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AHEBRIEE - MR, MEERERER, MEEER, HAPRT—MEEER. BHER, =Bk



swEe | pew | B | BE ) ST wmam | EROW
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1A% | @& | - | @e e 99.4
3»A% | ms | - | @A - e 99.5
6,88 | me | ams | ms e e 99.8

(1) 2 T WHREOHB DR

(2) BN ORI ERIEE | IE 281~285nm. 325~329nm. 343~347nm & 357~

361nm ([ZIRINDEA 2T

(3) FRRME - JFEME A 1X 1.5%LUIT, g8 B & 0.15%LA T, 2 LIS OER D%
WE L 0.1% T, EeYEEest (REPICHR T EEYE C. D, E. F2k<) &

1.8% T TH %,

(4) ZEH—MHER  HIEED 15.0% 2 BA 720,

(5) 20 I 85%LAE (7 V)UEEES ~ U ¥ AR (1—200) 900mL. /¥ KL, 50rpm)

(6) FED 95.0~105.0%

REAERE AW EAR (40C, HAEE 75%. 6 #A) ORER. @EOHEE T

BWT3FHLETH D Z ENHERIE NIz,

O 7V Eo—FEROZEEHER 2

aEJPRE : PTP ¥ — b
ABRSRAT

OREITX I DLEMHER : 40£2C. 3 »A GEY)

QEE 1IN DLEMFER : 252 C/75+5%RH. 3 » A (&%)
ONtTx I >R EMFER : MIEE 120 77 1x - hr/25C (20001x)

ABRIEE MR, EHEER, =R, HE
., e o | e | EERER | @
A BRIE H MR | MEEEER | EHEER (%) (N)
AR (D (2) 3 (4) (5)
B BRI R = BE HE 99.2 71
OlnE 3 A% = HE e 99.7 76
Qe 3 A% = e e 98.6 64
\ 94.9
y _ \ ‘ 93.3
@t 60 /7 1x - hr e RASHt BE GEEIL) 70
\ \ 91.5

(1) 5 TWIREDHE DR




(2) &g FEYE A X 1.5%L T, E&EWE B 1 0.15%LI T, 2SN OEA DR
PIE(Z 0.1%0 T, EeEast (REPICHR T 28EWE C. D, E. F Zk&<) &
1.8%ATTH %,

(3) 20 73l 85%LAE (7 VIUEiEES ~ U~ AR (1-200) 900mL. /¥ FJLE, 50rpm)

(4) FrED 95.0~105.0%

(5) ZE(E

O EEFRETOLEM SR ¥
ABRIRAT
OIRE I DLEMHER : 40£2C. 3 » A GEX - JES)
QEEITN T DLEMHER : 25£2C/75+£5%RH. 3 » A (&Y - B
@ITH T DR EMHER | HIRE 120 5 1x - hr/25C (20001x « KUEEER)
ABRIEE | IR, wHIEER, EEHER, #E

] SR
SEATEE MR
SEWEA | MEWEB | BiRk | aRenER
s 1) )

SUEABIIAES e 0.27 BiEd | e 0.27
OBE | 3.A% | Ea 051 BHET | 003 0.61
@BE | 3xA® | @Ea 051 BHET | 003 0.59

o 0.37 0.95 391
3073 Ix - hr = 1.32 GERESD | GRIESD (L)

" , \ 170 0.33 0.98 437
©% | 60FIx-hr | BEE | sy | oggiged | GRS | GBS
o 2.47 0.30 1.04 5.32
120 51x-hr| BS | geien) | gmiksd | G@EM R

aBRIEE B HEER e (%) e (N)

Rt (3 4) (5)

A BRFR LA e 99.2 71

OlmE 3 7 A% e 96.9 75

QlzE 3 A% e 99.6 48
. 91.8
. _ R 89.6
. 84.7

(1) 2 T WHREDOHBDHRTE

(2) JHizE - JEWE A 12 1.5%LT, FE&EME B (2 0.15%L T, £NSNDOEL DFE#F
PE(Z 0.1% T, ExEast (REPICHRT 28 BWE C. D, E. F Zk&<) &
1.8% AT TH %,



