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$E5mg
$E10mg

INT FY-)UNaig=5mg"A-I\7,
INT FY-UNaiB&10ms" A=\,

RABEPRAZOLE Na 1asLeTs TOHARA,

2. B (ROFBEBICEIREULRBENT L)
2.1 KA DRI UBBAEDBEEED & 2 &
* 2.2 VLERY VEEBEE2HESFORE([10.1 BH]

3. #ERE - MK
3.1 #Em
o §t 5Smg [A—nF] | §E 10mg [A—NTF]
1 ggrh 1 gErh
BHOES |SRXTSV—LF M) SRTSY—)LF Y
7. (HE) 5mg v (HRE) 10mg
D-v> = b=, FABHIV T L KEB(ET
U A, ERoFy oo — 2z, KB
ErrRoxsuobiltiluo—2, AF7Y Vg
<RI L, e FaAa—RA, ¥, B
WA (A7 La—)L- 727 ULEE - A7) ILEERXF
IVHEBEEEK, XF¥ 27U LEBEaR)<v—LD, 57
YLURREEF MU L, RYVILR—1K 80, 7T
VEENYIF. BILF Y. EEE TR,
ANF Ty
3.2 WFIDMIR
Wiy | 77V Nali 75 —)L Na HE
o $t 5mg [+ -7 | 10mg [#+—/F ]
MR - FIE | MEE - 7o VA I—T 1 v T8 (BESE)
eS| Bim | Fm | Em | HlE
o = B ®) =
Jox E#% : 5.9mm E#% : 6.9mm
EE:2.6mm B 3.6mm
g8 69.5mg 130.0mg
BAFER | IARNTSIEF—NT | FARTSF10F—NTF

4. HREXISHHR

OBESE. T-HKEE. WEHES. YRAMHRER.
Zollinger-Ellison fEIRE¥. FUSAMBEREERIE. €A
E7 AU VESRICEIT2BEEXIE T EREEDH
FHNH

OTEIEBIFRIAUINTI— - EOU DRRE DB
BiEE. tTEREE. 8 MALT UV/VE. REMMmIvR
WAME. RPEIBREICH T 2NREIEEEE. NUINTY

— - EOURRBR

5. MEEXIFZIRICEEET 2:F=

GhaEdE)

51 KHOHESBRICLZERZRE®R TSI EHFHHDT.
BHTRWCLEZHROS 2H/E5952& (B MALT U >
ISR, BREIBEICTT 2 NEENIGERZEICB T 5AY 1
N7 & — - EaY OREOMBIZERL).

GEU'S AEBRIEETE)

5.2 %5BME 2 BB 2 BRE UTHIRZHEE L. EROWEME
HAERD 6N WIGEITIE. BERMANOFERNIEZ 5N
Bz OO IBEANOEE 2 HFHTH L.

(BRE7 AU VERERBICBIFZBEBENIE T EBEED
ERIED

5.3 Ifif% - ORI DD ITEHET A 2k
ELTwaBEE2HEMREL, HEFMABICELTE. B
BB+ EBREOME2HERT S L.

NUIONTI— - EOY DREDFEED)

5.4 EFHE MALT V) >N EICRT AAY anNs v —- o)
MEIGEDOEEIITEL L T,

5.5 St M/ IMRIBANEICR LTI, A RS54 V%22 L,
ANV IANTH— - 0 BREEEATEY) &I S B ER
ICDOHBHEBEEITD 2 &,

5.6 RHBEICN T 5 NESEMIEREESMNCE, ANV any
Z— - EnY REREICE S BEORENSIICHT 2E6%
PR LT Wz,

5.7 N ansy— - oY BEERICHWAEICIE, AV T
N7&— - Ca pPBEHchH s & RUORNREREICED
ANVIANTH— - Cu) BERERTHDHI EE2HERT S
Eo

6. FERURZ

(BBE. TZiEBmER. WEERER. Zollinger-Ellison JE(®
Fz )
BEBRAICIE IRV —=)LF YT LELT 1 H10mg
Z 1 H1ERORST ), Wik 18 20mg = 1 H
1 BEOKET A2 EDTES, B, BF. BEE. Wa
HEETIE 8EME T+ EREE TR 6 Rl E TORE
L35,

GERMERENR)

=t
MR EEROBEEICB LTI, 8%, RAICIEIIRT Y
—J)LFhYoLELT1E10mg %1 H 1 EEORST S
A JRIRICED 1\ 20mg =2 1 H 1 BEEOREGT S &H
T&5%, 28, BE., HEMETORE LTS, £/, F0
MR TA U EY =X BIBBETHRAT LG, |
[\ 10mg X 1 [\ 20mg = 1 H 2 [\, & 51 8 ARREOR
5452 ENTES, 72720, 10 20mgl H 2 B 5IEE
EOMBREEL2ET 5EICR 2.

