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G L, $E5PICB LT, I USRI o B
EMERTH T Lo

ANYanya— - 00U OBREOHFHED
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(Bi&E. +=EBaE. WAHEE. Zollinger-EllisonfEf&EE)
WEL. RACIRT Y7 F V=& LTLHS0mg% 1 H IR 135
595 kb, WE, HEE. WEREE CESEANE T =
TR ES ClX6AM F ToRb LT 5,
(FFRHERER)
WE, RACIET YT IV — vk LClH30mg% 1 H 11
#5325, kb, BESANE TORG LT 5,
EHIT, 5 - R E MY By Sk Bl ROMERRIEICB W
TiE, 1m15mg% TH IR 5-9 5 A% RRA T 508461,
1TH1RI30mg % R 5-355 2 LA TE 5,
GEV 5 AME BEWTIE (ODEE15DA))
WE, RACIET Y 7TV — vk LClill5mg% 1 H 11
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555,
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(ANYanyg— - E0YUOKREOREE)
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T1H200mg (FIili) D3#] % FMEECTH 20, 7H MR S3 %,
BB, 77V AUNA T, LECHB U THEHEEETS L
MNCTED, 72721, 1E400mg i) 1H2E % ERE 3 5,
TUMYRYTL v CES— TEXFTIY YRR BET 7 5
VA< A ¥ YO3FEGITE LAY AN F— - Ea) ORFR
ERPARDOEE. ZHbaiERE LT, #@H, BA
W7 vy 7V —=)e LTlH30mg. 7EF ) VKA
& L C1m750mg (i) X" 4 b =% v —) ) & L CT1H250mg
D3F) & FKRIZTH20, 7H B 5-3 %,

7. BEARVAZRICEET 28

(ERERER)

7.1 MEFEEICB W, THIRBI30mgd ¥ 5-1&, 1H 1 15mefk 5
HUZ TS L7287 £15mg TRRIERAA 3 42355512 % 6

GEV 5 A B BEWRIE)

7.2 B RMG2EKE Hie L LCMRERERR L, EROSEMIN A
RO LN WA ITIE, BRRUADEKEDE 2 5 b 720
DY IR IEFEANOLE T ZEE ST H 2 Lo [15.1.5 2]
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W2 &) EREEAS RIS D72 ) k3 2 ERI T B U Y
FIEICE DT L2BENN 2w EHIR SN D85 E1H1M
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(0.1%AKH) . 2 3 v 7 (0. 1%KiH)

11.1.2 UMK A . EFRIRAE. FMEEIM (0. 1%AK5" ).
FIERIR A (0.14%™)) M/MRIED (0.15% ). &I (0.14%™)

11.1.3 FFH#BEREE (0. 1% A0 ™)

W, AST. ALTO EA5% k) mE R EY D 5 bh
LT VBB,

11.1.4 hEMRRIFEFLBAFIE (Toxic Epidermal Necrolysis : TEN) .
R B HEEARE 1R (Stevens-JohnsonfEMREE) (0. 1%A™")

11.1.5 FEIEMMR (0. 1%AKH)

FEE Bk, IPURAEE, iR o SE (R8T Sd S bl

Al LI EXME OB Z T L. AHOHS % dk

L. BB R AV E R OPe -5 0 @) 70 JLid % &
*11.1.6 RMASTHEEME R CHEAH)

BB EICELZ LD HDHDOT, FHEERAM (BUN, 217

Fo U ERE)IEETH L,

1.1.7 RAEE FHELRH)

(ANJanyg— . 0l OBREOHEE)

11.1.8 BEMKBEREOMEL 5 EELKERX (0. 1%AKi")
AN ANy — - ¥a) ORERICHWS T EX V) KA.
7Y A0S T TR BIEERG RS O MR % k) B R K
Wk Hbile 2 EhdHbHDT, B, FROTHID L b
HEIIZE B IS R IR 5 4 EEY R E 2T 2 &

