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6. AERUAE
BE. L6 ERmo/NgiciEeEry 7 Vv AMNELT
4mg (KFI14) % 1 H 1 BEERIRO%RS-T 5,

7. BERUVAEICEET 23S

7.1 KE, FEH, ERSICL IHERAG 2T, EE2IET
HT &,

7.2 6 LLED/NBIZXH L CTlE, BTN ANF 27 7 IVEE
5Smg % 1 H 1 FEEIERTICHG- 352 L. [9.7.1 ]

8. EEAEANER

8.1 AANZ. M EDE[LEHEA D Th <, MENRIFIZT Y R
= VENTWAEATOEL TRITA L. BF. 7
EHENIZNI DY ELEY 2 E I TaHBELTBELZ
s

8.2 ARANIFAELIIRA, A704 FRISFLELRD, § Tk
o TV AN EIEERIRT 2EATIRVOT, 2O L
FEE, REEUTENICRD Y ELEY A T3 L
TBLLEDPDH 5,

8.3 KHN G-, KFEMEL A7HAEL.
AT A FRIZEGT 508N 5,

8.4 AHIFEGIZ L) AT 0 R Z IR LIS/2BET, K
FokG %Ik 3 2561, FEEAHEOBZNEHLDT
FETLHI L,

8.5 AH & DK EBEIRIZI S A TIE R VA, 9 DK, BHRLE.
RN O BEWNATE) % & SRS ER 2 RS SN Tnw b 0T,
BEOREL T3 IBIET 52 &, [15.1 ]

8.6 AHF % &I A 3 M I FEEPUHIH R AR Bk S S 1
BRUMRFEEROMERZ L L2 OWERH b, 2ns
OERIZ. BBURAKOATOA FRIOME - kAL
TWwbo KA, FRICHFEBRROMER L LU, Y
i, FEEh, BAEIFE. Bl RS o A SRR 5
L2k,

8.7 ARAMEGIZ X W REITFERD SN VI, Bk B
WbV HEG LanE ) ITEETLI L,

8.8 NETIX—MICHEIEIRZFRZ DHENNLE LD T, KH D
B OB LTt REESICT L, BEOIRES 410 8ig

SUE SRERA & B\

DN MEZ T H L) IEEESF 25 L,

9. BENEREEFTIBEICHTIEE
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9.5 1117
TR AR L W B D & 5 Itk 1E, iGE LoF RS
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L7 BB RN DA Sz & OFREDNH 5o
INSDOEIHDITE A SFIART, O EEHIE S IRA L
TWizo KA E 2N S OFHGEOKREBEBRIZHS 2SN T
e\

9.6 3L
EEEOFRMER ORISR OE R E LB L, 12ILoME
IR E RS2 2 & BFERR (5 v ~) THIHF~D
BT DHAE SN Tnb,
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9.7.1 6 EHALEDIE
[7.2 ]
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10. HE1ER
ARHFNL, & L CEWRMBERT b2 10— 24 P450 (CYP)
3A4 TRE S NS, [16.4 ZE]

10.2 EAEE (BFRICEET SR L)
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192k,

1.1 EXAEMER

N 7F7147%>— CHEAH)

11.1.2 MEFE CHEARH)

11.1.3 BUERFR. FF2. FFigeemE=.
B)

11.1.4 hEMRRIESEBAEAE (Toxic Epidermal Necrolysis :
TEN). REHIRRIE(RE (Stevens-Johnson SEM&EE) . &7
B (W9 d HERH)

11.1.5 M/vRigd> GHEEAHT)
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0.1~5%3iji5i®) BEEAN
o Wi Z I BB, O
platr el TR ER IR




0. 1~5%Kii™
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FEE DRI, A
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DI, BEEE (LT
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e, 4R M, )
BF. FhRE. A
%, HaBEER
W TRk 2
e T W BB R 1R%
iHifLint WG4 H%o LT TG, R
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Wl ALT L&, Al-P E&H-.
) GTP k5. #E
v bR
e W S G
T i
18, SR, MR R | e R, 265
ol W IR, (BT, LU\ . B0, BHE. MR

