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FAIDRTI N UBBREDBEED & % BE

3. #HAL - IR
3.1 #8rk
Wi %yi‘[;lji‘aél\ﬁjﬁ5mg %y?ﬁzﬁﬁbﬁjﬁlomg
/T /T
B (BR) €T UVAANF|(HR) EXTAUAANF
(ﬁ@ﬁ FUPL52mg (EYF | MU LA104mE (BT
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6. HERUHE
(REXME)
WE. KAICIEEYTLAZA MELTI0mg% 1 H 1S
BICREORE T %,
(FLILF—48K)
WE. BAIKEEYTILAAMELTS5~10mg# 1HI1ME
HERNCREOBET 5,

7. BEERUHEICEET %32
(GhEEE)
71 REZWHEROT7 VL —HBRE &/ LEAF 2 REXS
HEDBBOIDICHWARABEICIE, TV TILHA
N LT10mgZ 1 HIERENICREORET 2 2 &

72EVTFIUHANTAINLT—T 4 Y TEEZESTILH A
NF 27 TIEEEEMENICRETIZ R WD, VT
WAHARNT 4 NVLT—T 4 ¥ 7HESMgEEY TILA A B
F a7 T NVEEbmgE FNEIVHEICRA LN &,

(REXIRE)

736l Eo/NRBICH LTI, FEVFLAANF 2T T
#ESMgZE | H1[EFERIICEE T 52 &, [9.7.1 ]
7.4 1L E6RERIEO/NRICH UTIE. £ T A R MRL
dmg# 1 H1[EEERTICEET 52 &, [9.7.2 2]

8. EELREANER
(GheeLE)

8.1 AAZEGICE D AT 0/ NiEFEZRE LB EBE T,
KR OHEGEPIET 25481, FREEEXOBINALD
HOTHERET ST &

8.2 A OHEERBEZIZEAS A TIEB WA, SO, BRE
B, BREOBRNTE 2 &0CBMERPRESNATWL
HDT, BEOWREZTDICBET S5 &, [15.1 ]

83 KAIZEDTI A I M) T UIETANE R ICIFRRERE 2S5
mEREAFEEROMEREZECZEORENH 5,
INHOERIE. BBORARORXTOA REIOEE - #
IERFICAE T TV S, KRAERABIL. FICFBREROHES
KO Lo, TR, F6E. BEAIR. MoREEED
MERERICTERT S &,

8.4 KAREIC L VMENREDOSENEVIESICIZ, BREE
HICh-DEELZVWEDICEET AT &,

(REXZRE)

8.5 AAZ. MEOENEIEA D T, BENBIFICT Y
FO—LENTWAEETHOME L TIRATA2LS. &
HIZHaHBEL T 2 &,
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9.7.1 6L LDINE
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9.7.2 1L L6imRimm/R
(7.4 28]

9.7.3 BHEMRER. HER. 1HKBOER
ERICBWT, EHAEKER, $FiER, IERHOA
BANRE UT-HERHABEIIEmRL T,

(ZLILF—142R)

9.74 EMNICBWVT., /NEREZ MR E U BERABRILE L

TV,

10. tBE{ER
AENE, FE& U TCEYNRBHEESRF b7 0 —24P450 (CYP)
BAATREIEN S, [16.4 BH]

10.2 HEEE (HAICEETS L)

A7 E AR - 1EETE HF - BRET

Tz )NV EY — V| KEIOERPEEET |7 = /N LE Y — )L
[16.7.1 2] HBENNDHSH. |CYP3A4ZFEL, K
RlORES(EES NS,

11. 8IfER

ROBWERDH 5 bNZZENHHDT, BEE+75IT
W, BEDSROONZHEEICIIREE2FRIET 7% St i
WEZEITS Z &
11.1 EXIBEHER
MAAPFT45FY— (BHERH)
11.1.2 MEZE GEEAH)
11.1.3 BHERRN. FER. FFSEERRS. 8B (V3 nbEERE)
MIAPSHERRIEFEFMABIE (Toxic Epidermal
Necrolysis : TEN) . FZREHSIEEREIREE (Stevens-
JohnsonfE(RE¥) . ZRAIBE (W29 b SHERE)
11.1.5 MUVIRIRIAY (SEREEAEH)
FIEER E U<y 3, BRI, 88 A 0% o I

