S ASKA

% % 202647 AKGET (554MR)
% 20254F-8 HET

a2 RTHEHEH 872329
Y D R

5&705‘}“_, l'N aﬁ 5 mg rA AJ REEwE 10mg |22200AMX00665
5&705‘}‘_, llN aﬁ 1 0 mg rAAJ 10mg| 201041171

BARERRIEES

5mg |30200AMX00247

5mg | 202046 H

BR5cBats

RABEPRAZOLE Na TABLETS

B R SRR

HxhHEAME : 3

2. B2 (ROBEICIEIBELEVWIE)

2.1 RFNDR 5 UsBUE O REERE D & 5 3
2.2 VLYY VIEBE ARG hoEE [10.12H]
3. fHRK - MR

3.1 #8r%

I 78 #4575 —)LNafiSmg [AA]|FXT 5 —)LNabil0mg [AA]
R 15k HRI XTIV =T |18gh HRESNXT 5 =L F
b Y% Abmg b2 410mg
D-vv=t—, Bt~ xv s, EEELOo—-2Z2, b
Fafyruobilbiio—2Z, ALia—AHLsysa, &
EREY PRy Tailelia—2, AFTY VBV F
VUL, TFILEILUO—Z, LT AT =T RLRT AT
L, )Y VgL 2L, BbFx v, EE S gL
B, AT oNuY

& Al

3.2 WHIOMER
I % 4]7~75 U —LNafibmg [AA][FX7 5/ —LNail0mg [AA]
#il 7 WHEDIGET 4 Vs —F 4 ¥ I8

* ] ® & U] 5

0 ® | ® () ®

It 7

EER5. Tmm  JE K2, Tmm [EEEFI6. Tmm T 493, Tmm
B A967mg P #9132mg

Al 2 — § AK339 AK239

4. FEEXIIHR

OBEE. T-EBaE. WAaSHES. YANEER.
Zollinger-EllisonfEf&E. FEV S AMBEETRIE. &
BE7AEYCHBERICEITIFEEI TG EE
DEFIF

* OFRICHFBAV AN 42— EOYOKREDHER
BiEE. T=#BEE. EMALTY >/ E, S/
WRAE. RPEREICHT 2ARENAEEELE. AU
Ny HZ— - EOURBEER

5. DHEEX IR ICBHET =

(hEEE)

5.1 KAIOLRGAEIEIZLBIEREZRHR T2 01 HBD
T, BYTHEWZ EAMERD S ARE5T 52 (WMALT
Y VoS, FUIEE IS 2 NSRRI IS B BN
Vansax— - ¥a) OREOHIEBKRL) .

GEU b AME BESHRAE)

5.2 Pr G2 A% A H R E U TRIR AR L, ek
AR 5 WA IZIE, BN DK E 2 5
N5 72O L IIENDOE T A MG 5 Z &,

(RAE7AEY UBERICE T3 EERII+ KL ES
DOEFIMEH)

5.3 IMf& - ORI O 72D 1K 7 2 ) ¥ %k
BE5 LT AEEERSRE L, EHBICEEL TE.
H I )+ iR ORE T A fERE T 5 Z L,

(ANYanyg a— - Ol OREORHED)