(3) 20 73l 85%LAE (7 VIUEiEES ~ U ¥ AR (1-200) 900mL. /¥ F/LE, 50rpm)
(4) FED 95.0~105.0%
(5) BEfE . TEBHF TR, BERMA 30%LUILET IR(LHO (RIEM) . »DOEED 2.0kg

B (19.6N) RKiaDHa. [REHD GRS L Tnhd,

ZEMDFME [§EH - 17 )VAIDEaZRE TOREMHBREITONT (FH) Fakll &F
8 A 20 B IZEEEH S Nz FHERIEE OFHIEIE IR > 7z,
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B2=19224%

. fFIEDESZEL WIELFRIR(L)
ZUER 2L

el

(EHZEBOELIE] 2
[BRERDOEYZNREETERA 1 BT A EDO—HMBEITONWT FEREEEF 02295 10
5 k24 F2H 29 B) ] IZHED,

S | BAREH —REBREEhaRE O V)
pH1.2 | BAEEH BHERE 1R
pH4.0 #57z Mcllvaine DREER
pH6.8 | HAEEH iEHiEERE 2 )
7k HASES K
50rpm pH1.2 TRV /)L xX— b 80 % 0.01%
H1.2+P :
e | PR P S| W)
P H4.04ps | PHAO KD )Lx—1 80 % 0.01%
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Kz YV b_— bk 80 % 0.01% (W/
pH6.8+PS | {1
KIZHK YV bR— b 80 % 0.01% (W/
100rpm | pH6.8+PS V) W0
SBAE : 000mL  BEBREE : 12 Xyt
S | Wik ax b5 T 1 —
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Eﬁi;&z = N Mz =2 D
(rpm) BRI | E B
EEAEBIH AV AE X N 7= RERISRSIC 51T 2 AR 1/2 DR
H19 KA ELLES, ROBEESN-RBEBICH N T, SBEE 0
pHLL. SEHSYE HER HMEEERUF D SEAIE IR + 9% DEFIC 3 D, U T2 B
BOMEH 53 LIETH D,
PH4.0 | mwesgssie S - REERIC B0 T, REREEI O T R AE
pH6.8 YERUF D TV =R + Q% DEIFIZ 5 5o
50 TEEEBUF AR AE X N 7= RERISRSIC 517 2 HIELROD 1/2 OISR
7K R EL RS, ROMEE X NSRBI B0 T, REREEID
SV R HVEHE IR D P R+ Q% DEFRIZ 5 Do
DH1.2+Ps | EEBAASIE S BRI 51 3 PIREHED 1/2 OFIEH
' RATTESRES, ROREXN-RBEEICH N T, SHBEE 0
SV R HVEHE IR D S R+ 1 2% DEFIC 5 Db, XU £2
PH4.0+PS | gt 46 LI ETH 5.
pH6.8+PS | EHE8IH| DSEATVEHIZRAS 40% % T 85%FHEMDEIZ 2 BT 31
T REREUHI O S H R HMEHERIA D SEAIVE IR + 1 5% DEFEIC H
100 | pHE.8+PS | 24, X f2 BESOMEIL 42 DL ETdh B,
- HErGEE
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& a0 L £ 40 |
i@ i@
20 - 20 -
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0 30 60 90 120 0 60 120 180 240 300 360
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(50rpm. pH6.8) (50rpm. 7K)
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(1) AFNG. O TENTh, BARACIRAT 2 2 L.
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VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
04 2~ ZURERBETEE (77 )07 A b KFID)

2. EIB{EH
(1) YEFESRMI - YEFtERS
TUWVF—=DAT 4 T—¥—D1DThsurabUxy (LT) ORBEKIZE, cysLT]1 %
k& cysLT2 ZBEMNH DH, AEL cysLT1 ZEEEWFETH D . [REXMBITHN SN,
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VI. EYEREICE T HIEE