BPHEONEZEND B,
11.2 ZDtDEIVER
0.1 ~ 5%KJi ) SEEERER
WHE FE ZOE, BRE. FEOITE
ERR
IR (TR, (HEIR BE, BHEE. BEAR.
R, RNE, B, & F 0,
BERE (LUhE) ., i,
REE. BEiE, KRN, £
FRET. EREEE. AR,
SEEMEER
RN filiff BBk 220
HEEER | MR R, BAREIEAR. OR%
LR B
Mg, (EH)
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. ALTEH. Al-P
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BrylLey k&7
HEER Bk 2 St TR
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R RRIE. 2. BHE. #1F. HER. SR8 B
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m. REA. NUT
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REBOMR e abETER L.

14. @R LOER
14.1 ERIZHEFOER
14.1.1 ABORRII P IPDETRETE %,
14.1.2 PTPEEOEAZPTPY — b2 5EO H L THRAES %
EOEHTHI &, PTPY— POBKICE D, BELHE
ARV REERBEATAL, FIOIEAE B LTHIRE
AREOEELAELZHFET LI ENDH 2,

15. ZDDER

15.1 ERFRERICE DK B
7T AR IR R R4 1 5Bk & RIS A BT 21T - 72
fEE, AFEEE,0206H1flIcB VW THBRSESRD
ENZDICHR LT, TS5 REE7, 7806 BT HZ S
Bl eNZ, -0,
Fiz. T R RERREA6HE 2 N RISH SR %
fTo7 R, THEICHEEYT 2EHR (CRER. SHIEE
%) p, AHIRSEELL6736H03194] (2.73%). 75
T AREES,827HIF200M (2.27%) ICBWTEDHSNT-
M. HETFENEBEERZEIRDO NP o722, [8.2 =
&)

16. EYIENRE

16.1 MPRE

16.1.1 BEZS
BERASHICEYTVHANT A NLT—T 4 VT $E
10mg# ZEERFICHEREOREG L L&, EVTILHA L
DI BE I E3.98M B ICREEME (Cnax) 526ng/
mLICEE L. HERESH (t1e) 4.6 THEHR L. Cnax
ROMEFRE—FHMBETEE (AUC)«) 1E2~
50mgh® O#HIFTERERICHEI L THEALL (E]) Y.

£1 BERAICBT 2EYEEIST XA —¥

w58 Tmax Crnax t1/2 AUCO0-
(mg) (hr) (ng/mL) (hr) (ng - hr/mL)
2 2.8+0.9 108+23.1 4.34+0.76 753+£242
10 39+15 526+138 | 4.57+0.39 | 3840+906
50 3.6%1.2 2550+1250 | 4.63+£0.41 |19100£7910
T AR (R

16.1.2 RiEHRS
BERASHICEYTFLVAA N T 4 VL T—T 1 ¥ 75E
10mg# 1 H1E7HEREZOES Lz & EDCnaxld 1 H
725580+ 136ng/mL. 7HEA660+124ng/mLT® -
7o, BE57HEDAUC 403 H 51 HEDAUC)» & —
HLTBY., #ERKZEICLIEBEIZOoNE» o723,

16.1.3 £MFHRIFESER
EVTUAAMELIOME [FI7 7] &V T UTHE
10mg#., 7OuAF—N—iRickDZNZNIsE (EVT
LA A NELTI0mgG) BERASFICHARERORS
L CMEFREABEZRE L. Bo NIy
TR—=% (AUC\ Cmax) L:OL‘TQO%{%?EB:FEﬂﬁ&L:T%
SHEIT 21T o 745 R, log (0.80) ~log (1.25) m&iH
WTHY . MEIOEMZEHRSEE SRS NY,