5.4 THWIEMALTY YSIZHd5 ) anNs g4 — - ¥
) BRIFEEE DA S ISAE T LTy,

*5.5 GIEMEIM/IMRIRAIEICR LCid, 74 K74 V22
L. ANYanza— - o) REEENEY & Hrch b
JEBNZ O ARHERR AT Z &,

5.6 FLHIFEICR3 2 NHEEEGRRZRE DIAHCIE. ~Y an
74— - ¥n ) BREHFIC K 2 BEOFREMNHEZd 54
PR LTy,

5.7 NY I Ny x— - B ) EPEERICHAWB ISR, ~Y 3
N8 — ) BENTH B Z & RUNHERTIZL DA
VanNsa— - ¥a)BEERTH DI L 2fEETEH I L,

6. AERUHE
(BiBE. +=18BEE. WAEEE. Zollinger-EllisonfE
z3=9)
WHEL. RAICIEIRT T = F b YAl LTLEl0mg%
THIERECTEE G4 5 25, WkIC & 0 1[120mg% 1 H 1A
5§22 0nTES, Ak, WH. HHEE. WAHME
TIESHEE T+ IEmEE CIZ6EM X TORE- £ 45,
FERERER)
IR
WRMEEE ORI BT, WE., RAIZIETI RS
SV —=)LF b Y ad LTlAE10mg% 1 H AR5
P, WRIZE D 1AI20mg % 1 H 1EIFR #5423 Z &4
TE5, ki, @, SHAMETO®RE LTS, £7-.
Ta b VR T R —IZ X BB TCHIEA S %
WA, 1E10mg X i3 1H20mg A 1 H2[E], X & 12 8ERIFE LT
BWE553Z2EnTES, 72750, 10120mgl H2[E#2 513
HEOMBEGFE AT 255115,
- MERRRER
FEFE - PR % R 0 R 3 M B R OMERFEAIZ W T
3, @E. RAIZIZSART S —LF Y ak L ClE
10mgZ1HIMEEO#R 5§25, /2, TulyR Ky 74
Y4 — 12 K BIEFECTRIRA A3 2 i P B 3 S O MERRIR
2BV, 1R10mgZ 1H2MREE 545 Z LN T 5,
GEU 5 AN B BETTRAE)
M, RAIZIE ST 5 =)L b YA L LT1E10mg%1
H1mEO#R 545, ki, lE, EMEToRE5 &35,
(BEHE7ZAEV U HBERICETZBEERIIT2EEEE
OB
WHL, RAIZIZIRT I —LF b)Y w sk LC1Eb5mg
Z1HIBEEOR G952, FIRA 5 0E4131010mg %
TH1RFEOR G545 Z & B8 TE 5,
(ANJanyg— . 0l OREORER)
WH, RAIZIEIRTS =L F by wat LTl
10mg, 7EFT ¥ VAN E LTLRI750me (JIMli) K&
o 59)z2a~v4 v vELTLE200mg (Jiffi) D354 [H
BRIZ1H2A], 7HRBRRORS 5,
ki, 77)2uvA v id, KEICRCCEENE TS Z
ENTES, 72720, 1E400mg (Jifti) 1H2ME% ERRE§ 5,
TabVvEYTLA VR E L~ TEFIU) VKPR
2702w 4 v yOFREGIZLEAN)anNs -
) QRERBES AR O EIE, ZhicfibaiRkEE L
T, WHE, RAICIEIRTI—)LF b as LTlb
10mg. 7EFT ¥V VAN E LTLHE750meg (M) &
VA br=g =)k L T1E250mg?D 37 % [ 21 H2
[\, 7HERO%RS 5,



7. BERUVAZEICEETIEE

(BigE. T=iEBEE. WaEkEE. Zollinger-EllisonfiE
&3%)

7.1 WIRAE L WIGE RO R - #EEEOSA121120mg
ZIHIERS 42218 TE 3,

(FRMEEER)

7.2 WRIRAEH L WIGE R OERYE - #EEEO LA 1210120mg
ZIHIARES$2 228 TE S (F¥ - FRABD RS
TRMEBEBE R OMEFEEE, Ta b vEY 4 v =12k
LRI CTHIRA T A 5 GBEEMRL), £, Ta b ryRY
T4 e A —IC KB THIRA T A BE I LA
10mgXiZ1M20mg# 1 H 2], X & 1Z8EMFL-§ 3 5413,
NS TR EE A NBIT L T W T & &R
52k, ki, AHINEI20mgd1 H2E#E 51, PSR
THEOEGEELZERL 7250115, [17.1.13H]

8. ERLEANIE

(zhREFiE)

8.1 AHIOFGIZIE, MRS EE L. S
IR - ML FIREZ TS T e L,

* %8.2 AAIDRMPLGIZE DK~ 2 v Y AMGELR B 5D b

ZENDHDBOT, AFIE RS 5 80%, @R
2RV LREANETSZ L, [11.1.112H]
(BiEB. T-EBEE. WaHEE. FVSAHBEREY
TRAE)

8.3 B 175 ThVWD T, MEFEREEIZIZ AW
WZEREF LW,

R EEROHEES

8.4 178 - HRAROETEERL T ub KUy TFf e s —
IZEKBEBECHIRA I EEHEITH LTI 28 &L, Ak,
MEFHERIEODBED VB HIITI ZEDEVWLIWETSZ
Lo e, BRI, 7L — L EEGHIFRZE o L R E o
FEARXIS I, EIFRIEN BN 72 0k 2 8E 12 I3RS
MR AEZE T2, kb, HpREE e g
SiME A LT A5 EBERE TN ZENEE LW,
GEV b AME BES A

8.5 MIZIC K DR, HEZFOBWTIEIRS O E L AL
n32& (LEBS7=020L L) #HERDS 2 %545 2
Lo ¥, KAOES 2 HE, B o B & Ot
O LaERIZ K BIERZRERT 2 2 &b 20T, N
BREFICLD ZNEDHEETENWZ 2R TH T &,

9. HENERZ2EIHBBICETIER

9.1 &HHE - BEEZENH28E

9.1.1 EMBBEDCERTENDH 28E

9.3 FFpEEERE
JT 25 R ORI E D W5 23 db 5 .

9.5 1Fiw
T SXOFAENR U T B W REMED & 5 KIS I3iR#R Lo
WA ERRMEAE LS &5/ I20AK5 T 5%
Z L, WEE (59 MRI400me/kg. v FiEA30mg/
kg) THREME (7 v P TIUEEBIE, v ¥ CHRENK
T, ALE ) BHEEhTnwb, £720 Ty MIIRT
SV —=)LF b UL (25mg/kg/H). TEFT VY VA
Y (400mg/kg/HELE) ROz 5 2a~v4 v (50mg/
kg/ LI L) ZGEBOFHS L 2ikER . toXmEikED
HALAADENT NS,