BREEm. JR&EH. b
7)) KRS

B BT WL B

) EEH O, $ER. a7 7 IVEER]L MK T O E
WERRHEROFER T &b THI L 72,

14, BREDEE

14.1 EAZMAEOEE

1411 FHNZ, BEFHOFEII»20bLTHETE S,

14.1.2 BFNILNCEFEAND A T — > LIFREDOE S 7 0»
) (ERT) LIRS T A2 TEL, $2AT
— > 1H (%5mL) OFH I Ly TEA (FERMUT) &l
FCRATALI LI TE D, RAMRARIEIKE &A%

BERLTH Zv,

14.1.3 RHNIHICALRETH 5720 A OEMHATE L ET
BEET, BEBIE DI A5 4PI) T2k, F
PEEY, PRIV UIFILE RS A D RiEE I
EHIZ A5 5UA) ATk,

14.1.4 KHNIHIALETH L7720, HHaLhnwl b,

15. ZODEE

15.1 ERRRfERICE D 153k
7T b R R R 41 FRER & A RASKE A AT & AT o 74
Foo ARHNFEGHE 9929 BIb 1 BHZB W THBREED RO LN
T2DIZH LT, 772 RET780 BlICBWTHBRSEIZRD

SN oizls

E72.7 7 1R IR R EER 46 R T W RITHL ST 2 1T o

s

C ITEVAICBE S 2 H% (RIR, SRS 2%,

ARFF G- 11,673 B 319 B (2.73%) . 77 K 8827 1
H 200 B (2.27%) I2BWTRRD SNTZH, MG EE
RO LN o722, [8.5 BHE]

16. EYEIEE
16.1 MAiRE
16.1.1 BAEKRE

(1) 6 7 HLLE 2 @A/ NS i BB E 2| 7 v A Mk
# Amg % ZePEIE AR %S L 72 & & #5048 2 BRI iR
BEPEIE (Cnax) (ZFIE L 720 IME PR — BERD HIAR T T0RE (AUC)
DRATFIGL (95%EHEIXE) 1&. BHERAICES T VA A7 4
VA T—=F 4 278 10mg® 255 L8 I LT6» B2
RN A SO BB TI1201.26 (1,02, 1.54). 6 » BLLE 1%
Feii /N A T EEE T3 1.35 (0.97, 1.87) . 1 /N A S s
BEETIE1.18 (0.97,1.44) TH-7299 HEAT—25),

6 7 AL b 2 A/ NE & S BB 18 7V A A
dmg % ZENEIE HLRE O G- R O SEY B RE ST 2 — &

AUCpop D
gmae | U0 o Tonas Tis TR
NG A—F hdiu (ng/mL) (hr) (hr) (95957
IX[H)

6 » AELL 583.5 2.07 3.24 1.35

Lk | 3470.9

NEEE | 093] | 3916 (1.43, (2.44, (0.97

<é;{é> : 775.4) 2.71) 4.05) 1.87)

1% 3039.3 470.1 2.34 3.48 1.18
N (212 5] (380.4, (2.02, (3.03, (0.97
(n=14) : 559.7) 2.66) 3.93) 1.44)
627%£;§§§: 39966 514.4 2.24 3.39 1.26
NERE | [250.0] (4252, (1.95, (2.98, (1.02
o : 603.6) 2.53) 3.80) 1.54)
(n=26)

N 279.0 3.39 4.09
ﬁ%ffﬁéjk Eﬁg?;% 221.8 | (2.95, (3.73 -
: 336.3) 3.82) 4.45)

AUCpop © BHEM BB REMATIEC L DM [BEHERRZE]. Cmaxs Tmaxs
T BRSBTS X 2352 (95%EHEIX M) (R AL E ~
FNVAANT 4V A T—F 1 ¥ 7§ 10mg ZEJERH AR S Bo 7— %)
(2) 2mblE 6 mAknm/ LA E LM EEEICEY T IVAANF2T
T VEE dmg & ZRERF AR OG- Lz L & 5B 2 KR
Conax ZEIE L 720 BHERAN (EVFVHAANTANLT—T 4 ¥
7€ 10mg™ 22 5-) 1253 A /NRRE i B E O AUC #
I (90%fSHEIX ) 12 1.05 (0.90, 1.22) TdH - 7299 (4}
ANF—%),

2Ll E 6 ki NERE M EEE I CE Y TV A NF 2T T
$E Amg & ZEPERF AR O 5RO S B EE X T 2 — 4

AUCpop P
smae | 00 Con Tonas Te | PER
NG A—F ne (ng/mL) (hr) (hr) (90942 #i

hr/mL) X )
27D L Lo
6 HE R 2721 471 2.07 3.17 0%
NREE | [164]) (65] [0.30] [0.20] 1)
(n=15) :
e | 2595 284 3.36 1.09 .
(n=16) [165] [54] [0.60] [0.09]