- MERPRETR
B3 - BREZR DR TUREREROMEEICB VLTI,
BEBRAICE IRV —=)LF YT LELT 1 H10mg
1 HI1EROKET %, £/, bRy T reesy
— I K BIBBETHRAT D LR EREROMEREEICS
Wi, 1 10mg % 1 H2 BEEORE T2 EATE S,

GEU' B A B RIETE)
BEBRAICE IRV —=)LF YT LAELT 1 EH10mg
1 H1EROKST %, &b, B%. 4@l coREE
ERAE

(BRE7 AU VERERBICBIF2BEENIE T EBREED
BFAED
BE. RAICIZT TSV —LF FUPLELT L [E5mg
% 1 H 1 EROBET 280257051 1 E 10mg
Z 1 H1EREORE T2 ENTES,



(NUONTI— - EOVUDBREDHHEED)

BHE. BAICRSARSSY—LF by aELT1ME
10mg. 7EFT ¥V »ARMPE LT 1B 750mg (FI1H)
‘U751 2u<vA & LT 1E200mg (F1fi) @ 3 #l
ZEEC1H2E, 7 HEEO®HSET %,

BB, rIVAATA T U, BBEIGCTCHENET S
ENTED, 72720, 1 [ 400mg (Hffi) 1 H 2 EZ LR
E9 %,

Tu bRy T ey — TEFT V) VKRS
FZ) AL D 3FEEICLEZAYV ANy —-EaY)
DRERBEIARINOE&1E. ChITRbBREE LT, &
. BAICESRT SV —)LF Y74 & LT 1 [E 10mg.
TEFIVY KM E LT 1 [E] 750mg (Ffi) KU X b
a=%J—)& LT 1H250mg ® 3 FZEC1H 2 E,
7 HERO®59 %,

7. BERUHEICEEY %8

(BER. TZiEBmER. WEEES. Zollinger-Ellison fER
)

7.1 WRAPE L LB E KR OERME - BiaE0BE&IC 1 [ 20mg
Z1HIO#ET 2 &P TES,

(ETERER)

7.2 WIRAE L LB E KR OERME - BiaEOBEIC 1 [ 20mg
Z1H1IEHRETAIEHNTES (BXE - HREZRVIET
R AEROMERRE, TRy —IC
L DIBETHRAT A HHEIRIRL ) o, Ta b ARy
TA ey —IC X BRBTHRATFREEICHL 11
10mg X1Z 18 20mg 2 1 H 2 [Al, & 5612 8 EHE%5T 5
BEE NRBERE THEREEERBEL TN L
MR T A & B, KA LR 20mg © 1 H 2 Bl#H5
. WHRBRECTEEOMBEE2HRALBEICRS
(17.1.1 B1&],

8. EEREANIE

GhEEdLE)

8.1 AFNOFEHICIE, MG HFEEEICER L. EHRIC
WA - RAELZIREEITD CEAEE L,
(BBEE. TZTEBER. UETER. FUSAMBEREYER

fEY

8.2 EHOMRZEERS T TRLO T, HFEEICIEALZL
ZENEE LW,

GERMRERN DHERIEE)

8.3 H¥ - FMZRVEREITEZSL U bRy A ey —
ICK DB THRAT A REFITH LTS 2 L& L. AR,
MRBEEODBBEDO LR WVEEFITOIZLORVWEOEETS
&, ¥/, BEHIR, 70— VEEHIRSO4EEE
OUWENFH SN, EFERESRIICD KR T 2551
BHREIZFE2ZEBT 52 &, B, HEEEDIER
HICHRERE L2 ERT 22 EBEL2HDITH 2 Y
F LW,

GEU' B A B RIEWTE)

8.4 MZICX VI, FBREOBSIRERIBRVBELALN
52& (1BEMBPY 2HME) 2RO 2 /5552
Lo BB, AROBEFEE. BEEEOBEEE XU
DOHELEREBICKDEREZRBRT S5 &PH250T. HH
BHREFICIDINSDOBEBTEVWI L 2RI S &,

9. HEDERZAIIREICHTZIER

9.1 G - IIEEFDH2BE

9.1.1 BEYEREDEIEENH 5 EE

9.3 ez ERE
FFREZE B CHMEREO M| E D 5 5 o

9.5 #Iim
PRI AR LT W 2 ATREME 0 & 5 i IT I3 iR L O R
HafEktz Lol s RSN BEEICOARET ST

*

_2_

Lo BIMER (T v D 400mg/kg. Y FEE
30mg/kg) THRHENE (5 v N TILEBE. VY FTFE
DETR. LEBE) FHESNTVWDE, £/, Ty b
RNFS5J=)LF UL (25mg/kg/H). TEFTIY Y
K% (400mg/kg/HEL E) ROV7 IV 2u~vAf >
(50mg/kg/HEL L) % 4 BROHAKS L7 ERT. HETX
EREOBILIPRDSNT D,