VL) FEBUBEE 137K GEIR F C O R R RO L B IR TE R B AR DA R HED o
1.2 ZOMOEIER

(BB, t-HRBEE. WaNEE. SRMEEHEX. Zollinger-
EllisonfEfRE. U5 AMBREERE. EAE7XEY U#5
BFICBI2BEE T RBEBEOBRENF. X704 N
MRERRERICE T2 BBE I+ HRBEEOBERME)

42 -
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0.1~5% A 0. 19% A A
S ECE 5. I % ALBE
B WA 7
<=7
JHF-Hiek AST. ALT. AI-P.
LDH, y-GTP® -5
k73 TFR BRI %
bR fEFS, T, 1138, [l TR, ARANE, |5 %
LEE AT TR NENIZ DY X N IV 4 N S
(collagenous colitis|H 54, IN%
S EGT)
RS | B, IRA 9 O, AR, 0 F
Wy RER
*| 20 FEEL B a L AT | KMALILE. FE B2 A B
O—b, JREED LA | B & - VB0 LU Wi K-~y
N o Loty AdiE,. K~ 27
& . BE T ALE K
710 7 AME,. K
AV ASE

11:2) FEBUHEE (I AR F o BRI BE IGGE H R A OR R0
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L1z, ERPICAK O G EIET 5 2 b BERBICHEERT. O
Shy HIMSEOREZ2EDH I ELRHHOT, T, MEAFED SR
LA, B R ALE AT 2 &,
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5%8L 1 1~5%Ai
L% THRI(13.2%) BRELIEHE (8.7%) |Hloy WERE. LT 28, TR,
HAE ] B
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AR AE R Ui, D F W

T5) BRI H S LE T R EEIC B AT v Y I Y=, TEF
YN VKRMED Y S AT A Y Y U A U=V — L O3
Lo Bt 3o <,
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X BBEWHEER LT HAICIE. TS OFH OB 5L T 48 DL
PR INCTHEMT 52 EEE L,
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14.1 ERIZAEOER

14.1.1 PTPUZEOIEAIIPTPY — M5 WM Y ML THRAT 2 &9
BT, PTPY— MORBMKIC L D, WO FfEAT B R,
AT A Ly B394l B 2 U CHEREI %55 o 5 2 & 0HE
BT HIEN DS,

14.1.2 RANIE O IO THRE AR S5 & HET %720,
K LCIRHTRETSH 50 T72 KTRHET A2 EHTE %,

15. ZOOEE
15.1 BEbR{EAICED 558

(hEEE)
15.1.1 RAOEMEGHICREDOE R ) — 7% b7 & o)
% é o

15.1.2 AFNOFKGHFHFBIC X 2ERZ KT 22 L0550 T,
BTV L ZfERE0) 2 H5 552 L,

15.1.3 MBI 2 HBOBILME T, Ta by Ky T4 e
 —12 X BB T HEE ISP 9 BB Pr. FBa s
Yoo BHEEPITO ) 2 7 8NAHE ShTwb, FIC. BHERL
ORMM (EDLE) OB E 2 2 BE T, B0 27 238
L7

15.1.4 AN BT 2 FICABRBEZ NG L Lo BISN %
T, UMV EY T ey — %5 L2 BEIBVTs O
AN TN T4 T4 YN B EGEGD ) 2 7 BEnAsH
HENTWD,

GEV' S A M B BEWRAE)

15.1.5 BN OE ) X 7 Th 5 ke, B, 290
V=T HiRS D OWFICH Y L wBE I IR o BHER
EPHE SN W EPFHERABRICL D) RENTV S, [7.22
18]

(BRET7ZAEY VHRS5EICH T2 BEER I+ RBEEEOHEHR

I

15.1.6 IHET7 A ¥ ) VGBI 2 il O3+ iR
DFFEY A Z71E, NYany y— - oy @y kL OhEN
IVEELWMHEEOD 5 L DR RBIC L VRS TWw 5,

15.2 FEERARERBRICE D C 15

15.2.1 J v MIZ52:E sk Hl R 1% 5 L 7258 8% C. 50mg/kg/H
Tt (Ui PR i D K9 10085) 12 35 > T LIS BL P 00 05 B 0 5 i 73 52
HOENTWDY, 512, 247 HBmEIRD%YS L 2R T,
15mg/kg/ H L E O FFIZ 3> T B o0 5 3 ) 0 B o> 6 A 38
A 72, dmg/kg/HU EOBICBWTHDO A VF /) 4 FHEH
BROLNTEY, MA T, MF v FD15mg/kg/H YL UK
7 v b ®50mg/kg/ H UL E OB B\ CTHIEZE A O F8 AL B O 3