.6 BIF
EEE L OB MR ORI BEO AR 2 HFE L., RILOMKk
X Ihib A2 BRE4 5 2 &, BFEE (59 b)) TILHh
AT A ZE MG IR TV S,

9.7 INR%

NS AR & U 2 BERERER 2 90E L T,

9.8 SisE
HLEEIREOBWE- 2 & 6 b 72354 3Rk 5 5 E1E
HICRE5 T2 28, KA E LTI TR X 3 28,
EEETIIITEEMET LT3 Z 2% <, BIER2R &
EbNBT DB,

10. HHEER

KA OB IR BBEZEF b 20— 4 P450 2C19
(CYP2C19) K UBA4 (CYP3A4) DORI5AFED 5T

%, [16.4%HH]

72, AHIOH I EIZ L0 DFHSERI O 2
TSI T2 Z &b B,
10.1 GERARZ ALV L)

A

WRAREIR - HEE 5%

Wy - falai T

VILE e VIR
(Zva5vh)
[2.2%H]

VLYY VIERRIE O
MEWFTEEZTh21’H
5,

AT 0 W 53 s 40 A
Hickb., HNpHA L
HL, YLAvve ) v
ROWIRAME T L, Y
Y'Y v OIi R A

F45ZEhbH5,
10.2 BtRER (BHRICEET3 L)

A% BRPASEIR - $5iE 71k Wy - fabRid T
IRy HH 550 00 i g A b | A A1 0> ¥ 1 43 is 40 ) A
AFNYTFRY Y |FTBZENHD, iz, HApHA L

LT AON EE S 52 ()12
RS S,
A rFaFry—  (MHFHEANO M EEE 2K A F O o5 i 6 1E

rI74F=7

T¥26Thrd 5.

c&y, HHNpHA L
FL. TSI OIL %
Pkl§ 2k zhhrd s,

KBTI I=w 2
Tov - KL~ 22
v A G Ol A

A BRI 512 H il
AIRIEARIT ., il A £ -
LI [R] IR C -3 1l 4
iR R N Wi 2
ZN8%., 6%KTL~L
DWERB B,

WFIIAWTH %,

A M MUES—b

AN bLFY— Ol
WEN FA$T2Z2L0b
%, WmHEOX N PLF
P— ARS8
(=Sl S N TOF 253
%*g?%:&%#@#
5L,

BFIANTH %,

1. BER

ROEWEHD B 5bN BT EhdBDT, B E+7I124T
W, BEPRD 6 NGRS AT 5k S s

WEETS Z &

o

1.1 EXLENMEA
M1 ayvy GEERH)., 7F7145x%2— GHEARH)
11.1.2 FLmEBRGR S CBHEAHE) . EFERIRE GFEARH) .
MRS (0. 1%A%) « SRS (R AIA)
11.1.3 BIEFFR CHEARW]) . FrgseREE (0.1~5%A0) .
BE (Y A)

11.1.4 &R (0. 1%A 50
FEEL, UGN, DPURRIEE, i ORE (8EEE) HARD L
NELA IR, BRI XEOREEIR L. KAl

DG kg

Ly,

DY) R EEITH Z &,

11.1.5 REEE

(B AHA)

BB AR L v Al O 5%

rhaE R B EEVERIMAE (Toxic Epidermal Necrolysis:TEN).
FZ FERGNEIRAE e (Stevens—JohnsonfiEMERE) . LA
MHbobNEZ N5,
11.1.6 SHBEE (HEARY) . MEMER (HIERH)
PIREEMRA BUN, 2 L7 F V%) ISHERTHI L.
11.1.7 &F b U LIGE (B ARI)
11.1.8 EMHBARE (BUZARHA)

e, BT, CKER. M RORPIA ey bk
AR E T 2 RRAME Y bbb Z e 03dh 5,

11.1.9 $HAHEE
11.1.10 $EELIKRE

(BHIEEAT)
(B AH)

HAR, FRETE, KA K AR B B

FEnbobhd

b b,

kA1 BYT 2T LMAE BHEARH)

AFOEMES 2L, QTEE, K5, LUhE4E4ES
K72y LMIER D SbNEI Db, 2. K~
22 AMREISER UK ALY & AME. K5 & 4
MYEFOEMERE LS A" D5, T b OEMER
WHASEDNBIERDS S 5 b =BEI0E, b~ 2 vy
LREOMIE E TV, BEIRBO ONZHEAE. v R

7 L DTS DY) 7 WLE &

S

152

&

. [8.2%MH]



