderate hepatic insufficiency and clinical evidence of cirrhosis
had evidence of decreased metabolism of montelukast resulting in approximately 41% higher mean montelukast
area under the plasma concentration curve (AUC) following a single 10-mg dose. The elimination of montelukast
is slightly prolonged (meanTjp . 7.4 hours) and plasma clearance is reduced (27 mL/min) as compared
with those in healthy subjects. No dosage adjustment is required in patients with mild-to-moderate hepatic
insufficiency. There are no clinical data in patients with severe hepatic insufficiency (Child-Pugh score > 9).

Renal Insufficiency: Since montelukast and its metabolites are not excreted in the urine, the pharmacokinetics
of montelukast were not evaluated in patients with renal insufficiency. No dosage adjustment is recommended in
these patients.

Adolescents and Pediatric Patients: The plasma concentration profile of montelukast following the 10-mg
film-coated tablet is similar in adolescents 215 years of age and young adults. The 10-mg film-coated tablet is
recommended for use in patients 215 years of age.



Pharmacokinetic studies using either the chewable tablet or film-coated tablet show that the plasma profile of

the 5-mg chewable tablet in pediatric patients 6 to 14 years of age is similar to that of the 10-mg film-coated tablet
in adults. The 5-mg chewable tablet should be used in pediatric patients 6 to 14 years of age.

Drug Interactions

Montelukast 10 mg once daily to pharmacokinetic steady state:

did not cause clinically significant changes in the kinetics of an intravenous dose of theophyiline.
did not change the pharmacokinetic profile of warfarin or influence the effect of a single 30-mg oral dose of
warfarin on prothrombin time or the INR (International Normalized Ratio).

did not change the pharmacokinetic profile or urinary excretion of immunoreactive digoxin.
did not change the plasma concentration profile of terfenadine or its carboxylated metabolite and did not
prolong the QTc interval following co-administration with terfenadine 60 mg twice daily.
Montelukast at doses of 2 100 mg daily to pharmacokinetic steady state: .
did not significantly alter the plasma concentrations of either component of an oral contraceptive containing
norethindrone 1 mg /ethinyl estradiol 35 pg.
did not cause any clinically significant change in plasma profiles of either prednisone and prednisolone
following administration of either oral prednisone-or intravenous prednisolone.

Phenobarbital, which induces hepatic metabolism, decreased the AUC of montelukast approximately 40%
following a single 10-mg dose of montelukast, no dosage adjustment for montelukast 1S
recommended (see PRECAUTIONS).

Under the DOSAGE AND ADMNINISTRATION section: The words “ and adolescents” should be added

Adults “and adolescents” 15 Years of Age and Qlder

The dosage for adults “and adolescents” 15 years of age and older is one 10-mg tablet daily to be taken at
bedtime.






