* 20234F 11 HelaT GBI

BREERRDEES
B EEAEE JORYKYT - AVEES—
SNTSV—=)bF hUD LEE
wiit SN 3 =)bNag5mg 9 I4
SN7°5Y=)bNas10mg 94|
FEOMZ HElUmg

RABEPRAZOLE Na Tablets [SAWAI]

)R - RSO LY 452 L

2. ER(ROEHICIFRSLEVNTE)

2.1 KREN DA USBUE O B O & 2 B&

2.2 7 FUNGERIE., VNV YY) VIERRIE A RSP o B
#110.1H]

3. #HRE - MK
3.1 #8RK
o, T X7 — )V NafEbmg T NX7F " — )VNa$El0mg
o EES (474 ]
BRI HRINT 5=+ b)) L
[1%EH] 5mg ‘ 10mg

HFroNary, A Aa—ACa, 7)Y VGBI A
T, WAL 5 oL BitMg. =B bk, A7 T v
Mg, V7, e Fufxi 7ol tiua—2, &7aR

ahn _
el O— 27 % VI ATV

IFNtra—A, BEFEIMLNTO—A, v 0T
Fav, D-vr=kr—) [6000. V) rH/KkFECa
3.2 HAEIDMIR
54, 7 X7 F ' — )V NafEbmg 7 X7 7= )V NatlOmg
o (474 ] 474 |
v B = () =
#l BBt 7 A VAT —F 4 v 7§
(RN R
4% (mm) 5.4 6.9
JE & (mm) 2.7 3.6
& (mg) #7168 #7143
ARFETR HIAL TNRTT 5 +IA4 FXTF 10

4. FHEEXIFZHR

OBEE. T-EEBEE VMEHESR ZREREXR.
Zollinger-EllisonfE{REE. FETSAMBRIEERE. (EAZ
FABEVUVERSRICHIT 3B EBX E T TIEEER OB R
OTERICBIFBIAVUINNUY— - EOVY DORREDHHED
BiEE. T-HEBES. BMALTU V/\E. R4 Mm/IR
AMERBHR. REIBEICHT SRRENAEERS. NUO
N &— - EOVURBRRER

5. MEEXIFHRICEET 2T

(RhgEE)

5.1 KFN OG- ERI X 2ERZRERT 220D 0T, B
HETHWI L 2RO ) 2 %5352 L (EMALTY ¥ /3,
FHABNE N3 2 WHEENGREEE BT 2A) anxs § — .
Yo OB OB ER <)o

GEU'B AEBRIEERE)

5.2 B2 GEE He & L CHIR 2 MR L, SR O UM
BERO LN WEEIZIE, BRI UAN ORI E 2 SN b 720
R EE 7 RN DERE Mgt 45 2 &

(BERET7AEY VIRSBICBIT3BEEEX IE T 8B EEDHE
FEHNH

5.3 Il - ZEHOBEIH O 72D IR E T A Y & k5
LCwbEFAREG R E L, #H5RMAICEL Tk, BiEEL
R EEOBA T HRT A 2 &,

(NY N — - EOVDREORED

5.4 #EATHIEMALTY) v SJEIZx 5~y ans s — - Eay
R RIEO AT L T v,

& 58 & 5| 30200AMX00200000 | 22200AMX 00564000
BR 7% A 88 2020476 11 20104111

5.5 FRFETEINM MG A SRR I8 LTk, B A R4 v %% %
L. NIy y— - o) BRRIGESEY) & HE S b E
BN DO RBEHRIGEEZIT) S &0

5.6 R BTN 2 NBSENGERZE DAMHIE, A1) ansy
y— - ¥a ) BREEHEIC X D BREOFSIESHNI T S AR
FEST LT,

5.7 ") any g — - Yu) EEERICHCLEIIIE, A1) an
s — - ¥a)p3BETH LI L RUNEEREICL YA 2
Ny H— - KO ERERTHLZ ERMHERTH L,

6. FiENUHAZE

(BiEE. TiEEESR. MSEES. Zollinger-EllisonfEl=E$)
WHEL BAINETRNT T =+ M)Ak LTLH10meg% ]
H1ERE 3% 59 2 25, #HHI1C & 0 1A20me % 1 H 1A 1455
THIENTES, B, W%, Bk, WEHBE CTld8:H
MWE<T, +IRBEE CIE6ER F To%S &4 5,