HIENTRA—% SEINTA—H
AUCo-24hr Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
EVTIVH R NEE 3848.6 515.02 3.3 4.80
10mg [ 37 7] +808.9 +107.01 +1.2 +0.65
[N 3885.0 533.07 3.2 4.63
Yy ZLTERIOmg | eeg +9517 | +13 | 091
P EERE, n=23
(ng/mL) ,
700 P EEERZE, n=23
—@— EVFIUAAMEIOME[ I 7]
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Eﬂiﬁﬂp(}%fﬁﬂﬁUlCAUC\ Cmax%@/\oi)('_yci\ *&gﬁ%
OFR, (FRRORIEE - FEAZOHBREMFICE->-TE
RAHAREEN D B,

16.2 DKUY

16.2.1 BEDEE
BEBASHICEYTFILVHANT 4 VLT —F 4 ¥ T8
10mgzBREE L& &, EERKFICHNTAUCH-IX
3420£598ng * hr/mL» 54240+£1120ng - hr/mLIZ
24%IEIN LTz o B MR AR B B RERT (Tmax) (228
B 4.0+ 1. 18R, 8% 1 4.4+ 1.88/) RO, (228
B 4.31+0.58M . &% 1 4.30+0.358 ) 1I2I3=ED
ol

16.2.2 &YFHIFIEER
TEERRLAIC BT B EMENFAERIL, 58~67%ThH -7z
HHEATFT—%) %,

16.3 21

16.3.1 ZB#ES
EVTILARA IO MIFEA L OFEAEIL99.6%T
Hotco EVTIVHAMNIEHNLZEBEOTILVLT I VK
Ca-BEEEAEOMHIZ99%LL EiEA L7z (in
vitro) 9,

16.4 {{z

L MIBIFBHEYTFILHAASOTERBY M A F L E
DIKBALAER R DAL F L BEDKBILAETH > 720
INeREUOEBICIEZENETNF b7 a—L4P450
(CYP) O F#ETdHHCYP2C8/2CORU3A4NEEL T
BY. CYP2C8HEVTFLHA NDFER#EERTH > 72
[10. 28]

B ICHIEE X FOLE O KERIEARIEZ ALK B RE TRR{ERIR
HWEZIFTDIENMHERINT WD, In vitroiERIC X VIBE
BoMmEThEETIE. T2 7L H X MICYP3A4, 2C9,
1A2, 2A6. 2C19NUI2D6ZFAE Lz EARE N ~1,
F72. in vitroREEICEDEYTFILH X FICYP2C8% [
EFTLHIENRENTD, in vivolCBWTIEEYTILH A
MIFEICCYP2CSTREBENARENLEHCTHH O Y
V&Y y EDBREYHEERARER T, CYP2C8%HEL
W EMRENT HWEAT—%) 12, L7zhH->T. £
YTIA A MICYP2C8TREEINZEA (7)) ¥+t
V) ORBHICHEEZ RITSHRNWEEZI SN,

16.5 HEtt

16.5.1 BEEAAICE Y TILH A b H FEILEI400mg™) % Bila)fF
O 5 L7z & S RPICREMRITBRH S 2D 5723,

16.5.2 BERAICUCEFZE Y T LA A N P2 ILF102mg
% BREREORS U 72145 A B o # g & O R AT REHEHER
IZFNZENHN8OW KL V0.1%TH -7 (NEAT—%) 13,