% sk

11.2 ZOMOBER

(BiEE. T-HRBEE. WANEE. URAMEER.
Zollinger-EllisonfE{&E. FFU S AMBREVRIE. KA
BE7AEY CERSBICEITSBEEXE T BB EEDH
I

0. 1~5%Aii 0. 1%A i HHE A
SR T8, TRIERE IRRE
1% FHMERIEA . P | A7 LRk A . & rp
LIRHEI, APERERRY|ERME L. ) v oSIk
%. Al W
JHFHik AST. ALT. By rvol
Al-P. y-GTP. |5
LDH® |5
(LT I -5 BE
HiLE M, T, M| IR, S50k, o v &L ME k., BR
Nz, ek, O &E, Hah, | 8 K %
% 178, Ak AR, | (collagenous colitis.
gl lymphocytic colitis)
KR | Ve BHE, S6D0F, | HAE, Kl
M5, DU IBE )0,
HITESEIRR . 2 S
T, Oog-oh,
ESTEL:
2 DAt wavzru—|\»r¥AH, FiE. HDb552%, B
b i PEIE G - (BRI, REE B EiE. AR, &
BUN® 5., &E|BE. LUKE, |7V E= 7L,
EW‘ Mih TSHEE | CKD k5 AL
11
) FEBURE IELEIRE T A A
(NYanys2— - el oBREO#HED
0. 1~5% A 0. 1%
SEEOE 5. H=HE PR PR
1L A ILER A IFRELRI % . Irrp BRI, U v
JSERIERA . D v OSERBE L i)
B, EEREE
JHFMik ALT. AST. y-GTP®|AlI-P, LDH® k5
L5
(L350 @, T RS
bR ARl BREE, BRYEELEE, (L1UE. LI, IgX0 . DS,
FiE, MEEBIZIS, Wasl, | Ff%. sk, BMARIR. Wik
fEM, T2, HEADUE,
Sl e
KRR | S B E W
Z DAth HRERRRG O LA EHFIE, (BR&, oL Uh
& AR mOIR, RIE RS
TREOLUNEE, RED L5,
PREGFEH: . PR

) FEBUBEE IS IS X RS IS B I RT T =L b Y
YA, TEFVU)VKAIKL S ) 204 Y Y D3FIEED
TR % T DRI M OB 5 e il % &,

12. BBEFRBREBRICRIFIE

(ANYany a— .- Ol OBREOHEED)

124 A)aNnNy 42— - EO0UOKREHELDEE

FINRT IS =L F M) LEHEOTO VR T VX —
RTEFVU) VAR, 25 2uvA L VRO EYE
KO A ba=2 = LORRHPR G TE% Tid. BC-IR
K SGRER O MEREEIC 2 B [ REVEA B B 728, 1°C-
PRF]|V SRR IS & 2 BRI HIE 2175 A E. 2h b O3EH

OPEE5H T HAOBELIBORE TEIET 2 Z B LW,

14. BRLEDXE

141 EFZFEDOXE

14.1.1 PTPAEDIEANIPTPY — b » 5 HU) Y LTS
518 TZ 2L, PTPY — FOB/KIZK D, LG
A EEREIEATIA U, 213285 90% 35 2 U CHERRa 2
HEOEELOIHEEIIR TSI 1D D,

14.1.2 KFNIGGHESETH D, WHIZH 72> TE, HAZD .
B2z EFIZ, DAL ETEHIAEBETHI L&,

15. ZO/DEE

15.1 BRERERICE D 158k

15.1.1 KA B G HICREOE R — 728070
WEND B,

15.1.2 WM B 2 ER OB T, Tue by RV T4
VBB X —IC K BBEBIC B WA IS S B
. FRAMIEHr. THEBHT O 2 2 B HE EhTn
%, FRiC. SARLOCRME QELLE) OlERE2T 7
HET, B0y 22 n388hmL -,

15.1.3 WIMC B 2 FICABEE 2R L L 228 oBiE
T, Fubt v Ry 4 v xs—#RE5L-EHCE
WCOZUZ M) VT LT 474 KB BHIHEEDY)
22 BB HE Eh T b,

15.2 FEERIREAERICE D < 153k

15.2.1 J v MIZ5mg/kgld b % 24E IR 4% 5- U 7= 3k iR
IZBEWTC, ITHIZHLF /A4 FORENRALNT-E DR
ERDH B,

15.2.2 @9k (5 v b RROEE525mg/kgll |) CTHURIR
HELOMAY A g v OMNBAHRE XN TWBEDT,
RN & 72 > TIEHIRIMERE IS AR 5,

15.2.3 79 MBI TH BTV T T =) (50mg/keg/H).
TEFLL) VAN (500mg/kg/H) KU Z) 2u<4
v (160mg/kg/H) #PEHEG-L-5BRC. HNECOH
DR & S IRROFBEEMHIORESFED 5T 5,

16. EYFNEE

16.1 MeEE

16.1.1 ST —=I)bF NU ) LERERE

AR A BT 1220meg 2 M T XU BRISRIOES L 726
DFERG BN U -3 ihe S5 2 — 2 OSP4 %12
ATV, [16.2.151]

. Chnax tmax AUC
PG5 1F (ng/mL) (hr) (ng-hr/mL)
Mifr T 4374237 3.6%0.9 9374617
Bt 453+138 5.3+1.4 901544
(Mean=%S.D., n=12)
F 72, R A T125mg. 10mg. 20mg & fGf F T)IE

Pe5 L7z (%550 H) OFEMERE ST £ — 2 IZLTO
LB THBY,

= . Crnax tmax AUC - ti2

AW =1 pin]

Pelht | &5 (ng/mL) (hr) (ng*hr/mL) (hr)

