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ARHEFEGIZED AT 0L FOWET I L5102 EHT T
WalfTH T &,

9.5 1@
TEIT IR L T A AT EtE 0 & B cticid, R EOFRED
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11.1 EXEEIER

111 7F747%2— (HEARH)

11.1.2 IMEZE HEEAH)

11.1.3 BIERFL. FFR. FEEES. BE (IO BEEARH)
11.1.4 hEMREIRIFEFBAIE (Toxic Epidermal Necrolysis :

(ng/mL)
800

—O— EVFAAANF 2T TVEE
5mgday
=7\ Py = R

1HH

700

TEN). RERIEIREREE (Stevens-JohnsonfEfREE) . SHAIBE i 500
(Wb SHEEAR) o
1.1.5 MR () "
WEIR & LT, SRBE. S, s ISR o i@ ssd & b i 300
NHZENHD,
1.2 ZDMOEHER 20 i
0.1~5% A1 HEEANH 100
W EUE B9 Z 9 HE, ér:ﬁ'ﬂ" JiF-fik @ 0
TR BRI 1 0 6 12z 18 21: 0 2
bk ot HE Y iy NI 2 Y 1] h
FiFiiieeR | 0E. R %E\ %ﬁm%Hh1%ﬁZ< B NBBEC B 5T 70 A kT T 7L Sl A o R A
ﬁﬁ* AR, XI5 ®
,—‘- B A
bi“‘ 2 (LT #1 NRBER ORI BU 3 EWHIE T A~
), ‘%ﬁ‘;, ?E e, 2k . —_——— Crnax t12t AUCo21tr AUCow
7rl_ VR RNER, B ’ < (hr) (ng/mL) (hr) (ng - hr/mL) | (ng - hr/mL)
L RLERE. AR, oy LI H | 1216 | 6302234 | 399042 | 41701000 | 4250+1000
Eﬂu_lékf R PERTIHE | 43214 | 628=222 | 408055 | 4910%1260 | 50301280
- 25 Jili i B b 4 i ) L | 5310 | 580136 | 468041 | 470=1120 | 46901210
RS T, JE . B AR AR, [TN% UAMTHE | 33510 | 660124 | 506=032 | 4680=1030 4960+ 1120
HE/:\ ﬂ’*l’?’b‘)‘ g 1 “ﬁ ' KGR T TFNAALF 2T T ANGEbmg (NREH), ELFVAAR T A VA T—
- AL » LS T4 ¥ 7 $E10mg (fEHER )
i T+ RS, n=7 CMNEEH). n=8 (HHHA)
s s B Al = TR Y v v 7 F A 7R R
Ll frpkae s, AST B3 1613 F2FIIRET VA5 1 > TROENHIED LR
ALT LS. AI-PES. - BRI EY F LA A M F 27 7 NE10mg RS FUAR T AV AT—5 1
GTP LA, e L E ~ ¥ 7 510me® %5 LS aORMMENT A — S ETROLB) ThH (K2) 9
R BEAT—% )0
(IREEED R A % e . B 2 RIEBUC B 2RI ST A —
I R OHI Tinax " Cunax t12 AUCo
g (hr) (ng/mL) (hr) (ng - hr/mL)
Zofl LS. RIEM, MR, R\ BEE (S, S o g o g i
> - e P mg CT 20+03 4937+83.1 48+03 29388 +583.1
LA, BRI, B SE) . . BhE. R, " TTo0n - oe "
5 R 4 = g (A o 10mg FCT 40=14 3334=1096 46+06 24476+ 7790
jf’*ﬁ Eb”\ WH LN Jers Bidy. 997, BB n=16. T+ EHEfFE, CT: €27 VAR FF 27 TG FCT: Ev 7 LA A LT 4
7)) FEA IR )l/A:’ T4 T
) RIEIOBIER, $EAl, F 27 7V 5EA, MRA T ORI N el .
RO & B “ 0T TR e s o L
REBROBER T ALY TH Zo EVFNAALF LT T VESmg [HIET] L3> 7 L7 F 27 7 ViSmgh. 7 04
F=nN—FEIC L) ENENLEE (EX 7B A ME L Tomg) flEER AT M 12 £ B ]
14, WHEEORXE B (B - A 05 U - k7 LIS R O TIPSR - Kb b #5513

141 FEFZFEBEOTE

1411 PTPUHEOHEHFIIPTPY — ALY LTI 2 L5
/84252 &0 PTPY — FOREEKIZE D WS A B A & kst
TR L. BISIRZEILA B 2 L CHEMSI S5 00 T 7 & DEIE % B
BITLIENDH D,