16.6 HEDERZFIHEE

16.6.1 FFEEEESEE

BE,MOHEEOHEEREOH 2HFHELEZICEY T

LHANT 4 VLT —F 1 > 75E10mgx BEREOHRE L

7z& &, 408 ICCmax 313ng/mLICE L., t1/2 8.6HF

BICHE L. 1l dBERADATERICHNTEL 2D,

AUC0-»132248.7+812.1ng - hr/mL» 53167.2+

1300.5ng - hr/mLIc41%E L7z (HEAT—%) 49,

SEE

BESEBE (65B~73®) KEVTLAANT 4 LA

I—F ¢ Y 7HE10mgE BEFREOHRE L & &, 2.8KH

12 Cmax 495ng/mLICE L. t12 6.6EHETHELZ. &

fiyE DAUCo-» (3423.2+1344.7ng - hr/mL) 13 fEEIE

EE (20 ~48%) DAUCo-» (3624.0%

1257.8ng - hr/mL) WL TERZR L7z (SHE

)\5‘—_&) 15) ,16)o

16.7 ZYMEEER

16.7.1 7T/ NILEI—)L
BERAICT7 =/ NLES —)L100mg (14ARRE) %
BO/ELZEE, TV FAHAA M Omg (BE) 2&F0
BEICEOHATAEEESTILA A FDAUCH-1Z#I40%
B L WEATFT—%) 17, [10.2 8]

16.7.2 7774V
BEBRACECTFLAAN AT LAIZEHE
(200mg® %1 H1E6ARMKED 2\ id1 H3E8HMK
) TROFSEL, 7474 ofFOHFS (250mgH
E) &%WVIZEHIRNIES (Smg/kgHE]) ZHH L& &,
MEEfhs+7 20 VEEORTPRD NN, VT
VAHANT 4L T—F 4 > 7410mg (10HERE) O
BOESET47 101 »5mg/kg (BE) OBAIRNES D
FRTROERF T 70 VEEOE(LIZERD SN
ol HEAT—%) 19,

16.6.2

16.7.3 U RZVY, L RrRzZvVOY

RBFERAICE Y T A A F200mg® (6ERRE) &L

F=v20mg (HE) 2RO/SICLOMALIZEE,

T R=V Y DAUCo-REER#ITHH L F=Y

O YDt T T RBEEHBE L TCERIETR LY., £

DO FIE)SF X —F ICELdm otz T2, B

FERLAICE Y TILH X R 200mg) (6EMKE) &7 LR

=V r20mg (HE) 2EIRAESICEDHALEEE,

FTURZVYRUOTL R=VaroEEgiindnd

HEEZ\T o7 (HEAT—%) 19,

ROBMIE (IF-IIARSIA—IL35ug//ILIF

RO 1mg)

BERAICE Y TUAA F100mg® (8HERE) &40

BWEE (ZF=Z VIR NTIF—A35ug/ /) LTF VR

Oy 1ImgHE) 2@EORGICEVHALEEE, 252

LVIZA NS VT —LRO ) VIF Y NarOEY eI

WENLEEEZ I o7 GHEAT—%) 20,

¥y

BEBMAICEYTLAZ M Omg (THEKE) &I+

2 0.5mg (B[E) Z2FOHSICLOMALLEE, &

BRIGEY IXF 2 OEMEREELELZ T ad o7k

HEAT—%) 21,

16.7.6 LT 7UY

fREERAICEYTIH A M Omg (7THREIKE) &7
77 »30mg (HE) 2ROLSICEOHALLEE,
TLT7 7Yy OMBERREREIEE R T LD o7,
/o, JutrurberBEAOZEL Lo GHEA
T—%) 2,

16.8 ZDfth
EUTIUAARESME [FI7 7] 13 [EEPRL 50
EFESA OEMENRSERBET A R4 2] IcEI&E,
EVTIVAAREIOME [ 37 7] 2EEMFIE LizL &,
BHZEBPSFES SIS N, EMENICRSE A SNz,