TREE RSB RE AN & el DEeins] (EERANIEE Y 7V A
b7 4 VA T—T 1 78 10mg 22 ERE R AR O G RO T — 4)
16.1.2 REHRS
(1) BHEDS PEED 1R E 6 mdm/NEAE T B EE T v
TV A MHRIA] 4mg 2 1 H 11l 4 AMEORS LBos s 7
VA AN EEREE 1 BEEH -V HESH 1.0~2. 1 b 50
12.0~20.9 BEf o> 1 WEpT) (k. HEHERAIZE Y TUVH A M7 4 )V
Aa—F 4 ¥ 78 10mgPdH B i 9k Lk 14 AN B R
MEEEIZE Y T VA A NF 27 7IVEE bmgP & RS- Lz k
& O S PR RS AT 2 A L7278
(2) BHED S HEED 9 LLE 14 MR/ N A A T EEE ICE Y
FNHANF 2T 7TIVEESmgDa 1 H 11l 7 H B ER#H
Hl/zb&, 1 HEIZH%G-#% 3.1 M, 7 H Hi3#e5-1% 4.3 BRI
Cmax (630ng/mL K U8 628ng/mL) 123 L. WP (Tie) 1
WINLBLZF AR TH-o720 1HHKDY7 HH®D AUCo-24nr 1
ZNZEN 4170ng - hr/mL O 4910ng - hr/mL T&H - 7z, IiEF
WZEYTIAAMIFEAEBRH L2V EAVRIES 729,
16.1.3 &EMFHIREEMRER
ECTIVHX MK 4mg [V K]
EUTFNHA M dmg [ R & 7 L7k dmg 2. 7
UAF ==&y znenla (£ 7V H A e LT4mg)
TR N MRV A A BRI S L CIiE e v 7oV A M i
ERHELZ, BN TN A NDEYFIE ST A — 5
(AUC. Cmax) 22T 90% 18 HEIX [ THRERHIARAT % 17 - 724
£, log (0.80) ~log (1.25) DHEEANTH V. WHO ALY A
SRR S 7210,
T TV H A ML dmg [H > F | %55 o 14 ik EEHER
(ng/mL)
350 ¢
%3@—
250 |
200 |
150 t
100 H
50

—o— EVFIIVA A MK 4 mg' > Ry
-~ > v 7 L 7 #iiki4mg
(Mean+S.D., n=20)

FRET NS SN HF

4 8 12 16 20 24
5 e (hr)



BT A=

AUCo-24 Crax Trnax Tz

(ng - hr/mL) | (ng/mL) (hr) (hr)

43;1f;é;£b;i 1716 259.18 1.6 5.5
imglis )| 39 +35.07 +0.3 +0.8
SyrUTM| 184 267.23 1.7 5.4
i 4mg +403 +41.38 +0.6 +0.8

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

BB, MEEREEILE N AUC, Cnax O EMBIRE/ T X — 5 1T,
BB OFAR | AR OFRIUA S - BRI O RIESMIC L > TR B
THELED D 5 o

16.2 DRIR

16.2.1 BEOHE

(1) fEEEBAICE Y 7V A M HIRA] 4mg 7 £ (R4 HEHREO
PG Lzl & ZBIEERIC S TR s A R S 2 AR (Tnax)
(F3) 12 1.6 K25 5.0 BFMIZIER L. Coax (CF3) X
251.6ng/mL %*5 154.2ng/mL 12 39%iEA L72. AUCo-e (F35)
13228 1449 . 1ng - hr/mL K OV 1444 9ng - hr/mL. T2 CF
) 1dZefEr 5.1 B R OV R 4.8 T o 7221,

(2) fEEERANIZE Y TV A A FIRA] dmg %27 v Ty — A L3RS
HWAEIE G Lk X, BV TV A SRR R 5o 12 R
T Tmax CPFI9) 13 2.1 BEEI 25 3.4 BRI IZIBIE L 72, HH3R S0y
BTy Ty — A GO Crxe (CFH) EENRZER
198.8ng/mL &% " 182.8ng/mL. AUCo- (*F3) 1% 1223.1ng -
hr/mL KO8 1225.7ng - hr/mL T&h - 7210 FFEATF— %),