1. MEEDHER - BIEE

(1) BB LEMRMmEEE
R L
(2) REMOiEERERRS
REBRAS T
K58 ®575% Tmax (hr)
OMHIE L T/K THRFE 3.0£1.0
15 wprgE | @O FER L COKTHRA 2.8+0.8
(BXTNAALELTOmE) | BOKRS | @mEEL Tkz L CIRA 2.7+0.8
@O B L TR L CRRA 3.0£0.6

(3) ERFREER ClEsR S NI MRE
(EM=rE S EeR] ©

(Mean=S.D., n=20)

[ RERRDEYZHNEENTRT A T EDO—EHIEITONWT CEi 24 2H 29 H

i HREREEFR 022958 109)] 1T/,

OEIE L T/KTHRA

EVTIWAANF 2T 7)VEESmg [JG] LEFEERAZ, 70X F—N—KlZdbZzhZh 1
#€ (E>TIVAARELT5mE) MEMASEFITK150mL & & ITHREREREORS LT
MERFREZMEREZREL . BONLFEMFE/ T X—5 (AUC, Cmax) (Z2\WT9I0%
EREXE T Ciat##tT 217 > 72#3R. log (0.80) ~log (1.25) D&#ENTHO . HAHID

VRIS DR X Nz,
(ng/mL)
400 ¢

350 | —o— EVTIARMF 2T TLEESMg ]G]
ik i —o— EMEBIR| (F 27 7 VEE. Smg)
Mean=®S.D., n=20

qr. . .
01234 6 8

12 24
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<EWENEE/ ST R — 4 >

HIE ST X —% SEINTA=Y
AUC0724 Cmax Tmax T1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
ELTIVAAR 212158+ 286.23+
F 277 )Vsk 5mg [JG 733.63 6231 30£1.0 | 52%2.9
| 2134.42+ 308.24+
(F27 7V 5mg) 598.88 58.13 28+08 | 4.3%1.0

(Mean=*S.D., n=20)
MEFFREWNZ AUC, Cmax FED/NT A= 1d, #HEREOFR, FROFIEE - FREED
BT L > TERDO[REM DD 5o

<[FIFEHDHIERER >
AUC .94 Cmax
2 BUE| DT DE log (0.9788) log (0.9233)
90%EFEXH log (0.8973) ~log (1.0675) |log (0.8463) ~log (1.0074)

@OrE#E L TKTIRA
EXTIVARANF 27 7)ViE bmg [JG] LEEREAZ, 70AF—N—§Eicdbzhzh 1
& (BT IWAANELT5mg) BEMAEFITK150mL & &b ITRBEREOKS LT
MERFRBIEREZREL . FONLEWEHE/ T A —F (AUC, Cmax) (Z2WT90%
ERXEAR T Ciati#T 217 - 72#3R. log (0.80) ~log (1.25) D&EHHNTHO . HAID
AEMIERIREFE DR S N7z,

(ng/mL)
400 ¢
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<EWENEE/ ST R — 4 >

HENTA=5

SENTAX=Y

AUC, 44 Cmax Tmax T/
(ng-hr/mL) (ng/mL) (hr) (hr)
ELTIHAR 2077.73+ 309.63+
F 27 7)V8% bmg [JG 604.43 72.49 28+08 | 4.7+1.1
R 2097.48+ 326.54+
(F27 7V 5mg) 469.83 68.79 26£0.9 | 47+1.1

(Mean=S.D., n=20)

MEFPEERETIC AUC, Ciax %0015 A —5 (&, BBREOER, FROFNEL - BEZ0
SERGRIFIC & > TR BARENS Do

<[FIFEHDHIERER >
AUC .94 Cmax
2 BUE| DT DE log (0.9830) log (0.9459)
90%EFEXH log (0.8757) ~log (1.1035) |log (0.8432) ~log (1.0611)
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& (E2TI)IVAA R ELTOmE) BEMRAEFIHRERDOEORS U TMRPRRUEERE
Z2HEL. FoNEMER/Z X -5 (AUC, Cmax) [ZDW\WT 90%EEXMEIEIC CTHfiat
fEtT 247 > 1R, log (0.80) ~log (1.25) D#EHENTH D, HAIDEYIZHIEEME A E
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(ng/mL)
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<EWENEE/ ST R — 4 >