9.6 7L
HELOBARERUCBAFRBORREZEZR L. HAOH
w2 #Etd 52 &, BER (Sv ) THtH
ABITT B ENRESN TS,

9.7 INR
NREZNRE U-BREEBRIEER L TWhan,

9.8 SEE
HLBHERZEOBWER P H 6 b5 &I KET 25 EE
BILRET A &, ARG EE LTHETRBES NS D
BHE CIIFEESBERLTWAZ EAEL ., BWFRA D
SbhNBTENDH 5B,

10. HHE{ER
AHlORBICIEFRBEEF v 70— 24 P450 2C19
(CYP2C19) %1 3A4 (CYP3A4) OBENEEH 5N T
%, [16.4 BHE]

F/z. KEOBEESWINFEITERIC X O . PR OTRIN %
R SIMH T B & H 5,

10.1 HAZZR HALBRWLI L)

A% HHER - EEAHE | BT - GRET

Ve Vg
H (a5 bh)

E N

VLY VIEREE
DIFHZRE T 28
INDH %,

A D B Ry b ]
fERIC & 0. BW pH
NHERL., ViKY
) R EERIE O TR A
HKRL, ULEEY
YO IMFEENMET
FTLIEND D,

10.2 HAER HAICERISRIL)
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2T LEE DR
ER Al

HIBAFIRERFE
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iR R 2 h e
N 8% 6% T L7
EOREDD 5.

FhIRE BARER - IBEE | BF - ERRET
VIXT T FEA O I iR | A O B R 23 v 4
AFNYITFRY Yy \BWERTZIENHMEHICED . BHN pH

%o 7 bR U, HFEEA
DRIz EET %o
A b FaFV—)b HFZEF O MR E | AR O BB il
rFI4F=7 PETT 22BN ERICKD BN pH
H%o » LR U HFEA
DRI % Mk 9 % B

TNDH 5,
IKERALT U 3 =7 KA B G IC AR P IIAHTH 5,

A NRMLEY—H

XMMLFT—-LOD
MmMREDS LRSS
ENHB. mAR
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2HRE59 2551,
—REICAF ORE
EHIETEIEEE
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BRIITHTH .

1. &fERA

WROBHWERDH65bNBE I ENHBHDOT. BEZT5IT
VW, BEISEDSN-BEICEBEERIET 5 EEY S
WMEZITH T &,




1.
1.
1.

—_

EABEIER

A Yavg BEERHR). PFT45FT— (HERH)

2 RIMBREIAN (BEEEREA) . SERERIERAE (BEEAEE). M)
RS (0.1%A) ., BIMMEEM ($EEARH)

3 BUEERTR (BHEEANHR). FFHEREREE (0.1~5%AK). &
B (BEAH)

A EEMAHR (0. 1%A)
FEEL, TZOR. DPOREREE, S ORE (1REE) F0R0
SNIGEITIE. FO DI X SRS OME % Fhi L
AEOBEEFIET B E LB I, BIBKEARLECHO
BEZEOBEN L NBEEITS &,

5 HEREE (BEAH)
HoE MR R B 3E Bh R fE  ( Toxic Epidermal
Necrolysis:TEN ) . FZ J& i J& BR iE 18 B ( Stevens-
Johnson fEERE) . ZIALHEN HH5DNEZ ENH S,

6 REBREE HEAH). BMEEERN HEARH)
BReE (BUN, Z L7 F= %) IOERT AT &,

7 EF NUDLAIAE (BHERH)

.8 MEERRIARIE (SHEEANER)
PR, B, CK B&R. MR RF I+ 7oe s
EREZRBBET IEFHMBESH5DNDE I END
Do

9 WAEE (BHEAH)

10 EEEIARE (BHEARH)
AR, BETH. KERYHE. IR, AR, #8 ®
BREESHODNDLZEND S,

11.2 Z0ftDEI1ERA

(BEB. TEREE. UEHMESR. EREREXR.