14.1.2 AHNZ. BEHFOFEIILPDLTHEG TE S,

14.1.3 KHENEZ, OHTE? T DAL TEWTIRAT L2 &,

15. ZOMOER
151 ERPR{ERICE D {1E#

77t AR IR AR L SR & 0 RASA A AT 2 AT - 725 R A

FIP 5-#£9,929B1 H 1112 BV THE %F‘#‘%{%%ﬂtm:ﬁl/
Ty 79 RE77806IC B VT HIREE ‘E&)%ﬂf;#ot%
7. 7°—7Jcﬁiﬁ”ﬁwk;fc%ﬁ46“ft$%ﬂ%% ARETNT B AT o 7ok

Ro ATEVZALICBE S 2 H5 (RIR, %%Mﬁil& £) A
11,6736 31951 (2.73%)

REFG
77 1 RS 827HI 20061 (2.27%)

WCBWTRDHLNZH, MetFEN 2 AEEIRO LN o
722, [85 ZH]

16. EYEYRE

16.1 MARE

16.1.1 HERE

HEHEBASHICE Y TV AR T 4 VA T—F £ ¥ 7 §E10mg™) & ZEIEIG 2 H [l 14
HL7zb & £ 7VA A b OISR H G- 39 #212 f im MAE HIE FE (Cnax)
526ng/mLIZ3E L, TR () 4A6KERITHA L7z $ 70, MUAEHRRE — RERE i
T (AUCo) 133840ng - hr/mLTd - 729,
16.1.2 RIEHRS

BRED & P EHIE O/ NEREXMEREICE Y T VA A MNF 27 7V EE5mgx 1H1E7H
M EE R ARSI G- L7z & & TH B34 5123 1M 7H B 13425 %4 3WE ] 12 Crnax
(630ng/mL % 10%628ng/mL) 1Z3E L., tizldwind B L Z4EHTH-72 (TR 1H
H & O7H HOAUCo24n: 3 Z 112 14170ng - hr/mL % 04910ng - hr/mLTd - 72, [fi4E
PIZEYTUAAMIEEAEEH LW EAVRRE NI (KD 99,

JEEPE SR - R 7% L) LTL[LL‘J;%H—'JE YTV A MRFERE L RS NS <

7 A =% (AUC. Cmax) 22 TI0%ME X B\ THERHIEAT 217 > 72/ B log
(0.80) ~log (1.25) OFEFHANTEH Y . THI DLW =R A FEEDHER S 726,
#3 HEYBE ST A =% (WG - Kb D ET)
HEINT A =% BHEINT A =4
AUCo-24nr Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
EYTINAAMF T TIVEE . e .
Smg [HET] 1981 £401 309+62 225+059 | 468 =040
YT VT T 2T 7 IVEEbmg 1986 + 429 314 +46 2.35+060 | 476 +048
(1865, Mean+SD., n=24)
(ng/mL)
400 4
—@—EXFINHRXMF2T T IVEESME [AET]
A LG UTF AT T IVERSME
%300 ] 1$2#%5, Mean*S.D,, n=24
th
z
~
z
% 200 1
2z
£
PN
E
100 -
0 T T T T T T
0 4 8 12 16 20 24
RS (hr)
MR EENERs (G - KD Y %5
F4 SEMBENT A —% (HMG - K% LIES)
HEINT A —F BEINT A=Y
AUCo-24nr Cmax Tmax tu2
(ng - hr/mL) (ng/mL) (hr) (hr)
EYTIVARNT 2T TIVEE .
Smg [HET 2114 =499 299 +53 294+130 | 479+054
YU TVTF 2T 7 VEESmg 2152+543 301+57 2.35+0.60 | 482+0.56
(188845, Mean=SD., n=24)



(ng/mL)

—@— ELFNAXNF2T T INEESMg [HETL]
- DPILTF 2T TIVEESME

132425, Mean£S.D., n=24

0 4 8 12 16 20 24
R5fE (hr)
MSErRRENERS (IR - K 7% LI5S

b IWEEE ST A— 5 (DENER - Kb Y i%5)

HEIST A= 4 BHEING A—F
AUCo-24nr Cmax Tmax ti2
(ng - hr/mL) (ng/mL) (hr) (hr)
EVTIVARNT 2T TIVEE|
Smg [HET) 2141 %697 312+60 266+0.75 | 500+0.82
YTV T F 2T TIVEESmg 2165677 305+ 56 266+089 | 494+0.71

(1$E#%5-, Mean=SD., n=22)