GERMERER)
- IR
WM ABEROBERIZB W TIE, #H, BAIZIEIRNT T —
JVF U sk LCLAII0me % 1 H 1R II% 53 % 25, Rk
LD 1E20mgZx 1HIEE #5356 2 &N TE 5, &P, M
W, SEMF TG ET L, T, TOMNYERY TS Y
¥ —IC L B IETHEAT 5 %4 1A10mg 31 M 20mg %
TH2M, S SICSEBREIIEG T LI ENTE DL, 72720, 10
20mgl H2M# G- (3 EEOREGE* B3 25581285,
- AR
T8 - TR A 0 SR i B A ORI B LT,
WA T ANT I = b Ak LCLE10mg#1H
1EEOHRG T4, F/2, 7O by Ry T4 e sy =12k 5
B CRIRA T3 70 W e A R OMEFRRE I B W TE, 1A
10mgZ 1 H2[EE #2595 2 LA TE 5,

GEUS AEBRIEERE)

WHEL BANE TN T =+ M)Ak LTLE10mg% ]
HIEREO 532, 28, @, Al FEFTob L35,
BERAE7ZAEV VRSBICBIF3BEEXIE T TEBESEDE

FEHNED
WHE. HAIEINT I — )+ YAk LClES5mg#1H
1AE 5 2 25, ®RA 5 OB 41311 10mg % 1 H 1A#E
L5452 D TE 5,

NYONTH— - EOV ORREIDOHED
WE, BAIETRT TS =+ YAk LClEl0mg. 7
XLV VAR E L ClAI750mg (Fiff) kUf 2 5) Aaw
A4 ¥ > & LT1R200mg (i) 3% % [T H 208, 7H B
54 %,
B, 77 AuNA T E, BEIS L CEHEMET S 2 &
MHTE DL, 727210, 1A400mg (JII) 1H 2% ERE 9 5,
TUubYRYTAEY =, TEXFT V) YKAMBED Y T
VAT A Ty DIFNFEGIL BN ANy vy — - KO O
BEEIARIOSAIE. SIUAh DiE#RE LT, . i
NIRRT Ty —=)F by ak LTlHl0mg, 7EXFT v
) COKFI & L CLm750mg (Ofili)) R UM A b= — )& L
T1M250mg? 3% % [ IC1H 20, 7H BRS¢ 5,



7. BERUREICEEYT 2FE

(BEE. TTEEEE. WSIES. Zollinger-EllisonfE(=E$

7.1 FIRDSHE LB a R OEFENS - #EG 0S4 121 R20me % 1
H1M#% 5952 N TE 5,

GERMERER)

7.2 WIRDSHE L Wi a R OEEMY - #EG 0S4 121 R20me % 1
H1E5-9 2 2 5T & B (F5 - Tk E 4 0 K9 i i £
RKOMFEE:, 7O by RBr T v By — 12X BHEETRR
AR EEERL), £/, 7abhrR 1 vy —|C
L B EBETHEARY 4 2 BEITR LLEN0mg 131 E20mg % 1
H2Ml, & 528 HEMIE 4 28a13. WS i 4 £
EIPEBL TV LR ERT A2 8, 2B, AHNAI20mg
D1H2AH S 1E, WNHSEMRA TEEOMBEIGEZ AL 2 5a
R B [17.1.1381 ],

8. EELERNER

(Ghgett@E)

8.1 AFN PGz, M%< HARRE I ER L. ERIRIC I
SR - MRALFERE LT S LD E L v,

(BER. TTHEBEE. MEHEE. FUSAMSRIEERE)

8.2 EMOMIHRELT 5 Thwo T, MfREIIHw RN
EDEF L\,

GERERERDHHFEE)

8.3 F% - BV ETEERLTU LN VR TS S —IC
LB CHEAT I HEHIFT LT 28 & L. Ak, HuFF
BWEOVLBEDOLRVBEIFIZEDORVWEIFETLII L,
7o, BHEHIR, 7V 3 — VBRI RSO 4 F R B OUEE K 5
., ERRES RN D72 0 kRS 2 54 I RSE = %
BT DI Lo BB, ML EII S NS % S
FTHREBE LTI ZEDETE L,

GEU S AMEBRIEETRE)

8.4 MIZIC X YT, RS OMRMFERIME Y ELASNS
CE(LAMBZD 2B DR ZFERD ) 253228, B,
KA OG- EHE . FE RS O B K OO T L Esge IS
I BEREREST 22D HHDT, WHEHRESIZLY I
SDEBTRVWS L EZMRT L L,

. BEDERZEIHIEEICHT R IR

1 BIHE - BIEEEDSH S EE

0.1 EYBREUEDEIEEDSH S EE

.3 FTrsEEEEEE

JFREZE £ 3 C R IE D IRE 23D 5 o

9.5 iF®
WA IR L T\ B W HREME D & 5 IR Lo A 1A
fabatEz L2 L HEF SN DG EIZORES T 52 &, B
FEBE(Z v M EI400me/kg, 7 Y FEHE3Ome/ke) THEE#H M
(7 v FNTEEEIE, 7 FTREOMT ., [LEBIE) 23E S
NTWb, $720 v MIIXRT TV =)+ 1) 7 LA (25mg/
kg/H). 7EXT ) YARMY(400mg/kg/H UL L) N7 5
J2u< A v (50mg/kg/H UL L) 248 B BE %5 L 72 5B
T, METHRBEIREOEADVED LN TV D,