16.3 2%
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EUFUHA RO MIFEENEOFEEHIZ9.6%THo 720 E
YFIVA A MIEBEREEDO T VT I VRO a BRI
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16.4 X3
E MIBTFZEYTNMAANOEZREWIZME 2 TV IO IKER
CER NS DAL A F L EDOKEBALETH 5720 S SAH
WOERIZIZENENT F 70— P450 (CYP) OHFHETH 5
CYP2C8/2C9 2 1F 3A4 75 5- L CTH Y. CYP2CS ASE ¥ F IV A
O EERHEEE TH o720 [10. 2]

B X TV B KR ALAR L 7 VR R F R LR A
5 ZEPRERINTW S, In vitroRERIZ X ) IHEE O M4 h
BEETIE, BTV A A M CYP3A4, 2C9. 1A2. 2A6. 2C19 X
132D6 #FHE L W2 EATRE /zB)160),

F 7o, mvitroERIC X ) E TV H A ME CYP2CS # [HES 5 =
EMIRENTZ, nmovivolZBWTIEEY T IVH A MTEIZ
CYP2C8 TRE SN A RFEWAREH CTHL UL 7)) 5V v LD
IR H AR T, CYP2C8 # HE L a2 & AR E 21D
MENT—%)s LA 5T, EXFIH A M CYP2CS THEH
SNDLHH] V37 1) 7 X IVE) OB EZ TS hnwkEz
bbb

16.5 Bttt

16.5.1 EHRAICE Y TV A A A 7R IVH 400mg™ % HiEEE
5 L7z & SRPISREIURERIE S e o 7218,

16.5.2 MM AIZUC BEHLE > 7V A A M H TR IVH] 102mgl? %
PRS- U722 5 HIE o 30 K O it ie Rl R i 2 e
# 86% M T8 0.1%TH - 7219 JENTFT—%),

16.6 FEDER2H I 28E

16.6.1 FFipcEERE
R & P OFHRRERE E D 5 5 AT LB 1T TV
ANTANVLAT—T 4 ¥ 7 10mg) #HEEEOEG Lz e &,
AUCo-o (F35) (3MEHERA & T 41%8m L. Tz CFE) 1k
4. 7WEE A5 8.6 RENIZIER L7220 (JHEAT— %),

16.7 EYHEEAR

16.7.1 7/ /NJVESZ—JL
R A7 = /7 2NV E Y — )V 100mg (14 HEBUE) #R$%5-
Lzl &, FEVFIVHANTANLT—T 14 ¥ 7§ 10mgh (H
[\]) ZREOESICEVHEHTLEEY T VA A D AUCe13H
40%3 L7220 (BAEIANT — %) [10.2 SiE]

16.7.2 747142
BHERNIZE Y T VI A M 7R VAl ZEHE (200mg® % 1 H
106 M KED ST 1 H 38 HMKE) CRO%SL. 74

7 4) ¥ OfEA¥S (250mg HIA) & B\ IdEIRINEE S (5mg/kg
HE) 29 L8 &, MER T+ 740 VIBEOERT RS 51
72 EVTFIVAHARNT AN AT —F 4 ¥ 5 10mg™ (10 H X
1) OREGE74 7 141 ¥ bmg/kg (GEE]) OFIRNIRS- O 6
HTRIAER T+ 7 1) ViBEEOZLIZEED 5Nk 722 (JRE
ANT—=%)0
16.7.3 L=V >, FLkzvOor

TR E TV H A b A 7 2v#E 200mg™ (6 EBRAE) &7
L K=Y 20mg (i) #&EO#FGICEYPERALZEE, 7L
=D AUCr«N 7T REEL B L THEIMR T L7zs F 72,
R AIZE Y TV H A b 7 7R VH 200mg™® (6 BB E) &7
L F=vur 20mg () Z#ERAEGICEVEALEEE, 7
L=V Y ROTL F=va rodEYHRITHFR L BE2 %)
Tdro 728 (BHENT =4 )
16.7.4 BOBEE (TF-IIXA ST F—IL35ug//IVIF K
O 1mg)

HEHERAIZE Y TV H A b B 72 VH 100mg® (8 0K &%
MOEESE (T F = VT A NS V4=V 3Bug// VIF >y Fay
Img B 2EOFGICEIVFEHLZLE, ZF VI AT Y
TR VIF Y Far OFEYHEITSTNS ZEEZ TR
o7z BEANT— %),
16.7.5 %> >