MABTED LN TV 5D,

i PR NE J ORI ZEAR LS D W TE, ~ 7 A DS A RER,
42, FroimtERBEcEROONT. Ty M RZELE
EZbNb,

15.2.2 9y M5 75— )V (15mg/kg/ AU E). 7TEF T
T Y KFI(2,000mg/kg/ H ) A& 438 B PR RS T He 5 U 72 3k,
BROA RS 75— (100mg/kg/H). TEFT VY ¥
KA (500mg/kg/H). 751 Au<4 ¥ v (25mg/kg/H) %4
SAMBERRORS L2RERT, 72X T V) YR & kDb
BB G L7223 IR SR ATERD ST W A5, #EhiE
TEXFT I YRKHMBHIRBIAT B L7200 TH D, KAT
W LD TIE AW PR INTWS,

16. FEWEEE

16.1 MAFRE

16.1.1 HEZSE

TR A24BIIC 7 7 71 2 OD§E1SH B\ k¥ r7a v h 7

15%, F72. WOBER A4 5 7 71 »0D$E30H 5 W id ¥

F7uyh TNk FNENS B A G —N—I T, PIME
WCHEIRE O PG L2, EHRIIE T Y 7T — IV ORE

bR & LTIl &, RO MR BEHERS J OV

WENREFE ST X — 2 I TFOE BV THY, ODIEE 7L

FAEMFEMICFA%ETH D Z LR INT WD,

P54 (mg) | AUCo24(ng - h/mL) Cmax (ng/mL)
OD#¢15 15 1,105.3+1,101.40 474.1+254.04
B 715 15 1,136.2+1,186.29 442 .7+231.71
OD#¢30 30 2,216.5+1,270.16 992.8+384.34
71730 30 2,223.6+1,203.07 949.2+361.68
CE¥fili + BEHE(R 7, n=24)
(ng/mL)
700 + —@—O0D§l5  (n=24)
l,% 600 --O--% 7 V15(n=24)
;g 500
E 40
*
75300
1t
& 200
100
0 -
12 24 (h)
(ng/mL)
1400} —@—O0D4i30  (n=24)
W oool SO AT LN (0=24)

8 12 24 (h)
R [

T2 FUVTIV=NWERTTNT 7 — b, IEKEEILT IV
ISUATN - KBIES 7R Yy A EFEBCRET L. 5
VTG =V OMAERRESKT T 5 2 LA ETHE ST
‘1\64)0
16.1.2 R1R#RE

FEHERCA (651) 12110130mg 1 15mg (W b 4 7R VH]) #1H
117 H R T 1S SRR 3% 5 L 72 5 o 137 v i B o0 3 78
FRAPHEIR S SRR BRI Vb0 L EZ SR B,
16.1.3 >V 75—, ZEXI DU KPRV Z) X0
74T O HRABOEYERE

EFER N OB 2T v 75—k LTlHE30mg(H 7 kv
H). TEFT VY AN E L TLEL,000mg (i) KUY 5
JAu<A Yy LClE400mg (JI ) O3F] % [[ B L2 #1718

_4_

HL72WE . 50975 — L ORBAKD Y BIREF /8 S
A= TROEBYTH D,

HET
Tmax (h) 1.7%0.5
Cmax (ng/mL) 1,104 =481
Tuz(h) 1.88+1.88
AUC(ng * h/mL) 5,218 +6,284

(P39 + FEHER 2. n=6)

