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1.1 EXLEIER
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NAAT7F715x>— (2RSS, EEZE. TREHZE)

(0.1%KiEE) . > ay 7 (0. 1%HKi)

11.1.2 AMEGE L. WEBRERAE. BMEEM (0. 1%AK"). 58
FIERIR A (0.14%™)) . M/MRIED (0.15% ). &1 (0.14%™)

11.1.3 FFHEEREE (0. 1%AK0™)

W, AST. ALTO LA5% 0k LT Ez D 5 bh
LT EWH B,

11.1.4 & M * & £ 5t Bt #% fE (Toxic Epidermal Necrolysis :
TEN). &S LSRR (Stevens-JohnsonfEMEEE) (0.1%A)
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TE2) FE BB (LK GEIRE & C DR R BRI L B IR Se iR i A oA R o

TE3) FHIAsHkBE 3 A 34, collagenous colitis®E A58 L T B W etk 25 d
B720, HRPICAFOL G 2 kT 5 2 & BERBRICHEEES. O
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15.1.5 FENESROE) A7 Th b hEima. s, 24
WEZTHRS ) OWFTIUT B %Y L e WA ITIEARHK O EFRE) A
PELIUIL WS EP KRR L VR ERTW5, [7.2 5]

(BERHE7ZAEY U EB5EICET2BFEEIET BB EEOER
)

15.1.6 RAE7 A YY) V%GBT 5 B3 U3+ 385
DI A71E. ANV TNy F— - va ) BB KON IS
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15.2.1 5 v MIZ52:38 H 5k R 5 G- L 7238 ¢, 50mg/kg/ H
B (B PR T 0 K9 10045) 12 3B\ TLBINS B o0 K 3 R AR I 2552
DHNTVDEY, X512, 24» HRMGRHIFOHRSE L72REBRT.
15mg/kg/ H LA O HEIZ 3> T Lk oo R HE T BE o> 56 A= 34
A, F72. Smg/kg/ HU EOBIZBWCTHO I VF ) A4 PR
EDOLNTBY, MAT, M~ Fd15mg/kg/ H UL OV
Z v F®50mg/kg/ H P EOEEZ BV TR ZE N O F L o 1
i b Tn b,

s L PR R B, OSHEIE ZE i L2 D W Tl = 7 2 DS AR SRR,
42, FVOHEERBETIZRDOONT, Ty M RE(LE
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15.2.2 v MZF vV 75—V (15mg/kg/HU L), 7TEF Y
) VAR (2,000mg/ kg/ H) & A PF AR HG- L 7238k
RUOA RS Y75 =1 (100mg/kg/H). TEFT VY ¥
KA (500mg/kg/H). 75 2Aa<A ¥ (25mg/kg/H) #4
ERBEHRI S LR, TEX Y D) VKW E D
BV PEHPS L2 8 S R DSRO ST W A5, #lbiE
TEFT DY VKNP BHIRBIHTH L2 DO TH Y. KAT
MW L72bDTIE RV EPFERINTWS,
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16.1 meigE
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TR N 2450125 > 75—V OD§E15mgl i 723 & 5 Wi
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V' —VOD§E30mel I 7 /8 | B vid g r 7a v h 7 n30E Eh
FNT B A4 —N—{EIIT, WA NSRBI S L7z R, I
PPIZE T vV 77— VOREAUESFE L L TRIBE Nz, R
ALK O M BEHERS L OV SR BB A= /8 T X — 5 3L T o b
BYTHY, V75 —=)0DEEGmg HT Nk T vV T
5= )VOD$E30mel T N[ ¥ rFa s h 7 N15Ey r 7
0> AT V0 EYFIFETH D 2 LD MR EN TS,

P AUCo-24 Cmax
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5 vV 75— )VOD#E

* +
15mgl &7 /<) 15 1,105.3+1,101.40 | 474.1+254.04

A= v DI 1) 15 1,136.2+1,186.29 | 442.7+231.71

5 vV 75— )VOD§E

* *
S0mel R 7<) 30 2,216.5+1,270.16 | 992.8+384.34

yo7uaryh 730 30 2,223.6+1,203.07 | 949.2+361.68

CPIgfE + BLEfR 245, n=24)
(ng/mL)

700 —@— 7V 7 5V —)VOD§E15mg I 73]
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,g 1200 Tl B, n=24

h |
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2800t
& 600F
% 400l
200
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01234 6 8 12 24 (h)
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16.1.3 >V 75V —Ib, PEXI U KMPRC Y Z) X0
74T O HRABOEYERE

EFER N 6B 125 > 75—k LT1H30mg(H 7 X v
). 7EERT VY MY E LTLEL,000mg (i) RUs 5
JAaux A ¥y LC1E400mg (i) o 3% % 6 ke 128 4%
LR 5209 75— OREAAR DI BREI 85 A —
FIETFTROEBYTH A,