R NICE Y FIVAAN T 4 VAT —F 4 ¥ 74 10mg® (7 H
M) &3 TH 2 0.5mg (HE) ZRFEOHRGIE ) A L7
EEL ERUSTEY TF Y OFEMBREIIHE R T o 125
FHEAT— %),
16.7.6 JIL7 7>

R AICE ST VH AN T4 VAT —F 4 ¥ 7§ 10mg® (7T H
M) L7771 v 30mg (HA) #REOHEGICEDIH L
EE TNT ) OMEBE PR IR IR R T o7, F
7o U MUY EVEHANOREL b o720 BHEAT— %),
) RSN HER OCHEE. 1L 6 MR /NEic 1 E
dmg TH5bo

17. BRERRRIR
17.1 B3 RURLMICEEY 2 55&
17.1.1 EREHRERR

LDl b 6 e o /N AU S BB 2T v 7OV A T iR
4mg % 1 [ 11 8 AEHS L - ENEERABROME LI TED & B
) CTdHo7208,

1 bh b 6 i/ N R BT 2§ & L 72 BN ERIRHER D
AR IR
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B - -

=H (FEE) 48 88
NSRRI 7.98+9.26 -4.03+8.18% -5.49+8.09%

(1,2 3) 66) 65) 65)
& DR 19.98+12.91 -6.81+11.91¢% -8.54+13.21%

(1,2 3) 66) 65) 65)
R 58.28 £42.42 -4.17+26.49 -11.80+17.93%

(#/2 i) 66) 65) 65)

Ty = R, () @ Bl
ANEEPEIRISL - BRSSO . BEORREIR A PED 2 & b B 2 ek A1
B PEHSEOMERIRI R R L
T R=ZA5 4 50 LR
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RITEHZEREE 1.4% (1/72 61, IS Th 1« Bkt
BEEMI o7z,
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18.1 e
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18.2 LT R RMAIERIER (RERHEEHR)
SZEMREERB (VT MEHIRLE, U937 M K ¥ THP-1
MIFERE) T, LTDs O3 kKEA 2N HE L, 2O EHI g
WA X BB EZ T e h o720 LTCa KU LTBs 128 2%
GRREHUE R RSS20 - 722,
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W2 L Co R i 2 B F R 2R Lce —H BV TV A
M&. LTCs (LTCs OfCH % BHE L7250 T) 12 & Ao
I xHEL b olze $720 ELEY FEHWSLZAY IV, T
SEFUER. LT bV RUT R FV D) VEERROSE TIGEE 1E
EAETHEL ho 2B,
18.4 HUEBFIC L 3 [EIUREIFI/ER

BAE L7238 R E T v FUELVE Y M RN AL OHEZESRIC
£ B G SN BUR % SIRN P G- B O PG T L 722 i
RO FERERIZ BV COHURTR G & 2 B OS5 S8R A4S S0
fi w F NI 75%. 5T%INHI L 7229,
18.5 BNEFEY R OERBIKEINERIS (X9 2 MEI1ER

&R ) AWV DY EESC & 2 BRI K N 58 70 A48 S Ui SO
RS- T L 722,
18.6 7F7147F%> =2 ay 7T 2MHER

BIEENVEY VOB T VT I VIZEBTF 74 T9Fy—Yavy
% ERA LI L 7230,
18.7 BfitBEDHE1EH

TRE A & FEAE DI MELE LM EEH 2B VT, 1 R ORI
AitE A L7z,
18.8 IFERIRKICX T R

HRAE 7> © FERAE O 1M S BB 12 B W C LU h O I R ER
KT TR THEIT SE72, RN NEESRIC
B B R IMIFERER LR b AR IR T S 72030-3),

19. BXSDICREY 2IB{LERFR
—RgEI & FR
EYTIVHANF M)A (Montelukast Sodium)
14
Monosodium{1-[({(1&)-1-{3-[(1 £)-2-(7-chloroquinolin-2-
ylethenyl|phenyl}-3-[2-(2-hydroxypropan-2-
yl)phenyllpropylisulfanyl)methyljcyclopropyliacetate
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C35H35CINNaOsS
SFE
608.17
E27N
A~ E OB ETH %,
AY )=V ROLTS J—) (99.5) IO THEITRTL
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Wl X o TEMIZEALT 5,
EEBER

C IKIZEL
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