F) RAOKELZHBICBT2EZRAEIXIEI0MgTH 5.
BADT LILF—HBRICBT 2 &RHAEIX1ES~10mgT
H5Bo

16.7.4
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17. BRIRRE

17.1 BHERUREEICE T BHR
(REXIRE)
17.1.1 EABSAREER
TEEREKERBAEORASETMBEEEHREL
THERABICBIIAEYTFLAA NI 4 VL T—T 4
THIOMEHORREBRABZTEDOBENHEIL55.6%
(145/2614) Td >7z29,
EAE NE -SSR EEER
SEYWEEREZNRE LA-ENH-ESREERIC
BUFBEYTFAAANT 4 VLT —F ¢ 75E10mghED
RRERWEBEDOAENRIZS8.5% (83/142%1) TH V.
T IV A A MIKFIASOmgEE [46.0% (63/1374l)]
g 2EGEP RIS N (FELEET—-T A
:10%) 24) ,25)0
BIEF#BRIZ11.0% (20/18261) TH V. FxEIEH
2360 (1.6%). EREIVERE. B, BARE. Bk
AR, B FRAE20 (1.1%) Tholoo LK
MEEREEHIIR.8% (16/182%1) THD. FxEEKMHE
BEEEFEEHIIALT ER2.3% (4/17861). RiEIM1.9%
(3/15681) TH -7z
(P LILF—HER)
17.1.3 B I BEEHAERTE R
ZHET VLT - HERBEZFICBI2ENHEMHAER
EREE (F990001) DOFER. wAREREH [HAEER
REED ER TR SED OFg (GRRE2ER O
B)] OR=Z2F4 s OE{LEOR/N_FF (LS
mean) & EXTIUVHRANT 4 VLT —T 1 ¥ 7§ESmE
BHC-0478. 10mgBT-047HTHD. I RE
(-0.375&) &HB L CTHERICEE L7220 27,
BIEFFHERIL, SmghET4.7% (15/318%1). 10mght
T4.2% (13/31061) Th -7z, EBIEAIX. Smghf
T1%LL EFBE L -EIERAIEZ <. 10mg T840l
(1.3%). 5EF. EERAE3F] (1.0%) THh-otz. /-5
KEEERELZHORERFEREEIZ, SmgHTL.9%
(6/318%1). 10mghtT5.8% (18/310%l) TH o720 F
TEERMEERE ORBIERIL. SmgBETl1%l EFH L7
AR EERETIE2 <. 10mgBCREBMGE. RAPEA
A EAF (1.3%). MY ILE 8, fh by o7
Uty REMAE3G (1.0%) THh-olz.

17.1.2



17.1.4 BNE NE_SERHEE5R
EHETVLF-—UBREBEEICBUILENE_EEHT
BEREE (W1,40001) DR, HaBEREH [HHEE
KD LR ERAEIR SEY 0 (BEHH2ER O
)] OR=Z2F54 225D EODLS meanid, €T
WHRAS T 4 VAT —T 14 »7§E5mgl T-0.19.
10mgB## ¢-0.198TH . 7T VI A A FMKMP450mg
B (-0.208) 10T BIELENIES NI GESE~Y —
P A=0.08551) 8 29,

BIfERFBRIL. SmghET4.8% (22/462fl). 10mght
T4.2% (19/45761) TH -7z, FEBEINERIL. Smght
<ol (1.3%). EERSHI (1.1%) THO. 10mghf
THEIESH] (1.1%) THotz. ERBEEBREEEFLH)
OBIWEFAFREIL, SmghET2.4% (11/45941). 10mg
BT2.0% (9/456f1) TH->7z. SmghE. 10mgHD L
THICBWTH 1%L EHE L ERGEERYE ORIER
\E7eh o7z,

H1) B Bt < U aREEOERSEE £

¥2) REA. AIREHE, WEREEOERKSHE £

18. ENEFIE

18.1 {EFAER
(REXME)

1811 TV T ILVAHAMNI, AT/ )uAfar)xLy 44

T1ZEME (CysLTIZBR) IBIRMICHEE L. REE
AT 4 T—4—TdHAHLTD4RLTE4IC & BKHEEES
FIER (REZIHE. MEEEEOTTE. K ORE S W
12#) #HT 5. COERABFICESEZ, T2TILA
Z MIHMEERE LT, MERKEOE X DETF 2K
EF9 530,

(ZLILF—1HER)