3. SHI PRI O 3K 45 4 o ML I S B - R o DL R
WEE L IZIZFBEOMR Z R L2,

F 7o, RS (TH0) 1237 % [ Ak Ji i CRIRFCTH 2007 B 5
BRI G L7220 0 3B, S, ERMEE2VWEZZ 5N 5,
TN TNy 5 — - ) BRI AR - R e e s, [6. B
16.5 HEittt

R (651) 12 1130mg (47 7 VA 2 F Ld ks, F
72y 115mg (7 7k VA 2 & T ISR O%S: L 26, R¥
WIRRE L LTHRE S R, S Y ST — Lo REKIR
B SN h o 7ze #5524 8 F T o SR Pk 1313.1~
23.0%TdH 77

17. EREREXHE

171 FIHRVOREMICEET 555

(BiEB. t-HBEE. WEHEE. UREREX. Zollinger-

EllisonfEf&EE)

17.1.1 ENE I/ THEER (—HiREREHBRR U _ET5HRER)
ENEEZ G2, 1H130me % — KRR TIzE L L T2~
SR, T ML R AR TS B (5 ) K 06 R (-
TARMIESE) BRI 5 L 22 R RIS B L RIS e ot
TN ARAE LR, IB37HORBIEERIEITEO LB TH
5 6) zb

B B (s e
By 604 535(88.6)
+= Tuﬂﬁh:l 445 418(93.9)
Wy 5 19 17(89.5)
Wtk i gk 66 61(92.4)
Zollinger-Ellisonsi 5 #E 3 3(100)
it 1,137 1,034(90.9)

B pik, ( )MiE%

B, HEELOCTZHRBEEERE 2R E L EERILEK
KRR OFG R, AKHOH AN ED LN T WD,

F 720 1H1A30mgZMMAE IG5 5 2 &1 & ) K & e
SN WHEEEEROBE 2 HRIC, S HICHR#EEL LT
H 1181 15mg % 2438 B 4% 1 13% 5 L 72 5 B Moo B 3Bk o &6 28
RANOHREDFER S N TV BT D),

BV P FEBUBE S | AAI P 58 C BRI REIR & L C3.0%(35/1175)
TH Y. EREEHIHRMAMEE LB & L TALT LA3.1%
(30/982). AST 15-2.2%(22/982) Td - 720

GEU' 5 AME BB FIE)

17.1.2 ERE LIHRR (CEEHRER)

WGBS #1502, 1H1E15mg% &I 5 L 72 5 Bt
TEABR DK R, 5B AR TOMRR T O MEIRH B oE &
(F i) VAR A 5- B T67.9% (6961) . 7 T £ RET42.9% (72
Bl)TH B,

B Ve F S BU S (I A HI HE 5B T8.6% (6/70) Tdh 1 . T EINEH
FiL b Y Z ) 5 A FEN2.9%(2/70) Th o720 B, HHE
NEESFT OB A 7 Th A ks, B, 240~ = 78
WHYDOWFTIIZHEY LB ICBIT A5 HiGH4GERK T
DRV F O MEiEIR B E o> 4 (Fpgefif) (A H e 58 T 37.5% (20
Bl), 75t KEET46.4% (2461) TH B

BERE7ZAEY U HBRE5BICH T 2B EERIE+ R EEOER

;mﬁ)iiu)

17.1.3 ENE IHRR (CEFRER) RURARGER SR
BHE7 AE) Y (1H81~324mg) D MG 2 LEE L, »
OHEEXIT T HEBREOBMAEREZ AT 2HMAEE TS
EL72ARFRE(THIM5mgR L% 5) L3t L o “EEH ML



R B G BR o f5 Sy R AT IR \C 38 1F A Kaplan-Meieri 1 &
0 3k U 72 69 BAR361 B BE 05 oo B X+ 8 I o R
FRIERE L. AHFIHE9. 5% (95%15 FHIX ] © 0.00~23.96). K HeHHE
57.7%(95%f5 WX 18] : 29.33~85.98) TdH V. K HHEITK 32
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