(ng/mL)
400 1 ‘
—@— ELFINHRNFT TIVEESMg [RETL]
- DG ULTF AT T IVEESME
%300 188485, Mean®S.D., n=22
th
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#5fE (hr)
e R EENERS (TIRENER - KD 1 35

6 HWEE ST A — 5 (ENER - K% LIS

HENT A—F BEINTA=S
AUCo~24nr Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
EYTIVARNT 2T T IVEE
5mg [ HET] 2144 +428 323+60 261+069 | 483050
YU TVTFaT T VEEbmg | 2042+426 318+58 250+083 | 477045

(1%E#% 5, Mean=SD., n=23)

(ng/mL)
400 - ‘
—@—ELFIARNF 2T TIVEESME [HETL]
A YPGLTF 2T TIVEESME
%300 1§2#%5, Mean+S.D., n=23
b
£
>
7
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Z
N
B
E
100
0

0 A‘t é 1é 1‘6 éo 2‘4
5 (hr)
B R (DU - A L)

MAEHEEEIE ONZAUC, Cmax%0/35 A — &1, BiBrg OEI, R ORBUA L - B
4 D SERGMES & o TR WD D B o

16.2 BRAR

16.21 BEOHE
FEHEBNIZE Y TV A M F 27 7 )V EEbmgh BB 535 2 L2 & ) 2RI AT
I o6 TE A FE B HF R (Tmax) (2.3 0.9HFI 2> 54.0 = LOBFRIIBEE L 720 F 72,
Cumaxl 3488 * 66ng/mL7> 5256 = 82ng/mLI248% 4 L. AUCIZ2730+ 743ng - hr/mL7>
52386 £498ng * hr/mLIZ13%A L7270 JHEIAT— %),

16.2.2 EWFHFIRAE
RN \ZE YT VI A NF 27 TVESMgh N E Y FVAA N T AV L T—F 4
> 7§ 0mgh 55 L7z & & O R FIHEIL 2 2 73% K UHI64% Td - 727
FEAT—%) o

16.3 2

16.3.1 BEEMBAE
EYTNAAMDE MIHEEH L OFEEEIZ9.6%TH o7z, E 7V A A MIERR
BFED T VT I ¥ RO a 1 FRVERER VR OT J71299% L LA & L 728 (in vitro) o

16.4 5
v MIBIFAEYTUH A S OEEHWILMG X F VIO KRBT R > VIV hr A
F LU ORI TH o720 TNHRBWOERICIZZNZNT b7 10— AP450
(CYP) 41Ty 5 CYP2C8/2C K UBA4HAS- L TH Y . CYP2C8ASE ¥ 7 V71 A

b OEEHEEHE TH > 720 [10. BH]

A A TV IEDIKEEALIRIE A VoK v B F AL % 210 5 2 & DR & LT
W5, In vitro WERIC & ) EHEEOMAERIRIETIE, £ 7V A MECYP3A4, 2C9,
1A2. 2A6, 2C19IE2D6% Bl L 2\ 2 E AR S N7z9 19,

720 in vitro RERIZ X ) E Y F VA A MECYP2C8% MLET 5 2 EAVRENI2A5 i
vivo I2BWVTIEE Y TV A MEEICCYP2C8 THEB S M 2 REW LR EHTH LY 7
V&Y E DIEREYH KB T, CYP2C8%HE L2\ 2 EAVR &N (S
ANF=%)o LIzdioT, EYFIVH A MEICYP2CS TR ENLHH (87 1) &+
WEE) ORBHEERIZSBVEEZ BN,

16.5 HEitt

16.5.1 HEHERAICE > 7V A b 71 7R VAIA00mg™ % BRI L7z & &R HR
ZALRIEMI SN o 723,

16.5.2 MK AICUCIERRE » 7V A b 7 VAN02mg) % HERE 5 L 72550
[ > 3 i B OVFR P REFEIEER 1 2 2 k086% . UN0.1% T - 7219 (JHEIA T — %),

166 BENEREHTHBE

16.6.1 FTi%BEREERE
B LR EEOIEREEO S L L EZICE S TVIANTANLT—T 4 V7
$E10mg™ % HLARE 155 L7z & & 40 212 Cmax 313ng/mLIZIE L, t1z2 86T
MU 720 taddBHER AN DATRENIZ LR T 2 ) . AUCo1322487+812.1ng - hr/
mL7*53167.2+13005ng - hr/mLIZ41%8 001 L 7216 170 (SREI AT — %),