9.6 1E3.I%

HEE ORI CBAEEOGRET EE L. IO

IR BET A2 L. BFEER(T v ) THITHARATT S

ZEPHEIN TS,

[{o N {o N {o R {o]

9.7 INR
NREE R E LBRABIIER L Tz,
9.8 SilmE

THALEHEREE O BIE R D38 S b N 73 A 3RS S 5 7 LEE 24X
595628, AFNIEL LTHBTRHE SN LA milmd T
BRPETLTWEZEM %L, BNERDPHObNLZ N5,

10. HE{ER
RENOACHN AT BEESE T b 2 10— 2 P450 2C19(CYP2C19)
T UBA4(CYP3A4) DRG-S788 HIL T 5, [16. 450 ]

72 AFOBEERGWIEIERIC X 0 PSR QW A R
SHHIS 2 2 b Do
10.1 HHARRWHALEWI L)

HH 45 BERAER - H5 18075 Wy - falRiR T

T HFF NIRRT 5 W E OV VR A A K 0§ B 4w
(LAT %) 9T L5BINDDH 5, AL, B WpHA Lk
[2.2507] AL, 74HFFELo
BRESET L, T4
H YOV o i AT
KBTI 2BEMHDH5,

VIV Y SRR VIV E ) CRRREOVER | A H o H R 5w
(EELT AN FRIST ABENE DL, |HICE Y, B WpHA L
[2.221K] HL, VWY
WO T L, v
YUY O A
TT52E0H5b,

10.2 HEER(HAICERT S L)

E ik BERAER - $5 1807 Wy - falRie T
vIxL v A T S5 o il v BE S L AR ) o ' R 43 s 3 A

AFNT TRy |FATEIEDDHD, &Y. HNpHA k
AL AT EEH o TR

AT %

A MZaFV—v HFEH O i EE AR AR H 0 B R 5w ]
rI74F5=7 TIYHEBTNDDH 5 &Y, HWpHA k
L. HFEEH OB
WS 2520 DH 5%,

TRERALT V3 =7 & | R F A EE 512 Ho~HR | B 13RI T 56
TV KERAL~ 7 A | FITE AR IR A 4% 51
T L ER ORIRA | R 02 AR TSI i
B B2 AR RIS AS 2 T
8%, 6% L7z & D
H DS

ARPLFEY—F | X b LERY - bofd | EFIEIANTH L,
WL AT 2 LD
5o MAROAMPLF
V—r2HGT25E
L IS ARH OB 5
EEY A L EEET
52 &,

1. BIfEA
WROBWERIS® 5 bbb 2 L3d 5 DT, BlgE 431217,
B AR O NG A G 2 kT A 7 L) L 24T
I &,

1.1 EXFEIER

M0 YavoBEERH), PFT4S5FI—HERH)

11.1.2 JAMEREA CHEEARB) . SREERIERAE HEA) . [IVR
AN (0. 19%F00) « AR EEEAH)

11.1.3 BIERFR CHEEARIH) . FFHEEEREE (0. 1~5%Aii) . &IB
(AN

11.1.4 REEEMERTRA (0. 1%Kd)
SEEN, WER, DPURREE, E oRE (FREEE) E RO b E
Wi, BRI X ESEoME 2 E L. ARG E Pk
Lr eIz, BIFEEARVE CHIOPGSEOMY R LEERIT) 2L,

11.1.5 RREREE A
v 35 1 % R 45 50 i % 9iE (Toxic Epidermal Necrolysis:TEN) .
iz I B RRE 1% 5 (Stevens—JohnsonfE#E) . £ ALK D H
S5bNDLIEDND 5,

11.1.6 SMBEE HEAH) . BEMER HERH)
EHEREMAE (BUN, Z L7 F o V&) 0BT AT &,

11.1.7 {&7F MU D LI GFEAH)

11.1.8 1ERUEARIBRAE (5 BEASH)
M. B, CK A, mp R IRPI A 7oy L%
B L 3 2 MEBUBBURED D S b D 2 LD 5,

11.1.9 RAEE GHEEAYD)

11.1.10 #EELIKEE CGHEEA)
AR, BEATE) . RN KR, AR, SRR ST
HoEbNDLZENDH b,



11.2 ZOftDEI{ER

(BEE T-EKBEES MENEE ERERER
Zollinger-EllisonfiE{zE%. IEUBSAMBREYRE. ERAE7T
AEV VESRICHIF 2 BEBENIE T EmEE DB FEIEHD

0.1~5%ii 0. 19 A

WHUE | FSE. IR a8

Mg | FERE A | Rk A, ek
EREGIN. AFEREREY B %, ) > SERA
%, Alll

i |AST. ALT. U LVE YDA
Al-P. y-GTP.
LDH® b5

faseas M E5 ]