Zollinger-Ellison fE&E%. FFU'SAMBRELRIE. &

HE7 AU VRSHICBII2BEEXE T 2EERES

DEFEHNH)
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HitEs
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HR R R B

K HAK

fESE. Ik,
YIYSRE.HD
A AN D‘z%\ ﬁ
AR, 555

=R, MR, B
(L ENNPNZ PN
( collagenous
colitis
lymphocytic
colitis)

FEiER

HFEV, 5AH5D
&, IRR. PUR:
AN IR
Fk. BIETR.
Ood-oh., %
e

AR, BiE

Z DAt

WwalLATFu
— U - i RE
i - BUN @ |
. |AR. I
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ZHAEAE

F) RBHEIBERERAEZE T,
(NUIONT 99— - EOU DBREDHED

0.1~ 5%Ki

0. 1%

BBUE

0.1~ 5% 0. 1%
i F I ER > IFEEERIE 2. fFHRER
WA U 2 SERIEA
DIVDAE: ¢:E NI N
D>, A mEREE AN
FF B ALT.AST.y-GTP|Al-P, LDH ®» k&
DLER
TEIRER gE, MmE LR
Hb# TFI. BE, BRERE 8. OWRE. M
W R, EEEA . OBR. BK.
B, BR. [Ff. & BER. BFAER.
2. BERAPUR. BB
J FUJEE
ik = fEbR HE W
Z DAt AR O LR PHIERIE. BRI,
FHO LUK, B,
EAR. BELER.
FROLUNE, R
BB L& FRIEEE .
FhC IR

) RBEERIEBE T HEREEEICBIA SRS
V=)L F MUY A, TEFVIY KROS5 ) A0
<A D 3 EBE ORI TOERRBR R CBIER
RRATE &t

12. [RIREERBRICNETHE

(NUONTI— - EOY DORRE OB

12.1 AUONTSI— - EOYUDREHIELDER
FRTFSYV=LF I LEDTO YR Tl
=T EFTI KM, 7T AavA T U EOH
EMBROX A=Y = VORASPEREKRTERT
1. BC-REMZ R O HE BIEMEIC 2 A REEN B 5
7=, BC-REPLSRKEIC L IREHERZITIEEIX. &
NODHEAOBEKR TR 4BUBEORBSETERT S &
AEZE LU,

4. BRLOZFE

14.1 FERIRZ TFOER

14.1.1 PTP HZE DAL PTP Y — r2 oW H LU TRET
HEOEETHI L, PTP — bOREKICK D L
A FIBREEATIA Uy BICIZERFLE B U THERR
REQDEELREMEZHRT A ENDH 5,

14.1.2 RANIBEFETH D RAICH 72> TIE BAZD ., B
WZDETIC, DALLETEOIERTHI &,

15. ZOM0EFR

15.1 BRERERICE D 1B

15.1.1 AFORFHBEHRICREOBRY —T2RD - L O

ENH %,

WM BT 2 EROBEMIE T, Tu bRy Tk

4 —I X BHHBICB W TEREREICE D IR & 7.

FHEEET. GBSOV ZA7ENPHRESh TV S,

BiC, SHERUENR (1 ML) olE2ZI-8

HT. B0 A7 ML 7z,

W BI 2 EICARBEEZNRE LIZEHOBER

®T, TORYRYTA By —2BREL-BEICS

WTTZBRARNI DT LT 174 VNI KZBBERD

Y A ZEMPHRES N TV S,

15.2 FFERPREAERICE D < 158k

15.2.1 v MiZ Smg/kg Dl E#% 2 ERRORE Lz Stk
BV METHIZHLT ) A RORENHLNTZED
HENDH B,

15.2.2 #MEE (5 v MEOKS 25mg/kg Dl L) CTHIRIRE
BROMFPT A OFy Y OEMPHRESNTVDED T,
RIS 7 > TIEHRIFEEEICER T 5,

15.1.2

15.1.3



15.2.3 S v MHEETH DIV TS5V =)L (50mg/kg/H).
FEFL LU VKM (500mg/kg/H) KUY T A
uvA > (160mg/kg/H) z=HRAKE LT,
BB ToOBEEOHEKE & ICHRROREMH DR
PROS5NT NS,

16. EYEHRE

16.1 MHRE

16.1.1 SRTFSY—=ILF bUD LBEIES
RSB FIC 20mg 2R T XIIBRRIENHRSG LR
DOWEREBICEE LI EMEE/ ST A — 5 OPHEZFRIC
g, [16.2.1 ]

BRI O MIEHIEMBLIF X -5

Cmax tmax AUC

£z

BG R (ng/mL) (hr) (ng - hr/mL)
MET 437+237 3.6+x0.9 937+617
'z 453+138 5.3x1.4 901+544

(‘F9E+S.D., n=12)

F7o. BERABTIC 5mg. 10mg. 20mg AN TRE
BE LIk (855 HE) OFEMEHEIT A —FZL RO &
BOTHBY,
BEFREABFICH T 5 EREE (5mg. 10mg. 20mg) D ii#EH
SRT G —=)LF b T LDEYFHEE/NT X —%

BRBEABTFICB TS 3 AR RERSROMEH T XT T — )L
T hI Y LOEYHEING A S

Cmax tmax AUCo-12 t12
(ng/mL) (hr) (ng - hr/mL) (hr)
EM* 3.0
(n= |578+293| , "y o) | 934%438 |0.720.19
15) o
Wy (0482138, 50 | 2600£474 |1.80%0.32