16.6.2 EHE
BEERE (65 ~T3%) ST FUHANT AV AT—F 4 ¥ 7 §E10mg® % Hilalkg
%5 L7z & &, 281212 Cmax 495ng/mLIZIE L, ti2 66HFM T L 72, S
DAUCo» (3423.2+1344.7ng - hr/mL) (XEHEFEHEE (20M~485) DAUCL»
(3624.0+1257.8ng - hr/mL) & Il L CHEXZ R Do 721819 (BHEIAT—4),

16.7 EMHAEIER

1671 7/ /NIVEZ—IL
TERERR NS 7 = /7 7NV E 7 —)V100mg (14HRIRAE) #@EO3%5 Lz &, €270V
A M0mg® () % OGS BT 2 L €2 TV A b O AUCHI2K40%i5%
B0 (BEATF— %) [102 ZH]

1672 474U
BEEBNIZE Y T IVA A M h 7V E &SR (200mg® % 1H 1R6:8E R KEdH 5\ it
1H3E8H M) TRIOELS- L. 74 74 ) v OfROHS (250mgHil) & 5 v idi
RA#S (Bmg/kgHlal) & HFA L7z& & MR T+ 7 4 ) VBEOKT 2520 5
7h EVFNVAANTANAT—F 4 ¥ T EEI0mg® (10HHH) oS- 7
F 741 ¥5mg/kg (A1) OEFIRMIES OB TR 7+ 7 1 1) 2 ik oZ%1kid
B LN o720 (BEATF—5),

1673 FL K=V, FLRk=vOor
TEFEBNIZE » 7V A F200mg™® (6B ) & 7L K=V »20mg (HE) %K
FGIZEVBHLAZE &, L RV Y OAUCLITL F=v 0 » Dteh 7 I8
FEE ML CHBEIRT L722S, ZOMOIEMIIE ST A —Z I8 d ko7 £
7oy BEHERIZE ¥ 7OV A R 200me) (6 ) L 7L F=v1 > 20mg (Hif)
ERHIRPZGICE DL &, TV RV U ROT L F=va y o3EYHEZ NS
WL Z o722 BHEAF—%),

16.7.4 BOMIEE (TF-INIXMFTIF—I35ug//IVIF> KO 1mg)
BERBNIZE > 7 v A F100mg™ (8H W) & #EITRHESE (ZF= VA b T Y
F—=NW3Bug// VIF Ly Fu s ImgHlE) REOFGICEVHEHLAZLE, ZF= VT
ARG VA= WRO/ VEF Koy QYT TROEEE 2T ko728 (M
EIANT—%)0

1675 Jdxo >
BERECAICE 7V A b §E10mg®) (THRIRAE) &Y TF ¥ »05mg (HE) %0
BHIZE VPR L2 &, SBROSEY T 2 v OB EIHE X HE T o 122
(HHEAT=%) o

1676 7T 7>
BB AIZE Y T VA A MlOmg® (THHEKE) & 707 7Y »30mg (H) &0
BHCE VBRI LE X, TV T 7 ) Y OMSE PRSI IR 2 b oz,
Joo 70 MUY EVEANORES b oD GHEAT—5),

) KRS N ER RS, 65 E0/NRIC1ESmg T b o

17. EREREGIR

171 BHHRVCRLMICET 358

17.1.1 EINERRHE (MR
CHERILEGRAR & Do L o/NEAE I BB R L L2 BRI B B
EVTNHAMT 2T 7 VEESmet O AR (kR EESED LoRE) &
60.9% (123/202()) TH o7z, 20 29

17.1.2 BHENHE_SEHRILRHER (IE)
ANRAVE SN BB 19661 & i G & L7 S TR 77 A B E UL EGBR IS B\ T
EYTNHAMF 2T 7 VEES Mg A & ) I EART%IEIN L 720
FIVEN B E126.5% (13/20181) T Y. T @EIEER7E (3.5%) . MEhE3s
(15%) . RHRGE2E (L0%) Tdo7ze B, BRMREMET ORIWERIL R Do 72, 30

17.1.3 ERERRHER (RA)
CEERILEARE GURAY SZEINMEBEEIRE LZERRBICB TS T
WHANT A NVAT—T 4 ¥ 75E10mg™) BEORAMAERUEEE OH MEEI355.6% (145/
26161) T o7z, 3

17.1.4 EIREIHE_ESHRIEEHAR (KA)
FEXMEBE L NRE LI - EERILERBRIC B2 T VA AN T 4V A
T—F 1 ¥ 7 §10mgh) BEORM L O A MHEIX585% (83/14261) THY. 7
F 271 A b KAIA50meEE [46.0% (63/13761)1 12xhd 2 IEHMAMGE S e GE%
Pe—Y v A=10%) 2,
FIMEFIZEBIE1211.0% (20/18260) C&H Y EAEIERIEI 0360 (1.6%) . ARIGHRIE,
B, EATUE, AR, ES. TSR (11%) CThorze F 7z HRMAME R
WAB)I88% (16/18261) TV, F & MERMAM A ARTALT LA22% (4/182
B) . JR#FINL6% (3/182B1) T - 7239,