HAT
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

CEIgfil = R 2. n=6)
B 3HIBEH R O 3K 45 A o Ui I K B 5K o L R
WEE L FIFRBEOHER Z R LT,
F 7o, AR (TH0) (237 % [ AR o JH & C IR IS T H 21817 H B
RS L2 oEYEIRED S, TR AVwEEZ NS,
H)ANY ANy y— - va ) RIS 2 RKRHD - HEE R 2, (6.2
]

16.5 HEtt
TR (661) 12110130mg (7 7 VA Z#A T U EHIc, £
72y 1I115mg (7 7LV H]) 2 ISR O S Lz 4, R
RREmE LTRSS R, 50 79— VORI
M E N o720 552400 £ TOIRFPPEIRI1X13.1~23.0%
ThH-72,
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(BEE. +-HEBEE. WalEE. ¥RMEER. Zollinger-
EllisonfEf&EE)

17.1.1 EINEE I/ MHEE (—iERRHBR RO —EE5REER)
WNBEZ RIS, 1H1R30mg % — MR Clad & L T2
~@E M, IR IR R TS [ () & U6 [
(+ RIS RS L2 BRI B W T, s
DT DN ARF G, 1I37TH ORBIEIERIT T LD LB D
VC&?) 56)*26)0

e BI% TR ()
Bt 604 535(88.6)
+ AR h 445 418(93.9)
V/kegtiti-e/4 19 17(89.5)
I £ 5% 66 61(92.4)
Zollinger-EllisondiE fi 3 3(100)
it 1,137 1,034(90.9)

B, ¢ )MiE%
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F7:. 1H1F30mg% SR G- 35 2 LI X D B & HE
SN B RO BEEZNRIC, S OICHERRE L LTIH
115mg % 24 RS 4% 5 L 72 5 B R LI R 3BR o0 5 21
RANOAREDFER S TV BB,

BIVEM s BUB B (X AR A B cHMEMERE LT3.0%
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GEUV 5 AME BEWTRIE)

17.1.2 ENE IHEER (CEEHER)

WNEE 2R RIS, 1H1E15mg 2 FE 8 S- L 7z 5 B M bissot I
REROFE R, G- BIGHRAER TO MR T O MR H B oo sl 4 (Fry
)V ZAHIH 5-HET67.9%(6961) . 7T L REETA2.9%(7261) TH 5,
BRI S BUB R I3 AH 3% 55 T8.6% (6/70) TH V. T 4BIEM
FirR M) ) kT A4 F8IIN2.9%(2/70) TH o720 BB, HEHE
NIRRT O ) A7 Th L mEims. s, ZI~v =75
BHYOVFRIZHFHN L VEFICBT 2% 5FMG%4ER T
DR VT OEREIR H 8 0 B A (v Jefif) 13 AH] e 5-1 ¢ 37.5% (20
Bl). 7T RKEET46.4% (2481) TH 5o

(BERE7ZAEY D H5BICH T2 BEERIETEBEEOER
sy Y

17.1.3 ENE DIHEER (CEEHRER) RUCRARGR SR
EHET7 ALY ¥ (1H81~324mg) DR L2 LEE L, »D
HIEE I+ RGEEOMAEEEZ AT 2RAEEE TR E L
7o ARHIBE (LH1E5mgké 8 5-) & B & o MLt i
RER OSSR, FEARNTREIC B 1) S Kaplan-MeieriE 2 & D e L
7o IBFR B AR 361 H IRE 5 o0 W 055 0 T 3 B 05 o AR 56 E 3
. ARHIEE. 5% (95% S HEX T 1 0.00~23.96). & HEHEST.7%
(95% (5 HHIX [ : 29.33~85.98) TH ), BT T % N —
FH130.0793(95% 2 #HIX ] © 0.0239~0.2631) (logrank#7E :
p<0.00001) TH - 720 F /2. RAFANTEFIC BT S Kaplan-Meier
A X Y HEE L 22 BB AA361 H B o B s I+ e i
B BREISHERIZ. AHKIEES. 7% (95%E X © 0.69~6.65).
xR ES1.7% (95% 15 BHIX ] : 23.86~39.57) Td . A FEEEC
% % N — K H130.0989(95% 13 #8 X [ : 0.0425~0.2300)

(logrank#% 5 : p<0.0001) TH - 7z
(%)

100
90
80+ — AHIRE - - - RPHEEE
70
k)
i 60
5
JiE 50
40
30 o — T -
P
20 —
I
10 f
o)
T T T T T T T
0 91 181 271 361 451 541 (H)
AFIEE (n=213) (n=183) (n=141) (n=85) (n=28) (n=6)
xR (n=227) (n=158) (n=111) (n=62) (n=14) (n=1)