SFHEES.D., tmax (FHRE (Min-Max)

XIFRBEERF v 70 —24 P450 2C19 (CYP2C19) FIFANZ,
TREETHIDSEShS,

EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*
1/*2 Xix CYP2C19*1/*3

PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3
Xix CYP2C19*3/*3

F) ARABEROCHEE GEE. RACIEIRX STV — )L
MU LELTLIEI0ME. 7EF Y VKM E L
< 118 750mg (Hfli) ROZ SV 2T~ A L2 ELT
1 [ 200mg (73ffi) @ 3&|%=FERHC 1 H 26, 7 HRE
BROET 2, 8. 75 A0vA ¥ Vid, BREICN
CTHEHERETAIENTE S, 2720, 1[6400mg
(7)) 1 H2ME%ZLERET S.] TH 5.

16.1.3 £MZFHIEF R ER

FRFF—)L Na i 10mg [F—NF] &%) Ty ME

10mg %, 7O A4 —N—HIc kD ZFNZN1§E (SRTF

V—)LF MU T LELTENEN 10mg) BERA R FICH

AHOEOREG U CmERRELRBEZRE L, B85

NI EME;RE/$S X —4 (AUC. Cmax) DOREUEDF

fEDEM log (0.90) ~log (1.11) TH Y. HOVEHRE

Crmax tmax AUC (o) tis2
= T
58 | KA (ng/mL) (hr) (ng - hr/mL) (hr)
EM® | 14656 |, 8;2 5| 236£97 |1.8+0.9
5mg 25
PM* | 25255 | (| 272 )| 585%137 |4.2%0.5
EM* | 38383 |, 8;? o) 539£200 |1.5%0.4
10mg '2 8'
PM# | 50964 | , 67y o] 1230+200 3.8+0.3
EM* 6542348 ‘S‘;g o) 994477 |2.3+1.4
20mg '3 3'
PM# |822232] 5 o°e o) 23314663 |3.7%0.3
(PHME£S.D., tmax (3FFRME (Min-Max) ,EM n=16,PM n=8)

XIFRHEERF N 70 —2L4 P450 2C19 (CYP2C19) EIHENZ,
TEEZTFRIDEHENS,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*
1/*%2 Xix CYP2C19*1/*3

PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19%*2/*3
Xix CYP2C19*3/*3

16.1.2 3 HIHEEZRS
BERABTIZTNTS Y —)LF )74 20mgh), 7€+
TV VKM 750mg (Afi) . RO ZY Auv A Ly
400mg (Jiffi) % 1 H 2 [ 7 HRE (Bt 12 [) KERO#
BLIBOITRT TV —LF b7 LOEYEE/ ST X —
FEUTROEBYTH B,

THHEHIELLTWAZ EH S, THIOEYEIE S
MR SN,
SEYBIREIST R — ¥
n AUCO*9hr Cmax tmax t12
(ng/hr/mL)| (ng/mL) |  (hr) (hr)
SRT5Y—
JU Na HE8g
10mg[#—/ 23 |585.6+288.2|352.5+130.9/2.7+1.2|1.5£0.7
|
SVTY o3 604 42068.433.54110.6(3.7£1.2|1.220.5
$E 10mg

(FfE+S.D.)
MEH S RT T — VREOHER

(ng/mL)
400 )
—O0— FRTF =)L NalfifElOng [F—/\F ]
m 350 —— /)N T EIOmg
%Ef 300 | Ml +S.D., n=23
2250 t
7 [
5 20
7 150
ARt
=
=50
0 1 2 3 4 5 6 7 8 9 (hr)