17.2 BOERGHATS

17.21 ERN_EEHRLEBHREERERAR (IR)
Ge7 O 14 O /NB S L IG REE 2k G b L7 S EEMIEG TR R AR O 2
SEIEY — 7 70—l GRER) 2 EYF VA AL (Bmg/H) #5134+31L/min, &
WOy b F72y (FIA4 vy 74 6k 1.2mg/H. TblE 5 2mg/H) 7536+
31L/min (/b33 + BLHERGE) Th - 723, FIMEAFEBIERIZT6% (7/9261) TH
D EEIERIGRESRN2G (22%) THol

W) KRS NIZHEROCHRE, 65l Eo/NNEIC1E5mg TH %o

18. EERNEIE

18.1 1EFAHRE
EYTAUAAME, VAT =pagab)ry 54 TIZEE (CysLTIZER) 12
FERIICHEA L. RIEER A T4 T— % —TH HLTDLTEUS £ 2 JHAEA: B2 19 E ]
(RS SN BB TE, R ORI AE) 293 %, Z ofE iRk
DE. BTN AMNIPHEMEMN E LT, MEMMEOH ~ O T % K#ET 5%,

182 LTRAGRERER (FEFEEER)
ZHEMAE AR (B MR, US7MIMRE K OTHP- M) <. LTDsD 3%
ARG A I IE L, ORI & 28 % %) B do7ze LTCR D
LTBZ 3 2 A sG55 0 o 7230

18.3 [EXIMRINGEIMER (EHERERVCBYHER)
EVE Y MEBEEICBT ALTDiO G Z $amMICHE L 2. £/, EVEY RO
Y A IS B TLTDaidh 5 58 S BUS VR L C R 2> D Refe 9 70 B VR % 71 L



7eo —Jiy BV TFNH A M, LTCs (LTCiOH % FLE L2 4FT) 12 & 25
O IE L eholze $720 BLVEY PEHWZLRAY IV, 79X FUVBE 0
=Y ROTEF NI YFEREOFELNHE T E A LTEL khoiz®),
18.4 HEFERIC & 2 REZIVEMFIER

BAEL 72 5CRMG R T v by BVE Y N RO AT OFURFERIC & B 5 LGRS
% TR P 5 T OSRR T 5 TR L 7230 o HE/b o BRI RBRIC BV BUEHES-12 & 2 B
FRp R T DN FE R S S % 2 L2 IL75%, 57%HIHI L 7237,
18.5 BDRFEIR ONEFBISUE TURMRAC (%3 § % MEI{ER

JEAE Y AH NV OFUFFHIE K 2 BN R OV F6 T &8 SRR PO % & %5 T3l L
f:%)o
186 7F7147%—Yavy 7ICxd 4R

BAEENVEY POIRTNT I VLD TF74FF 2= a v 7 2iarc#im L
f:38!o
18.7 Fi#REDREER

BRAE & PEFIE DB AE SNBSS BT, IR R ORISR % U L 7239,
18.8 IFERERICK T D20 R

AR 2 & HEEAE OB MEAUE IR 12 BT ISR OIFIEERILE % 7T £ RN
THBEIT 8720 MEICHRA, DNEEH B 2 KR IIFRRIR RS AT S
7239 —/12)O

19. BRI DCEET 2EEEHFR
— MR By T A RF b YA (Montelukast Sodium)
1b4:44  Monosodium{1-{({(1 R )-143{(L E )-2(7-chloroquinolin-2-yl)ethenyl|phenyl}-3{2-(2-
hydroxypropan-2-yl)phenyl]propylisulfanyl)methyl]cyclopropyliacetate
53 F3X : CasHasCINNaOsS
SrFat  608.17
%R A~ GOREKTH L,
AL = VRLE =) (995) 12D THETRT < KISETRT V.
R TdH % o
HolZ & o THEIZENT %0
FEMBTEARO SN D,
ALl

20. BV EDEE

TV 2T AEREKZE, REAEBTGELLCREFT S 2 L,

22, A%k
1005% [105%x10 : PTP]
1405% [145% %10 : PTP]

23. EEXW

1) Philip G, et al :J. Allergy Clin. Immunol. 2009 ; 124 : 691-696
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