5 EM* | 146+ 56 |3.0 (2.0-4.5) | 236+ 97 | 1.8+0.9
M8 |TPM* | 252+ 55 |2.5 (1.5-5.5) | 585+137 | 4.240.5

0 EM* | 383+ 83 3.3 (2.0-5.0) | 539+200 | 1.5-0.4
M8 TPM* | 509+ 64 |2.8 (2.0-4.5) | 1230200 | 3.8%0.3

2 EM* | 6542348 |4.0 (2.5-8.0) | 994+477 | 2.3+1.4
M8 | TPM* | 8224232 [3.3 (3.0-6.0) | 2331663 | 3.7+0.3

(Mean=®S.D., tmaxidMedian (Min-Max) ,EM n=16,PM n=8)
IFRHERF b 20— 4P450 2C19 (CYP2C19) &£BUMIZ, Ttz
THRIE DS NS,
EM (extensive metabolizer):CYP2C19*1/*1,CYP2C19*1/*2iZCYP2C19*1/*3
PM(poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3Xi2CYP2C19%3/*3
16.1.2 3ZIGRAKRSE
fEEER AR TIZTI XTI —F b Yo 420mg™ ., 7E
F v ) VARAITS0mg (JIffi) . KU ) 20w 4 v
v 400mg (Jifii) Z1H2[EI7HRE (BF126) KEZRO RS
LD INT 5 =)L) b ) o AOIEYEIRE ST X — &
BUTOEEDTH DY,

Cmax tmax AUCo12 tiz

(ng/mL) (hr) (ng-hr/mL) (hr)
EM* (n=15) | 5784293 [3.0 (2.0-4.0) 9344438 | 0.72+0.19
PM* (n=4) 948+138 3.0 (2.0-3.0) | 26004474 | 1.80%0.32

(Mean=®S.D.. tmaiZMedian (Min-Max))
AR + 2 o — 4P450 2C19 (CYP2C19) &BUFNE, TFititln
FREDHHEh 5,
EM (extensive metabolizer):CYP2C19*1/*1,CYP2C19*1/*2XiZCYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2,CYP2C19*2/*3XiZCYP2C19*3/*3
) RGRHE R ORI [, RACE I RT I —LF b oLk
LC1E10mg, 7EF T2V VAR E L C1H750mg (JIfli) KO~
2750 2uav4 v rE L T1m200mg (JIili) D37 % [FIEEIZ1H 200,
THRERROR G2, &k, 75) 20v4 Vi, SEIZGECT
WM ET 5 EMNTE S, 72720, 1[400mg (Jiff) 1H2[M % |
[R5, THB.
16.1.3 EMFHIEEERER
(1) S~F5V—JuNafEsmg [AA]
X7 5 —)UNafEbmg [AA] &%) T b §E5mg% .
saAF —N=RIZKDENETNIEE (FRT TV =T
FU DAL L Tomg) M AS PRI ORI 5- L
TP IRNT SV - F P o LREEZHEL, 556
N HEPTRE/ S5 4 — & (AUC. Cmax) 1ZDVT0%I5HH
[X B THREGHBNT 2 17 - 728551, AUCIdlog (0.80) ~
log (1.25) OHEPANTD > 72, Cmaidlog (0.80) ~log



(1.25) DFFANTD - 7255 AEEEHAE O Tl D % A
log (0.90) ~log (1.11) DFWHANTH D, 2D, B
BRI IR AL TV B Z 22 6. WAIDLEYEIE
EMENFER X =Y,

P s AUCo10 Crnax Tma Tz

TR (ng+hr/mL) | (ng/mL) (hr) (hr)

TRTF Y =) 5 124.9 81.3 3.2 1.1

NagEbmg [AA] me +40.9 +31.9 +1.0 +0.3

Fx bismg Sme | yagd | egms | a1 | 409
(mean*S.D., n=30)

(ng/mL)
80

70t
60 |
50 |
40 |
30 |
20 |
10

0 /l/c° ‘
R (hr)

(2) X7 —JUNagEi0mg [AA]

X7 7 =) NagEl0mg [AA] &/%5) T v FEE10mg% .
s AF —=N=RIZKkDERETIIE (ST TV —I)LF
FU Y LAELTI0mg) EEREA SIS RS L
TEEFH T RT T —F Yy AREEAIIEL, 550
723EPBRE ST X — & (AUC, Cma) 12DV T0%EFHX
P TR HIRAT 2 17 > 72555, log (0.80) ~log (1.25)
OWPANTH . WAlIOA W RIZGEVEARER S h =Y,

—e— ST 5V —IUNafE5mg [AA]
--0-- JNU Ty MEESmg
mean+S.D., n=30

R D 7 S\ NIN O N

P AUCo-10 Crax Tmax T

IR (ng*hr/mL) | (ng/mL) (hr) (hr)
FIRT F Y =)L 10 407.354 256.5 3.2 1.057
Naftl0mg [AA]| "°™8 | +161.310 | +120.9 | +0.8 | +0.466
. 408.686 243.7 3.2 0.903
/WU E MoElOmg| 10mg | 41417936 | 47506 | +£0.8 | £0.184
(mean®+S.D., n=23)