18.1.2 7 UILF—MERTIZ, FIRBERIC, BRAEROERE
HOWTNICBWTHLYATFAZLaA I M) TV HE
M, SHREEINS, ZORBIEIT7 VLT —HERDIE
MHEREEEID S, Ty VATAZ)u/a by T
VOEBANBREIREESIEIE LRSS Y. BEEREY
MEXGLZENMREINTVS, EVTFILAZAMIa A
I NI URBEROERAZERTA2ZEICED, 7LV
F—HEREROBHICEE 2 &E %2 R/-9 2 EHTRB
EINTW3B3D,

18.2 LTEBFENER (SBHEEHR)
ZRMEESHRE (BLE Y MEMAEE, UO37M LD
THP-1#ifafE) T, LTD4sOZEEESEZ@AICHEL, £
OERIEMER I L P2EEL2Z T AP o/ LTCaR Y
LTB4IX 9 5 ZAAEETER L5 » 5 7232,

18.3 [EZINIEINFIVER (EHiE2E R UShEER)

EILEY MEHSEICB T ALTDO I % 5 & RIICPHE L
Joo Eloy BILEY MR AP NICBVWTLTDIFHESE
FUER SIS L CRAD» DR 2 HEER 2R L.
—5. FEYFIUAAME LTCs (LTCsORBEZHEL /-
FHET) X 2MHBEBROIEEEE L R o7z, £z,
ELEY VEHWLELELRAY IV, TIF R UE, tu b=
VEOTEFLI) VEHOTEZ I IZEASHEL
AR WAEZUR

18.4 MFEFRIC X2 EZIEINFI/ER

BE LR RME S Y by ELEY PR ZAFILDHT

FEFIC X 2R EZ GRS % #IRN%E R OROKS T

IHIL 7232 3, A OBEKRREICB VLT, RE#EICES

BRI ONBHEV S E GG % T2 NT75%, 57%H] L7239

BNEFRY R ERBIREZINRR IS IC X7 B HNEI1ER

BEY) AL OFURFEFIC & 5 BT R OB F S8 SN

ME RS 2 R O 5 T U 7232,

FFIT4S5FY—vav I DIMHEIER

BIEELEY POIRT LT IVICEBTF T4 FF T —

vy 7 ZERSRITHIEI L7233,

18.7 MEFFEIC LI 2TESIENR LR (2E) ([CXI SIMHEIZIR
BAEEILEY bZAW, BITLT I VIRATHEHRSINDE
RSO R (B 1o l, EYFALHAMLIEY
3mg/kg (BERENES) & ZNZ2N55%. 85%DHNHI%hH
R L7235,

18.8 HfikkEEDTAE(ER
BE, OHEEOBERETMEEE ICBVT, IWERDY
BANSHE 2 IE L3,

18.9 IFESERIC KT 2 FNR
BEP» SHEEOBESELZMBEZFEICBV T, BEFOD
FRREHHERZ TSt RICHRTEBIET S 72, BRI
AL NEBREFICB T A RMEMFBRERLAERICETRS
Jd—f:%) ~39)0

18.5

18.6

o

19. BMES ICET 2 EEZFHFR

— MBI BT UAARF YT A
(Montelukast Sodium)
: Monosodium{1-[({(1R)-1-{3-[(1E)-2-(7-
chloroquinolin-2-yl)ethenyl]phenyl}-3-[2-(2-
hydroxypropan-2-yl)phenyl]propyl}sulfanyl)
methyl]cyclopropyl}acetate
C 1 CssHssCINNaOsS
1 608.17
RIABIBE~WHEABOMRTH D, XY ) —IL Kk
UL¥ /=) (99.5) IZBD THEIFRT L KICHE
FRg 0, MBETH D, HICK> THBICELT
%o FERBEPROSND,

(LG

=z

Eo
N
S 2

20. BURV EDER

T3 =Y LRFEERIE, BRI GEEL TRET S &,

*%22 a

(EVFIWARMMESME [5=T7])
1008 [108E (PTP) x10]

(EVFIVARNMEIOME [T 7))
100%¢ [10%¢ (PTP) Xx10]

23. FEW

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