L) H 2> & O]
FEASBEITIC 51 5 Kaplan-Meier 12 & 4 IS X1+~ J5 50 00
T
EHIC, REMBRIEER T TARZHFEL T, H50id &
WEE 2 AR D B A T TH 1M 15mg % 2438 Mk 355 L 72 &
ke £ G BRI B Ty B IR U AR O o S 1R
LY IR NP
R 56 BUBRE 1 A B 5BEC°16.29% (55/339) To o el
FEMIE, BEH4.1%(14/339) . F3.2%(11/339) T > 72

EDIEA T 0 A FUEBUIER RIS O MBI & T Tuin,

GER7O4 FHERRERRERFICH T3 BREXII T HEEEE

DEFEHH)

17.1.4 ERE TARER (CEFREER) RO RBRGHIR SR

BIf ) »~ 7 BB EES OERERO-DIC, AT
A4 FHREREO B 5 2 0% e L. 2o HEE L+
BB EEOMAREL AT 2MABTEZNG L L2AKIEAH]L
W 15mgRE 4% 45) & 3 REE & o 5 M o0 IR SR ER o 5 3.

Kaplan-Meier{#: (2 & O 2 U 72 E#EBI 4361 H R 27 00 B 55 L
RIS O RIS, ARFIEEL2.7% (95% 5 HEIX [
5.85~19.59). *IMEHE36.9% (95% S HHX M : 27.51~46.35) TH
0. RIRBEICR B v — FII130.2510 (95% 13 $HIX [ : 0.1400
~0.4499) (logrank#i% : p<0.0001) T&H - 7z

BRI 38 BB (XA A 3 5- 1 T15.3%(28/183) TH V. F 7l
VERIZ T H14.4% (8/183) B H A b Y IiE2.7% (5/183) . fHF
1.6%(3/183) Td - 72

)

100
90|
80
70
601
50
40
30

— A - - - kbR

RS

6 9‘1 lél 27‘] 36] 45‘] 5411 63‘1 7‘21 (H)
HA=168) (1=120) (1=93) (1=80) (n=57) (n=27) (n=12) (n=D)
AR (0=162) (n=102) (1=74) (1=62) (=32) (=19) (n=5)

WERLTTH 785 DRI
Kaplan-Meieri: 2 & 2 ¥ 55 30& + 8B 85 0 RIS

E51C, RilBRSIEER T TARAI AL C. 1H1M15mg %
24 AR PG L 72 BRIk Gk 5 BR O &5 5. Kaplan-Meier:
W& 0 U7z SIS O RIS O RESSE RT3,
TEE M ek i SR 0 6 8% B 4R 361 H IRE £ T 14.4% (95% 13 X
4 : 7.89~20.85). 631 H i 25 T19.6% (95% (2 HHIX [#] = 11.10~
28.05) Tdh - 720

112) “HEHBRILES BRI BT 5 RHITED 9 b Rk G- BRI AT L

Zdpo 72 B, ROTE ERRILEOS BRI B 2 AHITED 5 B Rk
et GBI AT L BFE 2 AR L THINL 720

(BEBXRITERERICHTZAVINT Z— - EOVEE)
17.1.5 ENE MHEHR (CESHHAR)

A any y— . ¥n) Biko B+ IR E O A
BRENRE LBROBKRRAR(Z vy 75V =N, TEF
YUY VKRB ) A< A Yy 03K 128 A K
WERITEDEBY TH b,

FHRSFC B 2 BRI (7 H B#E 35

KA O Bl lm 2 B

F V75 —)V 30mg
TEF TV YR 750mg (JI1i) 2[/ H
7 51) 2u<4 ¥ 200mg(H1li)

87.5% (84/9611)

7 V77— 30mg
TEFXT V) VKA 750mg (JIili) 2[al/H
751 2u<x4 ¥ ¥ 400mg(HI1li)

89.2% (83/93f4)

TR (B B R (TH BRI S)

KA O Bl lm 2 B

F V75 —)V 30mg
TEF TV YR 750mg (JI1i) 2[/ H
7 51) 2a<4 ¥ 200mg(H1ii)

91.1%(82/90%1)

7 V77— 30mg
TEFX TV VKA 750mg (FIili) 2[al/H
751 2u<4 ¥ ¥ 400mg(H1li)

83.7% (82/981)

FBRA SIS BAAT G M 2 i B L L7
Al S8 BB BE 1350.5% (217/430) T Y 7% RIVE A F ik
13.7%(59/430) . T#i8.8% (38/430) Td - 7o



B, KREROEETITbIIAY) a7 5 — - Eu ) BiEo
TR ST S 2 B O BRRREBRT IC B Wb, AR
DERWHRAFRD 5N T Wb,

TE3) BF 48 M OIS I B DR AT L BE s

HEA) FIA OB, eGP TROLEBY TH Y, ENOKBHLE - H

HERA 5. [6. 5]