LRy (BERA. PR IEERIE . Wk, 7 |F & R Ik
g, WAL L)Y FE. B b 2|8 M8 M R

M %% . Hig. LA % (collagenous
R T colitis. lymphocytic
colitis)
FE AR R | B B F v, 5D DHAE, BiE

&, OIRA. VBB
T FR SRR, 2
TETF, Do b o
NESTET:

Foft FBalvAro—|ryAHEH, ZE (Hobb2&, ¥
Voo R RR N (BRI BEL BET R, B RE. &
BUN® L5, &E|EBE. LUTNE |7 ¥ £ = 7 IMIE.
SR I TSHIEN |[CKO 5 K~ 7Aool

fE. KIPHALILE

1) SEBUBE R BEGE A & 5
NUINTH— - EOV OIREOFED)

0. 1~5%ii 0. 19

WEGE |FE5. FRE TR FEIK

15. ZODMhDFEE

15.1 BRRERICES 1B

15.1.1 RHOEMHEGHICEEOE R ) — 752387 &L oHis
WH5bo

15.1.2 A BT 2 EEOBIENIZ T, Jub R 71 el
5 =12 XD EBI B COEHERE IS R EE . TS
P FHEGTTO) A7 BB E N T 5, FRZ, mHERT
FIW (HELL R ORI 72 BH T o) A7 8L 72,

15.1.3 WAMI BT 2 FICARBE LR R E LB EOBENE
T, 7O bRy TLA ey —w2HKG LBH BT O
AR)I T L T T AV E B EEIERGED ) A 7 BEINASER
HENRTWD,

15.2 FFERAREIERICE D < 15¥R

15.2.1 7 v M IZbmg/kghl & 24EM#&E ¥ 5- L -l ic B
W, MECEIZH VT ) A FOEDRALNT L OHEDD 5,

15.2.2 B ER(T v MEOH525mg/kgb) ) CTHUIRIRE & K
T A B %2 »OBMNPHEINTVLEDT, HHIZH
7z o TUFHIRHERRIEE T %0

15.2.3 9 v M TH LT Y 75— )V (50mg/keg/H ).
TEFY V) VKR (B00mg/kg/ H) 7 5 ) A< A
> (160mg/kg/H) PG L 723EkC, BEWcoHto
Bl LB IR OFEEIH O EARD 5N TV D,

16. ZEYIENRE
16.1 mehiR
16.1.1 SRTSY—ILF MUY LERIES
FEHERA 5T 12 20mg % 6 £ T LI BB S L 72 O BB 4L
SEH L 73R BIRE/ $ 7 A — & DTN A RITR T [16.2. 18]
S RO M PRI /S 5 A — 5

Mg | s IFRRERIE 2. I BRI A, )
YOSERIEA, ) v oXEkEE S
MM FHILEREE I

JiFliE  |ALT. AST. y-GTP® k5 |Al-P, LDH® k5

Crnax tmax AUC
b e
Beg At (ng/mL) (hr) (ng-hr/mL)
AT 437 £237 3.6%0.9 937+617
% 453+138 5.3%x1.4 901 =544

Th5eas BiF, MBS

HALER MR BRAEL BREERCE. R[S, DNk mReT. HE
e IEERIE R MRS ME[ZE. L Bk, BEHOR
Bb. FAE BERABRER. S| IR, gk

(Mean+S.D., n=12)
F 7o, R ASE T125mg. 10mg. 20mg# M & T T ARG L -1
(#5550 B) OFEMENE T A -5 LT LB TH LY,
fERER N T T2 B A RAER 51 (Bmg. 10mg. 20mg) D IM4Eh 5 X7 5 ' —
VI M) A OFEYEE ST -5

ke
AR | B HFE W

Zofl | PEIE O L5 HIENEE, BRE, Fo LY
g, Buk, &mER. IRIELE

F. FRO LUK, RED

LS RAERE . FhENE R

) FEBUBEE (L B 5 U T RIS S BIT A IR T I =V b
Ay TEFTVY VKB 5) Au< A T O3FNFEG DHKFE
¥ C ORI O EENGE AR A A S,

12. [BERRERRICRIETRE

NN y— - EOVY DBREOHEED

12.1 AUJNT 45— - EOVYDREHIELDFE
TXRTF)=)VF M) LEOTO N R Tf ey =%
TEFTV) KW, 7 5) Au<A Yy EOHEWE KD
A == VORI R G TER Tl BC-IREMA
AEROHE DN 72 DR DS D B 720, BC-IREMAGR
BRI X AW EZ T AL, IS OHF OB 5T %4
HLEDORE T CEMT A Z ENEE L,