R 5%

MEEFRENE NI AUC, Cmax FD/XT X =713, HERE
DR, MAROPRANEL, - el ORI L > TRE S
AREEA B %

16.2 ORIX

16.2.1 REOXE
R ASTIC 20mg 2R T XIFRERIGEAOKRE L1
B BREBESTIIHEETREICHU tnax 28 1.7 FEEE S



16.4

16.5

16.7

16.8

17.1

HEEBH I EESRD SN TWSY, [16.1.1 &

i)
X5t
fEFR A B TFIC 10mg. 20mg ZREO#H%E Lz miEhoN
BT FICEBRNRTRISIC KV ER LI F AT —F )L
ETHote. ZoMICHFRH#ESRF b7 u—24 P450 2C19
(CYP2C19) #BE T 2B X FIALKIGIC & D AR LA
FIAR, 3A4 (CYP3A4) HHET 2 ALK AMERIBIZED
AR LTz 2L AEDERD 5 izl 92 0, [10. SHE]
Bttt
R AR TFIC 20mg 2R O%E LI2GE. 5% 24 B £
TIRFPIZTRT TV = )LF MU LOREFIEHH S h
T REDTHE2HINAVBAERTZOT VT 0 v Biask)s
BEEBOK 29~40%. X )ILH 7Y —VEEHEED 13~19%
PEft sz 5,
FEYMEEER
HE (A x5V =) THR#EBEREF b7 a— 2L P450
2C19 (CYP2C19) ~oR#HEEIC I VHEEA RO S5
TWBITENRL, TLT77UY (R-TLT7UY) ITRL
TIRTFIV—)F MY T LIZINS DA DIMPIEEICE
EBREZRWIEPRESNTVWS, T FJE (5075
V=)L) THR#HEEHEF F 7 a—2L4 P450 1A2 (CYP1A2)
OFBICLVHEERPROLNTVATE T 1 U IR L
THEIRTSY =)L F MY T LRMPEEICHEZEZ W
ZEPHESIN TN T,
ZDfth
FRTF TV —)L Na e Smg [F—NTF]| &, IXRTFY—
JUNa 3§ 10mg [ =T | 2EERF E Lz & &, Bz
FAHELL . EMERICEE AR SN2,

17. BRPRAGHE

BWERURLEICET 555

(BEE. tEREE. UathiEs. ERleER)

17.1.

1 —RRERRE RN O —EG LR ER
HEE. +THEEEE. R RE RO EREE 0 R
121 H1[E 10mg Xid 20mg % # 5 U 7z — % G PR35 &%
UZEERIEGEER (50  6~8 i) DIEII TR
DEBYTHZ)19,

TR WHRSTHER
BEE 94.0% (189 /201 )
+ ZHEES 99.4% (159 #i/160 )
W RE 90.9% (50 #il/55 f)
W& BRI 83.3% (10 /12 1)

F7-. He ZAMERAKIE OB RERERZTRIC T H
1 [ 10mg % 24 BEE#ES U EREE (ZEERIEER
BR) 1ICB 2 NERSNIERFERIL 78.6% (33 fl/42 fi) T
Ho7219,
BEAEROCHEO O N Ry A ey —IBEITE
PEED OB FRERERBE 2R E L5 8 BB ONH
BEREICXAERRIITEOEBYTH 72020, (7.2 5
]

1 [8] 20mg 1[E 10mg 1 [8] 20mg
1H1ME 1H2MH 1 H2I[HE
21k 58.8% 78.4% 77.0%
(60 f51/102 1) | (80 /102 1) | (77 /100 i)
grade A %O 65.1% 87.1% 79.5%
grade B* | (56 f51/86 i) | (74 f1/85 f5l) | (66 f1/83 fil)
grade C XU 25.0% 35.3% 64.7%
grade D* (apl/164) | (6H1/17 ) | (11 61/17 1)

H1) SRTIY—=)LF M )T L 10mg/H, TV TF5Y
—) 30mg/H. * X 7FFV—)L20mg/H% 8 JEM LI
LGB RIAR SRR R IR

¥ag YV ARE (MK 2) IKLPEERE

EEHEROCHBO O F R TFA Ve By —iBEICHK
FHEED OMFE BB R 2R & U7 MEREE 52 B8RS 0
NREREIC K 2IEEHEER (FRHEE) 3 TROEBVTH

57222, ),

FEFRRORMEY
LIl 10mg | 1 18] 10mg | ™ (g5 o, g )
1H1E | 1H2M D
44 .8% 73.9%
%5 52 HBOD 29.1 (18.9, 39.3)
JEFERR (7:{35/[&63 (11%/)161 <0.001

a) 10mgl H 2 [E-10mgl H 1 [E, b) x?#E

H2) IRFFY—NLF Y7L 10mg/H - 20mg/H. T
V75V =)L 30mg/H. #+ xSV =)L 20mg/
H. TV X5V —)L20mg/H% 8B E#&E5%
RIS HER AT S

GEU' S AEBRIBIETIE)
17.1.2 _EE5RHEEGEER

VS AEEREMHAE 20 RIC 1 H 1 [ 10mg 245 L
e _EHEMEEREE (RS04 E-) CBU 2P0
ROFTREERRBHERIL, ThZh 43.6% (44 #1/101
Bl). 55.4% (56 B1/101 ) Ta 7=,

EIfEAZ. 10mg #50 102 4 12 61 (11.8%) 1D
SNtz EaBWERIE. 3] (2.9%) KONEERE G 2
Bl (2.0%) TH 7229 2,

(BRE7 AU VESBHICSIT3BEE T ZEREEDBR

1

17.1.3 _EEREEGER

EFAE7 A1) > (1 H8lmg Xi 100mg) OEHKS %
WEEL.POBEEX I+ HERESOBMEREEET 28
BenRe L ZHERERBOMER, Kaplan-Meier i
IZ R DHERE L7235 24 BER O BEE X3+ 6B ES
DREBMHERRIITROEBY TH -7z,