M5 A— % BENTA—Y
AUC .4 Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
EUFLAAL 2157.02+ 32319+
#2774k 5meg [JG 689.08 80.22 27+08 | 42+16
| 2149.09+ 339.86+
(F277 VG 5mg) 671.26 90.64 22%0.7 | 45+16

(Mean=*S.D., n=20)
MEFFREWNZ AUC, Cmax FED/NT A= 1d, #HEREOFR, FROFIEE - FREED
BT L > TERDO[REM DD 5o

<[FIFEHDHIERER >
AUC .94 Cmax
2 BIFIDFDE log (1.0014) log (0.9617)
90%EFEXH log (0.9181) ~log (1.0923) |log (0.8716) ~log (1.0611)
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Iz,

(ng/mL)
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F 300} Mean=S.D., n=20
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<EWENEE/ ST R — 4 >

WS A— BENSA—F
AUC 44 Cmax Tmax Ty
(ng-hr/mL) (ng/mL) (hr) (hr)
EoFLA AR 2171.45+ 32891+
F27 7V 5mg [JG) | 876.88 108.92 3.0+06 | 4.2+09
| 2160.72+ 339.62+
(F277 V8. 5mg) 649.17 70.63 25+12 | 45%11

(Mean=*S.D., n=20)
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AUC .94 Cmax
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90%EFEX log(0.9239) ~1og(1.0381) | log(0.8953)~1og(0.9999)
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ZUBERRL
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18 wnpram |@OH¥EME L OKTHRA 0.1578+0.0469
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(2018 12 A)

8.1 Pregnancy
Risk Summary

Available data from published prospective and
retrospective cohort studies over decades with montelukast
use in pregnant women have not established a drug-associated
risk of major birth defects /see Data/. In animal reproduction
studies, no adverse developmental effects were observed with
oral administration of montelukast to pregnant rats and rabbits
during organogenesis at doses approximately 100 and 110
times, respectively, the maximum recommended human daily
oral dose (MRHDOD) based on AUCs [see Data].

The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.

Clinical Considerations
Disease-associated maternal and/or embryo/fetal risk

Poorly or moderately controlled asthma in pregnancy
increases the maternal risk of perinatal adverse outcomes
such as preeclampsia and infant prematurity, low birth weight,
and small for gestational age.




HH B EHAH

KEDHRMXE |Data
(2018 £ 12 A) |Human Data

Published data from prospective and retrospective cohort
studies have not identified an association with SINGULAIR
use during pregnancy and major birth defects. Available
studies have methodologic limitations, including small sample
size, in some cases retrospective data collection, and
inconsistent comparator groups.
Animal Data

In embryo - fetal development studies, montelukast
administered to pregnant rats and rabbits during
organogenesis (gestation days 6 to 17 in rats and 6 to 18 in
rabbits) did not cause any adverse developmental effects at
maternal oral doses up to 400 and 300 mg/kg/day in rats and
rabbits, respectively (approximately 100 and 110 times the
AUC in humans at the MRHDOD, respectively).

8.2 Lactation
Risk Summary

A published clinical lactation study reports the presence of
montelukast in human milk. Data available on the effects of the
drug on infants, either directly /see Use in Specific Populations
(8.4)] or through breast milk, do not suggest a significant risk
of adverse events from exposure to SINGULAIR. The effects
of the drug on milk production are unknown. The
developmental and health benefits of breastfeeding should be
considered along with the mother’ s clinical need for
SINGULAIR and any potential adverse effects on the
breastfed infant from SINGULAIR or from the underlying
maternal condition.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020829s
070s071,020830s072s073,021409s048s0491bl.pdf (2019/04/02 77 £RA) >
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ADEC : An Australian categorisation of risk of drug use in pregnancy | Bl

ZE . HEOBE

ADEC : An Australian categorisation of risk of drug use in pregnancy

B1 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.
Studies in animals have not shown evidence of an increased occurrence of
fetal damage.