(ng/mL)

250

—e— SAT 5V —IUNafE10mg [AA]
---0--- NIy REE10mg
mean*S.D., n=23

n
(=3
o

-
a
o

-
(=3
o

a1
o

Pe Nty S NN NN R = ¥ =

o

B (hr)

MAE PSS ONZAUC, ConZF DI85 X — 21T, PERH O
R, RO BRI - BRI O R ER A K - TR 25 B ATRE
Pend 5,
16.2 DRI
16.2.1 BEOEE
AR A T1220me 2 M T SXUT RIS L 721,
BRI G TIHER TSI U toaS L TR AES 5 & &
B IZWUEARE DR 5T B, [16.1. 18]
16.4 385
fAEER A S T-1210mg. 20mg % RO 5 L =i ol o
Ratnd., FICIERERN BB ITTIBIZ K DR L 274 =
—TIUKRTH > 7z, T DM GHEERF 2 10— 4P450
2C19 (CYP2C19) »BH5-4 B » FMALESIZ & D Ak L
72l A F ok, 3A4 (CYP3A4) AB54 2% 2L+ VLK
TS R DA U 72 2Lk RAERD 5720000 [10. 5]
16.5 HEtt
TR A 71220mg % R 5 L 72354, %5524 5]
FTIRFIZTIRT T =)L F b U 7 L DOREEIIK
XhY., REITH 2 HILAVBEKROTZFDS L2 0 Vi

_4_

Fa kAP 5 R DRI29~40%. AL A 7Y — L BEa A kA
13~19% Pkl & 729,
16.7 EMHEEER

. (KA T 5 — ) CTHRHEERF b 2 o — 4P450
2C19 (CYP2C19) ~OfGEHs A IC & O AR D 5
NTWBITEINL, JLT77Y Y R-TLT 7 YV)
IZRLTIRT IS =T ) ageidZh s OFEAOI
RS IS E A S Z W Z EAME XT3, /-,
(VT T =) THRHEEZEF L7 a—24P450
1A2 (CYP1A2) OFEIZ L D MHHAERBRD LTS
FAT 4N VIZHLTEIRT T —)LF b Y& 45810
PSR IC A B2 WD ERRE XTI BD Y,

17. ERPREIE
171 B RORE2MICET 258k
(BiEE. +=#EBEE. YASEES. ¥RMEER)
17.1.1 —RERABR RV BRI HER
S, R, R R g M O AR & kit
LIZ1H1E10mg X 13 20mg % #%5- U 72 — AR B PR aABR K O —
EERIERGER (%5 M6 ~8 M) Dk TED &
B THBI,

R NG IR
5 93.6% (162f51l/173f31)

+ s 99.3% (13651/13713)

W £ 2% 90.9%  (50{5il/55f5)
A 83.3% (10fl/12431)

F 72, Ho2 RS PTAMSH M E oM R A 2 4 1 R 1C1H 1
[B110mg % 248 HE 5 L 2= MEFiges: (T EHEMRILEAER) (2
BT ARSI JEE T 21378.6% (33051/42(4) Tdb—7-19,
EHHEROHEO T T L VB Y T4 Ve g —GRICIK
P O EE gRE E SR & LR SSEB DN
EMREICLDBERIITRDOLEBD Th 721, [7.25H]

1[8]20mg 1[8110mg 1[8]120mg
1H 1 1H 201 12
Stk 58.8% 78.4% 77.0%
(60f51/102f510) | (80f51/10201) | (7741/100f5)
. - 65.1% 87.1% 79.5%
grade ARcU'grade B | sompeaim) | (7afil/ssin) | (6668300
8 - 25.0% 35.3% 64.7%
grade CRUgrade D* | (e | (ol 17f) | (LLB/170)

H1) IXRT IV —=)LF bY Y AL0mg/H, Y75 —)30meg/H.
ix%;ﬁ V= 20mg/ H % 8 LA 1P 5-9% 12 ARG SRR R
IR
oy YL A5 (ZE2) 12k 5 EREE
WHHBEROCHEDO T b v Ry 4 Ve g —ERICHK
PUES Ot A s & xR & U 72 MR 28 5 0
WS AIC & B IEfRE (hdfE) 1 TERDLEBD T

b - f:zo),zno

JERFFE R DO REI LY
1[2110mg 115110mg o) f il
1AL LH 20 (CE%PERD
552308 % D 44.8% 73.9% 29.1 (18.9, 39.3)
JEFFFEH (73/163f31) (119/161) P<0.001

a) 10mgl H2[H-10mgl H1[Hl, b) »*ME
WH2) IRT T —=)F Yy A10meg/H - 20mg/H, ¥V T 73—
30mg/H., A X735 —)20mg/H, TV A7 5 —)L20mg/H%8
IR 550 AR SO HERE FE
GEU' 5 AME BETTRAE)
17.1.2 —ESHRLERHER
JEV S ANEE BEWHOEZ 3 RIZIH 1M 10mg & % 5- L 72
CEERIEGRER (RS ARAER) 1231 3R T EIR
DR RF N ML, ThEh43.6% (441517101
). 55.4% (56{51/10145) Td - 7=,
BIERIZ. 10megi¥ 501020t 126 (11.8%) 2780 5
Nz, EaBIERIE. ERM3H (2.9%) &K OHE R w24
(2.0%) Td o722,
(BERAE7ZAFY UBERICETZBEER I+ 2EEEE
OB
17.1.3 —EEHRIEEHR
EHE7 2 ) v (1H81mgX13100mg) O FEWIL5 % &
e L, 2 0HlE X T BESE oM E AT 5
FHERNFE L2 HERILEKREO R, Kaplan-Meier