BIfEFAE. ST SV —)LF bUwL 10mg 58T 157
Blsp 14 61 (8.9%). 5Smg HEHET 156 Fildh 7 F (4.5%)
RO 6Nz, ERIERIIE 10mg 58 T MR OEE
& 200 (1.3%). Smg BESRETTH 361 (1.9%). FFHEaE

BE 240 (1.3%) TH-or=2-20,

1 H1[E5mg llE(l)nllE S EEC)
1508 | oty | (SLAD
FFRBIEL 4 51 2 Pl 32 4
&;Fa‘%l;%@gf 2.8% 1.4% 21.7%
*‘fﬂiﬁgf 0.11 0.05 .
(o5 | (0-040.31) | (0.01,0.23)
Pf&®) P<0.001 | P<0.001 —

a) Kaplan-Meier i#IC & 2 #E%E. b) Log-rank #7E. ¢) *HIZ

77V /> (11850mgl H 3 [E)



Kaplan-Meier 7512 & % Bi8E X3+ 45585 O REH
(%)

100 -8~ 1 H 11\ 5ng
90 -~ 1 H 1 [H10ng
A
80
70
§ 60
50
7%
% 40
30
00 4
10
0 F——— === 8
T T T
0 12 24
At Risk $e 5Bt & DK G
1H1ME5ng 150 150 139
1H1EI0mg 151 151 142
*H 151 151 114

S5IT, #5248, ST IV —LF MU LERK
S2EMMGEHREG L-Ga (RETRAT76HHEKE).
Kaplan-Meier %12 & U #E5E U7z B S X3+ 21 BEEE
ORMEHRRIZ, 1 H 1H5mg T 3.7% (95%(FHIX
f:1.53,8.64). 1 H 1 [a] 10mg T 2.2% (95% 15 X
f1:0.72,6.75) THh o7z, &B. &5 24 BLFE. WTHEEIZ
FRTFY—=)LF b4 1 HI1ESmg XiE1HIE
10mg ICYI 0 B2 T Jek 52 Rk S L7,

(BEBXFTTHEBERICSIFBAUINTI—-EOYDBRED

fBEN)

17.1.4 ERERRER

AY ANy y—-¥n) Giko S+ iEEEE o8
HENRE LIEENOERKRRE (SRXTFV—LF Y
Ly TEFTVVY KRG Z) AuvA T D1 H
2[ 7 HERREO®RS) KB 2REREITROEBYTH
2o

BIERIZ. STV —=LF b T4 10mg, TEF Y
VKF 750mg (i) 75 Au< A 22 200mg (77
fili) 512k, 129 il 40 61 (31.0%) B HN, F
ZEWERIE TR 16 61 (12.4%). #%{E 1341 (10.1%) T
Hotze Flow IRTSYV—=LF YL 10mg. 7EFY
2 VKA 750mg (Ffii). 7 F ) A< A 22 400mg
(i) Be5ic&k D, 123 flH 5561 (44.7%) ICEIfERAD
RBOS5N, EBIWERIETHR 26 Fl (21.1%). #KIFE 13 {4l
(10.6%). BRERE 1361 (10.6%). IEHE 7 61 (5.7%)
T@O?’:Zg)‘ 30)o

Y2a~vAr&ELT1E500mg (Fiffi) @ 3F%

1 H2[E., 7 HEREO#HRS
/2, bRy TA oY — (S TFSI—)),
TEFVVYKNMKEO TS 2avA >0 3HESE
IZ&BAYINTF—- 0V ORBEBRBENI RN TH > 72
AN aAnNyy—-¥a) BEoBEEXIE+ EREEOR
BEENMRE LEERNOWKE (ST IV —LF YT 4,
TEFIIVY VAHMKRORX ba=FYy =)L 1 H2[E7
HRERO#E) 0BT 2BRERIE 82% (49 #i/60 ) L3k
HINTVBEY,

18. SRS

18.1

EFRHER

FNRT 5V —=)UF b U7 LIEEE S AT O BRI FE IR TR R
(A7 o7 IRE) 2k, FabrRr7 (HY K-
ATPase) @ SH E %54 L TEEREEZEE L. BWEI
Hld 2. SHICHESNBREEOEEICIE. EIT/EREMAL
PEDEYOHEED VXTI VY FF I K BIERADIER
PEELTWRbDEEXOND, TOM. TVLYFF Ik
> TEREELPEET 2Rk bS53 39,

18.2 BEEHIFIER
18.2.1 BRBMABFICB T2 HA MY VRREERSICN L. 1 H 1

[\ 10mg #5. 1 H 1 [\ 20mg 5 TEHICHEHH» S
ZWHEMEERZRL, &5 1 HEXO 7 HEOBSWE
OWAHHEIE 1 H 11 10mg % 5T 72~76%. 90~96%.
1 H 1 [E 20mg #57T 88~89%. 99%Td 5% 3),