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database

(2019/04/02 727 1A) >
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KEDHRAMAE |8 USE IN SPECIFIC POPULATIONS
(2018 £ 12 H) |8.4 Pediatric Use

Safety and efficacy of SINGULAIR have been established in
adequate and well-controlled studies in pediatric patients with
asthma 6 to 14 years of age. Safety and efficacy profiles in this
age group are similar to those seen in adults [see Adverse
Reactions (6.1), Clinical Pharmacology, Special Populations
(12.3), and Clinical Studies (14.1, 14.2)].

The efficacy of SINGULAIR for the treatment of seasonal
allergic rhinitis in pediatric patients 2 to 14 years of age and
for the treatment of perennial allergic rhinitis in pediatric
patients 6 months to 14 years of age is supported by
extrapolation from the demonstrated efficacy in patients 15
years of age and older with allergic rhinitis as well as the
assumption that the disease course, pathophysiology and the
drug’ s effect are substantially similar among these
populations.

The safety of SINGULAIR 4-mg chewable tablets in pediatric
patients 2 to 5 years of age with asthma has been
demonstrated by adequate and well-controlled data [see
Adverse Reactions (6.1)]. Efficacy of SINGULAIR in this age
group 1s extrapolated from the demonstrated efficacy in
patients 6 years of age and older with asthma and is based on
similar pharmacokinetic data, as well as the assumption that
the disease course, pathophysiology and the drug’ s effect are
substantially similar among these populations. Efficacy in this
age group is supported by exploratory efficacy assessments
from a large, well-controlled safety study conducted in
patients 2 to 5 years of age.

The safety of SINGULAIR 4-mg oral granules in pediatric
patients 12 to 23 months of age with asthma has been
demonstrated in an analysis of 172 pediatric patients, 124 of
whom were treated with SINGULAIR, in a 6-week, double-
blind, placebo-controlled study /[see Adverse Reactions (6.1)].
Efficacy of SINGULAIR in this age group is extrapolated from
the demonstrated efficacy in patients 6 years of age and older
with asthma based on similar mean systemic exposure (AUC),
and that the disease course, pathophysiology and the drug’ s
effect are substantially similar among these populations,
supported by efficacy data from a safety trial in which
efficacy was an exploratory assessment.
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The safety of SINGULAIR 4-mg and 5-mg chewable tablets
in pediatric patients aged 2 to 14 years with allergic rhinitis is
supported by data from studies conducted in pediatric patients
aged 2 to 14 years with asthma. A safety study in pediatric
patients 2 to 14 years of age with seasonal allergic rhinitis
demonstrated a similar safety profile [see Adverse Reactions
(6.1)] The safety of SINGULAIR 4-mg oral granules in
pediatric patients as young as 6 months of age with perennial
allergic rhinitis is supported by extrapolation from safety data
obtained from studies conducted in pediatric patients 6
months to 23 months of age with asthma and from
pharmacokinetic data comparing systemic exposures in
patients 6 months to 23 months of age to systemic exposures
in adults.

The safety and effectiveness in pediatric patients below the
age of 12 months with asthma, 6 months with perennial allergic
rhinitis, and 6  years with  exercise - induced
bronchoconstriction have not been established.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020829s
070s071,020830s0725073,021409s048s0491bl.pdf (2019/04/02 77 £RA) >
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#EDO SmPC  |4. Clinical particulars
(2018 F 10 H) |4.2 Posology and method of administration

Paediatric population

Do not give Singulair 5 mg chewable tablets to children less
than 6 years of age. The safety and efficacy of Singulair 5 mg
chewable tablets in children less than 6 years of age has not
been established.

4 mg chewable tablets are available for paediatric patients 2 to
5 years of age.

4 mg granules are available for paediatric patients 6 months to
5 years of age.

< https://www.medicines.org.uk/emc/product/197/smpc/print (2019/04/02
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