14. BERAEODEE

14.1 BRIZMAIFOER

14.1.1 PTPEAEEDHFAZPTPY — b 2S5 L TR T 4 &
S¥gEF 22 L, PTPY— POBEAKIZ LY . FECEAEI Y
KA A L, B35l B2 L CHEBIH 25 0 B 2 A6k
TEXPRT LD b,

14.1.2 BHNIBHEHRTH ). RHICH /2o TE, BAZZD .,
WD ETIZ, ORLETEIEETAI L,

e | g max max AUCwov 172
B | RI (ng(g:/mL) (thr) (ng 'LIIE/]H;L) (thr)
5me EM* 146+ 56 3.0(2.0-4.5) 236+ 97 1.8+0.9
PM* 252+ 55 2.5(1.5-5.5) 585+137 4.2%0.5
10mg EM>< 383+ 83 3.3(2.0-5.0) 539 =200 1.5+0.4
PM* 509+ 64 2.8(2.0-4.5) 1230 + 200 3.8%0.3
20mg EM* 654 + 348 4.0(2.5-8.0) 994 £477 2.3x1.4
PM* 822+232 3.3(3.0-6.0) 2331 £663 3.7+0.3

(Mean =S. D., tmaxldMedian (Min-Max), EM n=16, PM n=8)
MITCHEESR 7 b 2 0 — 4P450 2C19(CYP2C19) IR, TRl TR L ) 58 s
na.
EM (extensive metabolizer):CYP2C19*1/*1, CYP2C19*1/*231ZCYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*3313CYP2C19*3/*3
16.1.2 3FIHAIRS
BB ABFIZTNT T = F ) 7 A20mgt, TEF T T LK
M¥750mg (i) . KO 27 I 2a< A ¥ »400mg(Jifli) #1H2REI7H
W (FH120m) KRG L2 T XT 5 — )b ) b7 2 O35
NI A—FEUTOEB) THLY,
RERER TS T2 B0 % 3HIF T BB G- O AL 7 X775 =)L) b )y A
DIEYHREIST A =5

Cinax tmax AUCo12 ti2

(ng/mL) (hr) (ng-hr/mL) (hr)
<Ei/[15> 578 =293 3.0(2.0-4.0) 934+438 0.72+0.19
PM* . . I o
(n=4) 948+ 138 3.0(2.0-3.0) 2600 =474 1.80+0.32

(Mean=S. D., tmasi¥Median (Min-Max) )
SIFCHEE ST b 7 1 — AP450 2C19(CYP2C19) HANLE, TRt#ifn M L ) s
ns,
EM (extensive metabolizer):CYP2C19*1/*1, CYP2C19*1/*231ZCYP2C19*1/*3
PM (poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*331ZCYP2C19*3/*3
FD AR ER OCHERMETE, BACEIXNT Iy =)+ b)) v ak LTlE
10mg. 7EFT ) YA E LCLUET750mg (i) K 0¥ ) Aa~< A ¥
> & L C1m200mg (Jifili) 3% % [F ke 1T H 210, 7H M #5350 %8B,
77)ARYA YL, BECS L CHEMET LI ENTE 5, 72720, 1
[51400mg (JJfifi) LH 20 % FBRE 2,1 Th S,



16.1.3 E4EHIEIE M ER
(SRTSY—]UNaggsmeglt o1 1)
T N7 5 — )VNafEbmgl V7 4 1 & /%) T v b §Ebmg# R R A B

16.7 EYWEEER
FHHEF AT 77— ) THARBBESRF b7 o — 4P450 2C19
(CYP2CL9) ~DAR# B A I X DM EAER S RED 5N TWn5E Y 7 £/

FENZENZENIGE(FNT TV —)VF k)7 4L L Comg) ZEfE I H. Al
RS- (7 0 A4 —N—) L, MR T X7 T — Vi 5z L
720 1HHNTFEYBFE/ ST A — % (AUC, Cmax) (22> TI0%SHHEX
A TRRTHENT 2 17 - 72458, 10g(0.80) ~log(1.25) DEIFHHTH 1) |
T O A W22 1 [ S P SRR & 7z

‘JfFZ)ﬁ%T_‘ﬁ S FCYP2C19? {5 T ASEM (Extensive Metabolizer) (2474 & 7z

FRANGES TR OEMBE/ ST X —

A, ONT 7)Y R-TIVT 7Y D) LTIRTFTS—)bF + Y
T AZINS OFEFOMAPREIEL G2 2w EARE S Tw
bo T2, HE(S VT TFY—)V) TR #EEEF b 7 10— 4P450
1A2(CYPIA2) OFEIC X WHEMEHAPRDO N T WA TF 7 41) YIZ
WHLTHLINTFTY =)l b7 AIIMAEEICEEZ 2 2wk
MHE ST VDY,