KE 7Yy T7F = E LTIA30mg, TEF TV YAMHE LT
1Im11,000mg (Jfili) K O°7 59 Au~<4 ¥ > & L C1500mg ()1
i) 3% & 1H2ME, 10H 31314 H M#E F5e5-

IV T IV = LTL30mg, TEFT Y YRAPE LT

1Im11,000mg (J1fili) K O°7 59 Au<4 ¥ > & L C1i250mg ()1

fili) ©3#%1 %2 1H 2], 7H RS

17.3 Z DAt

17.3.1 MFEH R MU VICRIFTHE
TH1M30mg% . B EHIIE8EM. T iREEEEH 12136
WHFEHR G L2 a, g7 A MY Y EOF E R LA
SNBA, G TAEBRIEET 5%,

17.3.2 AZEEEICRIFTRE
B L O RIS B IS H 11a130mg % 8 R AE 145 L
e, 7Tug 5y, avFV—i, GH. TSH. Ts Ta
LH. FSH. DHEA-S. 7 A MA7H Y, TA T TF—)VITHH
EREE RITE B WP,

17.3.3 BHEOATBHlRZEEICRIFTEE
B L O RIS B IS H 11a130mg % 8 R AE 1425 L
7t RO NI R ST S v

18. ZERZEIP

18.1 1EHF
ARFNG RGN O B A AL ANREAT L 72t RIS X 2188
PO % R TR L RS S, Z ORI L W 3%
EERHMICRELTTe by Ry 7 LTofkEzH- TS
H' K'-ATPase DSHIE & 454 L. MRIGEEZIIHIT2 2 L0k
0. BOWEIHT S EEZ 5N,

18.2 BB IMEI1ER

18.2.1 N AH A MU RIS
EERE B A~ 1 H 118130mg He 8] 36 N2 7 H AR OB 512 & 0 1
7% R W E I ASEe S, T OV G-24 5 ] b 3
A AP AR

18.2.2 4 > V) LRI
TERER A~ OTH 11 30mg7 H BRI H 512 X 0 350 2 1 B
PR 2SR B B¥,

18.2.3 RED
TERE A~ DT H1IE30mg7 H B#E 8512 & 0 BRI oW 5
IR AR H B

18.2.4 24BERE9 M
TERE AN BT % 245 1] 1 HRIGAER© 1 H 11M30mg7 H F#% 1
PG L V1H %38 L CHEBSWOZEN 2 EH 25720 5%,

18.2.5 24BsEBRpHE=42 YU > 7
TR L O e B B RHR W o0 B~ O 1 H 1130mg7 H [
RIS LD, 1H 28 L CEFWH L H RS WIIHEH 25320 5
}/LZ,B(S)’BS)O

18.2.6 245 TEREAPHE= 2 > J
UGB SR E A~ DLH1E30mg7~9H MR I 51c L ) B A&
BRI OZEW R IHIEA RO S5 b2,

18.3 ANJany 42— - EOQVKBREOHHBIER

18.3.1 7EXF VU VARG Sy 2aa~f Y v EBlT v
VTIV=VEDRHI LY, ROKLZOHMBRTRED L
ANBRDENDL (T M),

18.3.2 N any ¥y — - YO ) BREBHICBI LT VT TV —
NVOBENTHNpHZ EASIELZLI2E), PHHENETES
YUK, oY AuxA YU ONEIRELEEEDL I L
WZhbLEZ LN,

Bl -

19. BRI T 2BLENAE
—f4 1 5~ 75— )V (Lansoprazole)

1L2E4

(RS)-2-({[3-Methyl-4- (2,2, 2-trifluoroethoxy) pyridin-

2-yllmethyl} sulfinyl) -1Z/-benzimidazole

G
i at A

LV

369.36

Ci6H14F3N302S

HE~HBHaofattohkTdh s, NN-VAF Lk

VAT I RIZETRT L, AT = LIZRRETRd <,
IE 7 =V (99.5) ITRRIEITIT L KIZIFEALELT
H\ie NN-Y AF kAT I R (1—10) s
EIRS R MBSO LN,

22. A%

HsC 0

(F V75V —ILODEE15mg[RE T /\])
100%E[10%E (PTP) x 101, 500%% [10%E (PTP) x 501,
2005E[ 7T AF v 7 KM, NT, HEKIAD]

(F V75V —ILODE30mg[RE T /\])
100%E[10%E (PTP) x 101, 500%% [10%E (PTP) x 501,
2005E[ 7T AF v 7 KMV, NT, HEKIAD]

23. FEXH
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