HRIZ X D HEE U 22 B 524018 % 0 B 5 A3+ i
DRBERFITEDOLEBD TH 7,

BIERE, ST 5V —F b U Y L5E10mgis 58 T157
flrh 1445 (8.9%) . Smgf&5-HET1566IFHT7H] (4.5%) 1278
W 5N7e, TaRWERIZ10mgP 54T i &k ONs & 20
(1.3%) . SmgfE5-F T FHI3M (1.9%) . FFEEREZEH: 20
(1.3%) Tho7=02,

1H1M5mg | 1H1ME10mg o g
(150f31) (151141) (151151)
TERBIEL 4451 pAL 32141
P 5245 1% O BRI % 2.8% 1.4% 21.7%
(95%15 JEIX ) (1.04, 7.17)|(0.35, 5.51)| (15.84, 29.27)
KR 20— NI 0.11 0.05 B
(95% 15 fiIX 1) (0.04, 0.31)[(0.01, 0.23)
Pla” P<0.001 P<0.001 -

a) Kaplan-Meierik1Z & A4, b) Log-ranki®7E, ¢) xtHZT 7L/ v
(1m150mg1 H 3[1l)

(%)
100
90
80
70
60
50
40
30
20
10
0 &

Heds e

w5 5 DHFE (GB)

150
151
151

At Risk

B 5 mg
El10mg

150
151
151

Kaplan-MeieriiiZ & % W15 id+ 188 O R
X5z, BE2BEDEE., SNXNT I —LF M) T LEE
R AS2MERIMGE Y G U 228 A (B3 TR RT760E M
5.). Kaplan-Meier#EiZ & 0 #f5 U 72 H w5 id+ 48
I o B EREIE., 1H1M5mgT3.7% (95%134d
[X[#:1.53,8.64). 1H1M10mgT2.2% (95%{=HH[X Ri:
0.72,6.75) Tdh -7z, &k, L5240, HEEHZ S
NR7F =) F Y AEETH1AGmg X131 H1\10mgi=Y)
D Z T, BRG2E MR 5L 72,

(BEEZ+=BBEE L TBAAUINY 42— - OV
DBE DB
17.1.4 ERERRER
AV ANy & — - ¥a ) BB S I A8 EEE O
BHEENRE LENOBKRE (5T F7—LF Y
YA TEFVV) VKK O ) 2u~v A4 Y DIH
2017 HEREEHES) 1I2B T ARERIITERDOE LD TH B,
BIERIZ., 9XT IV =)L+ )T 410mg, 7TEF VY
) v ARHT50mg (i), 2 F ) 2a~v4 2 200mg (11
fili) #5412k v, 1290F400 (31.0%) 28w 6h, F
ZRMERIE FHIL66 (12.4%) . XAE136 (10.1%) TH -
7o ¥72. IRTFIU—ALF ) T L10mg. TEFTY
) v ARHT50mg (Jifli). 2 F ) 2Aa~v4 2 400mg (I
fili) #5412k v, 123015501 (44.7%) ZREERAFD 5
N, EaEWERIZ FHI260 (21.1%). #1365 (10.6%) .
BREIH136] (10.6%) . BR7HI (5.7%) Td - 7202,

181 139
181 142
pog] 114

o B fr PRI
RO o | [t

FNRT 5 =)F b)Y L10mg 87.7% 83.3% 85.7%
TEFY YY) VAR5 0mg O |20/ | i o o
259 2094 % Momg. 1) (57(51/65051) | (45051/54f31) | (10205111971

FNRT 5 =)F b)Y A10mg 89.7% 87.8% 89.0%
TERY YY) VAR 0mg (Il |28/ H e e 00
55 254 400mg i) (61f31l/6803) | (36{l/410) | (97(7l/109f1)

Tk, W CIrbhiAY) anss 24— - va ) oY -
+ RIS S B BRI O BRRGABR T IZ B VW T R
[FIFEE OREBE 5N TN DS,

) BHEA OB SE, RUBSMMIE TROL B THD, HAD
IR MO R L 2 B,
FNRT T =)F YT LAELTIR20mg, 7TEFV Y VK
& LT1m1000mg (Jifli) K2 5) 2v~v4 > v & LTL
[A1500mg  (J7fif) D37FIZ1H2[m], 7H RS-
F/2, T bRV T4V EER— (ST FTI =)L),
TEFVU) VKRB 7)) 2u~v4 2 v D3FEIFES
IZ&BANYaANs 84— ¥a) OBRERIES AR TH -
=AY 3Ny & — - va ) B E S SOE RE
DOEFENRE LZENOKE (XTFU—LF b)Y
L, TEFVV) VKPR A ba =4 =)L O1H2M
THRRIES) 1231 2R EE1382% (49f1/60%1) &
mEIXNTWBEY,