17. ERRAHE
17.1 BN URERICRT SH5R
(BEE. T EERES. WoEhEs. ERMsER)

Cmax Tmax Tz AUCo-10nr
(ng/mL) (hr) (hr) (ng-hr/mL)
5 NT5 ) — L Nabt
Smel 417 1 | 117+42 2.8%1.0 1.6+0.5 200+78
78) v b §Ebmg 113+36 2.7+0.8 1.5%0.4 203+76

(Mean =S. D., n=50)

120 —e— ST 5 — )\ Nali 5ng[ T A |
% T _ ——o-- /XU Iv MESNE
h 100 - | 3 Mean+S. D. (n=50)
i i
~x  80F
7
7. T
\Ij 60 - |
Va0t
7
= N
(ng/mL) 201 O ~
y 1 1 1 1 1 1 1 1 1 | =
0 115 2253354455556 8 10

P54 O (hr)
(SRTS5Y—JUNagE10mglt 1 1)
T X7 T — )V NagélOmg 7 A J &8 = v b EE10mg % @R AT
FAZENENLE (T XNT TV =G b sk L T10mg) 220 i 5[]
BIOHEG (7 0 2+ — =) L, MIEH T XTS5 — Ve 2 E L
720 SN HWEE/ S X — % (AUC, Cmax) I22\VTI0%EFAX H
B TR 2 47 o 7245 10g(0.80) ~log(1.25) DFIFANTH 1) .
TH) O A W=7 (1 [ S SRR S 7z
SN G T B OEWBE T A%

17.1.1 —HERRARN U EEREEEHER
B TR, ARE £E 2 ) O A RS & S RIS T H Ll
10mg X 1320mg % 55 L 72— el RSt J O — 75 75 e LA (432 5-300
M:6~8IM) DBAIE TED L B) THS Y,
R

+ AR R

LR

94..0% (189f31/20151)
99.4% (159f31/160%1)

S AE 2% 90.9% (5011 /5501

Wy & RIS 83.3% (10f1/12f1)

F 7o, HeZ B PUAIEIUIE o 0 i P Al 4 % AP R ICTH 1R 0mg % 24
AP U 7R (CEEMRILEGRER) 12 B A WS IEF 5%
1378.6% (33651 /4251) T - 7219,
SEEHEROCHEO 7O b RS T A e Ey — R o
WA E R EF 2w R E LG58l %0 NI X 2 BIERIET
KOLBYTH-722,[7.221]

1[5120mg 1[5110mg 118120mg

1H1H 1H2[1] 1H2[1]

4otk 58.8% 78.4% 77.0%
(60%1,/1021) (80%1,/10241) (77%1,/100f1)

grade AR UY 65.1% 87.1% 79.5%
grade B* (5611/86%1) (74%1/85%1) (6611,/8361)

grade CJxO° 25.0% 35.3% 64.7%
grade D* (4451/1641) (641/1761) (111/1761)

HEDINRT T =F b)Y A10mg/H, 5V 7TV = V30mg/H, + A7
V= v20mg/ H % 83 ] PL_E 45 G- | S ARG U AE R I S5
MO OV RG3HE (BE2) 12 & % EIEE

WEHBERCHEO 7O R T A v Uy —BBRIIRPUE 05

C T T AUCo-10nr - N Op e g S L 2o -
(ng/omL) ) (b (ng-he/mL) RN 2 KR L L 2RO 2 5 5 O VBT C & 2 JETE%E
FNTTT NG | 012063 | 3.9%1.2 | 1.2%0.5 | 640377 FHFRRBTROLEY THo 1 F,
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7 F AT = V20mg/H, LV AT T —)20mg/H % 8EH LU EE G- IR
’7\ WSS HERRIRE IS 3
‘j 200 F GEU S A B BIEETE)
/ 17.1.2 ZESHRLEESER
;,g JEON S AMEE BEMHE 2 o RICTH1R10mg % % 5- L 72 —EH BRIk
g 1001 SR (F 50 4R 12 BV B R0 SRR O 524l 23 R OSBRI
(ng/mn) | ¥ T FNENA3.6% (4461/10151) . 55.4% (5641/10161) Td > 72,
Yy T TE— BIEAIE, 10med%5-»10261 911261 (11.8%) 12380 S 7z, £ EIWEH
O T 2203354455556 8 10 VL A3 (2.9%) K DTS #260 (2.0%) T o 72,