18.2.2 VY FHHBBRERIIBI L2V TFILFA Y v

AMP RIEIC & 2 BRI E KIS 53 (in vitro)

18.2.3 BHEEAIEEERIIBISBLAY IV RUFHFAM) v

TR RS W, T T v MCBIFA2EREBI WKL X
73 VR B WA R LRI 2 I e 2 7R 9734 37 38)
AXBHBVIET Y MBS BB WNHIEHOEE L. fit
o7a bRy FHERNCHE LEL MFHFA M) YOk
FAZ DAz 39 39,

18.3 BA pH LF1EH

ERRABFICBI 22BN pHICH L, 1 H 1[E5mg #5.
1 H1[E 10mg#5. 1 H1[E 20mg #5TEbIcFHL b
FEFZR L. #%5 5 HE® 24 BRI pH4 DLE2RT 0
Mo EiE 1 H 1 [\ 5mg #%50 EM*T 46%. PM*T 63%.
1 H 1[E 10mg #5® EM*T 58%. PM*T 72%. 1 H 1 [A]
20mg %50 EM*T 61%. PM*T 76%T® %%,

MIFREIEER 7 7 u—24 P450 2C19 (CYP2C19) FRIIA

- R . FRBETHEYAESND,
HEHHAO 1 55 E5 | +—4ER o EM ( extensive metabolizer ) :CYP2C19 * 1/ * 1 .
R i CYP2C19*1/#2 & CYP2C19*1/*3
FIRSFTI—=)F b PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*
# 750mg (F1) Fl/119 18.4 H\ . K —ATPasc_e FREEA
250 AATA Y 1) 1) ) 75 ERMEL O BB L7z HY. K*-ATPase 1o L. UM
200mg (77fif) e 2R 94 2 (in vitro) .
SRF5J—)LF b 18.5 YUEBEA
)72 10mg 39.7% | 87.8% 89.0% v M ERW-SEEREBEDH S WLIEERBERE e
TEXZ AR @ el 61 mives| 36 wial| 97 WA N LA, KRR B LA, PSR, Y AFT IV M
jg?%?é?@é ) ) w%gg BT —LROT7AYY V) KL, ROFIBREER 5%
400mg (J1fi) VI E R SR 2R 9 4,

18.6 EFHERE

NUIONTI— - EOUBREDHED
TEFIV) VKR 7 F) 2Auv AT TEFTVY
VKR O A v a=F Y —)LED 3HIBRBEICB TS S
RFSY=)F b)Y LOEEIIEN pH 2 EREEHZ &
KD 7EFTI) IKNR G T Au~A ¥ Y OHHE
EEZEOBIEIHBHEEZLNED D),

nB W TITbNIAYaNTy— - CaVUBkos - +
THRBEEE IO T AREOBARBT ICBL T, AR
BEORMN»E N TS,
E3) BFEAORSE., RUOKRSHHEIITRLEOLBDTH

0. ENOERAERCHREIIR LS,

IRTF—=)F YT LELT L [EH20mg, 7EF

2 VKR E LT L [E 1000mg (i) RO7 T _ ¢ —



18.7 FREHR
NUINTI— - EOUBREDHED

AFFRIZHVIANY) INTF —-Ea Y BRPEETILIZB N
T BRAEBRICNT 2 T7EF Y VAME S S Y 20
YD 2EIPHOMRIE. SRS IV—=LF MU T LEZ
LIk, HEHDRIFRD 5N,

19. B ICET DI LFHAR
—f : TRTFJ—)F ~U L (Rabeprazole Sodium)
{b%#4 : Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-

TR
TTE:
L TN

N
LS
N o

methylpyridin-2-ylJmethyl}sulfinyl)-1 /-
benzimidazolide

Ci1sH20N3NaOs3S

381.42

A EHE~HERCOHRTH 5,
REIZIKICHED THEIF T < T8 —)L(99.5)ITiBF
70,

A& 0.01mol/L KBk b U 7 AFRICIET %o
AIEETH S,
REDRVER (1 —20) ekt 2 RE 50,
KEISERBEPRDO SN,

O_CH3

HsC, o)

L /) ROER B

Na

20. BURWLEDER

20.1

PTP AIZ 7L I REEME. NTEEIIHRR. BKEE T
THREFET ST &

22. B
(GRFSY—)U NaigE 5mg [F—N\3])

(PTP) 100 %% (10$EX10X 14, EEFRIAD)

(GRTFSY—)L Naigie 10mg [F—N\ZD)

(PTP) 100 %% (10$EX10X 14, EEFRIAD)

500 §E (10 $Ex 10X5 48, #RHIAD)

(FIAF v 7R NT) 100 §E (FZIREFIAD)
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