18. ZExhELIE
18.1 fER#F
FNRT T =T b AT WA 0O e MR E T
R ZL7 v 7 IR 2k, FarrvRy T (H.
K'-ATPase) DSHM:% Bl L CRERWMEAHE L, By
WERR %, X HICHE I ARG EOME I, +
IZAEFIEBA. 20 & DY DOW Kb DI T4 F4 itk b
EHEAROWMEABEE L TWB s DEEZ NS, FOfh,
IR F A K o TERERIGES ITE 4 5 wHE: & Ml <
hs,
18.2 BEESBINGHI1ER
18.2.1 {#EERABTFIZH T B4 X b U VI Wi L,
1H1E10mgi% 5. 1H1E20mgit 5 T& I 59 H» 5
EMEPHEERAZ7R L, %510 HKC7HH OB wE
DWW FEIF1H 1A 0mgis 5-T72~76%. 90~96%. 1H1[A]
20mg%5-T88~89%. 99%Td %% 3V,

18.2.2 v FRHEHMEARIZKB T E YV TF VLT AL 2 vy
2 AMPHI¥IZ & 2 By & W1 %% (n vitro) .
18.2.3 1BPEH A I BWHHRIZB T B L AX IV, RVAH AL
) Y HIE R W, WO Ty M B IEREE R R O
b 24 3 IR R o A Ui 2 S A 7R 470250
4 XHBNET v MBS EHERSWEIHIER O RS,
7w b vR Y FHEANC B LSS s 2 ) v

@Lﬁ‘&i/}\&lf 132) ,35)0
18.3 BWpH LEREH
R AR 1281 2 HApHIZ L, 1H1MS5mef% 5. 1
H1E10mgf% 5. 1H1M20mgf%E 5 T& & 12 FWH & E5H1E
HAERU, %550 HO240 M H 2 pH4 L, %783 I O
#4131 H 1A 5mefs 5-OEM* T46%. PM*T63%. 1H1[]
10mgft 5-DEM* T58%., PM*T72%. 1H1[020mgi% 5.0
EM*T61%. PM*T76%Td 5%,
MAFRHIEE R 7 2 o — 4P450 2C19 (CYP2C19) #BANZ, Fid
BE TR L0 HEh 5,
EM (extensive metabolizer):CYP2C19%1/*1,CYP2C19*1/*2Xi3CYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2,CYP2C19*2/*3Xi3CYP2C19*3/*3
18.4 H'. K*-ATPasePE=E1ERA
7 & FORiE X 0 FHELL 72H'. K'-ATPaselZxf L. 50 BH
B ERT S (n vitro) .
18.5 HiEEIER
Ty b A&7 B FRERRES & 5\ OISR E MR (98
W Z b L 2, KR Z b L 2, MR, v 25T
IV, EB-T L ROT A V) ISR L. BT
TEIETEH & %W 3 RO SRR 2 78 47599940
18.6 1ERA#F
AN any g2— .- QY BREOHED)
TEFVV) VAR ) 2uv vy, TEFRY
) VAR RO A P a =g — )L & O3AFIGEHREIC B
F3I3XT5—)LF b Y LAORENTENpHA EAH X
BBZEIZED, TEFVV) VAHKRO Y 5 ) 2u<w
4L VOB ELAESO L LIibbeEZbNEY,
18.7 REDR
(ANUangg— - 0l BREO#HE)
Z2F XX IEHNTZANY AN R — - ¥ a ) BT TFILIC
BT, HNEFEBICWHT 27 EF V) VAL 2 5
V2uav4 Ty OFGFHOMRIE, 7T T =) b
VY LEMASZEIZED, HRSIRPZD SN2,



19.

BRI ICEY HIREZIAMEA

FRZFR : 9T 5 =) F )74 (Rabeprazole Sodium)
b4 : Monosodium(ZS)-2—({[4-(3-methoxypropoxy)-

3-methylpyridin—2-yljmethyl}sulfinyl)-1/-
benzimidazolide

312X+ CisH2N3NaO3S
r - 381.42
PR BBE~MEOGOBRAKTH 5.

AKITHRD THETR T, T4 /7 =)L (99.5) IZETR
T,

0.01mol/LAKEE LS + VU 7 A5EICIE T 5.
Wt T %,

KW (1-20) 3FEAMEZER S 0,

T ZIErRD b b,

fLoihig A

20.

Na o
N
\ ROk
/ S\\ N
N 0

BBV EDEE

20.1 7v I IRFHEMRIINK AT TRIF§ 5 Z &,

% %22,

ak

(FXFFJ—IVNagEsmg [AA])
1008 [1088(PTP)X 10, WZMEHIA D]

(SXT5J—JNagEi0mg [AA])
1008 [1088(PTP)X 10, HZEEAIA D]
5008 [1088(PTP)X50. HZEEHIA D]
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