P54 D (hr)
MHEPIEEE 722 5 NZAUC, CmaxSEd/ 85 4 — 713, s oEIR, 1k
TEOFRIAEL - WEH S ORI X > TR 2R D 5,
16.2 MRUX
16.2.1 BSEORE
TEHE R AT T-1220mg % # A T U AR ISR O L2, ARG T
A T HEG I Utmax S THERTRIE S % & & (WU ER 22 A3ER
DHENTWEY,[16.1.15H]
16.4 X
FERFER AT T1210mg. 20mg % #2145 L - Bso i o R L, &
IR 2 BT PUBIC L W ER L2 F A = F UETH > 720 72D
L AR BIEE T b 2 10— 4P450 2C19(CYP2C19) ¥ 53 5 il A F
WALBEIE X0 A L 72l A F Vi, 3A4(CYP3A4) 25B15-F % AV
BB &0 A L 72 2V AR UARDSERO Bz 0 D110, 2]
16.5 HEttt
TEHE S NS T-1220me % R 1% G- L 72356 e G- 122450 & TR
TNRT T = F M) T AOREAKIIBRRE NS, K@ THEH
WR VRO Z0 7V 7 0 Y BIE R3S m0f)29~40%, A VA
7 — VISR D13~ 19% kM & 7zl 0

(BERE7RAEY VESEICST D BEENE T ZIEEEE OB RIEH)
17.1.3 ZE5RLEBEHER
A&7 2 ¥ 1) » (1H81mgXi2100mg) D EM#HG 2 nHEE L, »oH
EHE I T RBEEOMEEA AT L EEENRE L EERIL
A BR O #E . Kaplan-Meieri: 12 X 0 #E5E L 72 % 5-248 [ 14 o 5 {95
T ARIEE O RRHEFEITRO LB ThH o7z,
BWEHIE, 975V —)bF b A10me 55 T15761H1441(8.9%) |
Smg#k 58 TI566IH 761 (4.5%) 12780 H L 7ze T 72 BIVEHIZ10mgdk 5-5
T OEE 45200 (1.3%) . Smge G- C T #3610 (1.9%) . IFHERE R
251 (1.3%) T - 722 9,

1H1[E5mg 1H1[E10mg popic
(150f51) (15141) (151451)
B 411 261 3241
P 52438 1% O BRE SR 2.8% 1.4% 21.7%
(95% 15 HEIX [H) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
W /3 — FIE 0.11 0.05 B
(95% 15 HEIX 1K) (0.04, 0.31) (0.01, 0.23)
PlEY P<0.001 P<0.001 -
a)Kaplan-Meieri%: 12 & 2%, b) Log-rank# 5. o) ¥ H k7 7L 7 » (118150mgl H

3ul)



(%)

100 8- 1 H 1[A5mg
90 -~ 1 H 1[E10mg
- S
80
70
% 60
H 50
% w0
30
20 4
10
0 | B
0 12 24
At Risk 5B S O GE)
1H1[E5mg 150 150 139
1 H 1[=10mg 151 151 142
S 151 151 114

KaDlan—Meier‘ii’:b:Jﬁ % BiEs xR BES O SRR ISR
C BH24BLE, TRT T — VG M) L % i K520 [k e
&5 Lf_ G (FFFCHRART6:A M 5:) . Kaplan-Meier#: 12 X 0 #E5E L
7o B OE IR S O REFE L. 1TH1H5mgT3.7%(95%
fEHEIX :1.53,8.64) . 1H1M10mg T2.2% (95%1 #E[X [#:0.72,6.75) T
Hotze BB, FG2UBPEE, HBEEE T NT T =)L+ b ALH
115mg X131 H 1 10mgl2 8] ) B 2 T, i Rb2 M MfkieE 5 L 7229,
(BEENFTTEEEICBIF AU N5 — - EOYDREOFE)
17.1.4 EINBSRRER
AN ANy — - Eu) o B IR o B E ok 5
L L 72ERNORRREE (T XT 5 —)vF ) A 7%#/ VAR
MR 7 5) 20~ 42y OlH2ET7HE#EO#%S) 1281 5 BRER
BTEOLEBYTH S,
EIERIZ. 9T I =)V F M) 7 Al0mg, 7EX T2 v KW
750mg (Fii) . 7 F1) ZAu=< 4 2> 200mg (FHi) Fx5-12 X 0 129%1H1404)
(31.0%) (2388 S, E 2 BIVEHIE T HI1661(12.4%) . BE1361(10.1%)
Thotze Tlon IXRXT TV —=)VF M) 7 4L10mg. TEF T2 YK
750mg (Fifil) . 7 ) A0~ A ¥ »400mg (G #5112 X 0, 12361415561
(44. 79%) \ZREWER 25580 S, FERRIWERIX T #2661 (21.1%) . #RAE136]
(10.6%) . BREFEH1361(10.6%) . BERE7HI(5.7%) T - 7270 %,

0= TS
RO 55 5 PRI

M| | At

FNXTFV =)+ b7 A10mg
TEEY D) Y KAT50mg M) |20/ H
7 51) 2u<A 3 »200mg (F11if)

87.7% 83.3% 85.7%
(57f1/65%1) | (45%1/54%1) | (102f1/11951)

FNXTF =) b7 £10mg
TEF T D AKHT0me (i) | 2161/ H
27 51) 20~ A 3 > 400mg (J71ii)

89.7% 87.8% 89.0%
(61%1/68f31) | (3671/41%1) | (97%1/109f1)

B, Wb ans v — -
B2k B R O R
W2 29)
) FHEK O G, ROKGHHIETROLBYTHY .,
X R D,
FRT GV —F YAk LCTIE20mg. 7EF T LAY E LCLE
1000mg (JIi) K 087 5 1) Au < A ¥ > & L CLE500mg (J1if) 3% % 1 H 21,
TH 3%
¥/, TUbNYRYTA Y — (T I TTT=N), TEXFT Y
VYKHE 7 5) 20< 4 2w O3FEGIZLHANY TNy F— -
Yo OBRBEEREIARINI TH o2~ ) anNy ¥ — - oy BEirkEs
e LENOME (S RXTF =V F oA, TEFY V) Y
KA RO h b =4 — )V O1H2A7H RO G) 2B 5 BREER
1382% (49611/60%1) & & ST BY,

18. EINEIE

18.1 {ERERF
FNRT G —)b+ U 2SR WG O BEVE SIS CIEEMAR (A V7 =
T M)A, T bRy T (HL K- ATPase) DSHHE: % 1% i
Lfﬁ%*«ﬁlék%rﬁil, P o3 % B3 550 2P SN2 EEEE
H@E@h@\Ihﬁm%wﬁbﬂ%WQMI%éwH7W7%iy
X BENEOBEESEGE L TWE D EEZONSE, 201, 7V
& F A N K o THERTEMEASNE S 2 W fetd b Il 2 5%

18.2 BEWINFEITER

18.2.1 BB AR TFIZHBITF L H A MY & Rl g5 W Ly 1HLME
10mg#e G-, 1H1A20mgH 5 T & b \ZF5-00 H 2 5 F 2 PHIEH %2 R
L. #51H H R UO7H H o5& #FIZIH 1E10mek 5 T72~
76%. 90~96%. 1H1[HI20mgf%5-T88~89%. 99% T 5% 3V,

18.2.2 wH FRHHUHEMEKRIZBIF LY TFYNH A 2 1) v 7 AMPHIEY
2 & 2 BE s & HIS 5% (n vitro) o

o) BEos - + 25
REICBWTh, MEEOBREIHFSNT

| A > KR i e O

18.2.3 BMHHE A ) FEAERNIIBITLLAY IV, RYFTAN) Ll
HEEWh, LI T Y MBI 2EBEBIWML e 25 3 VllimE
B 43 up 2ok Ly 2 3R & 7R 39980
1 XBHBHNIET Y MBS EERS «Z%Iﬂﬁa—lﬁ’ﬁﬂm@z;h flio 7ok
VARV FHEANC B LE L, M A N O R
18.3 BApH LE1ERA
fREE R A TS T 1281 2 B pHIZK Ly 1H1A5mgf5-. 1H1M10mgfk
G- 1H1M20mg#z 5-C & b IFW 2 EAERZ /R L, #55H Ho24
g H 2 pHADL | % R 9 R 0 E A 131 H 1 5mgd 5 OEM™ T46%.
PM*C63%. 1H1A10mgi% 5 OEM*T58%. PM*CT72%. 1H1M20mg
- DEM*T61%, PM*T76%TdH 5%,
SIFRAEE S 7 b 2 10— AP450 2C19(CYP2C19) EHANE, FRlBEFH & 0 5
BNz,
EM (extensive metabolizer):CYP2C19*1/*1, CYP2C19°1/*23IxCYP2C19°1/*3
PM (poor metabolizer):CYP2C19*2/*2, CYP2C19*2/*31ZCYP2C19*3/*3
18.4 H'. K'-ATPasefB={ER
7 BRI L Y PR L 0
'9“‘%‘ 39 (1‘17 Vfl‘I‘O) )
18.5 PLEEIEFR
T v MRV SHEERIESE S 5\ ITERE MR (SR A b L
KREHEA LA, BIPES, AT 7 I v, -5 -k
7 AEY )Zx Ly G HUESER & 2 Ik B R RE 2 SR %
ﬁ—\-j—%)‘ 40) . 41>D
18.6 {EFER
NYUIONY & — - EOVRREOMEED
TEFTIV) VKR S) 204y, TEFT D) VKW
ROA b=y — v EO3FHFELNC BT LT XT T = )F )
Y ADHEENTENpHEZ ER &L LI2ED, TEFT Y VAW
ROZ7 )20 Y YOREEEZHOLZZLIZHDEEZ LN
6/12), 43)0
18.7 BREIZIER
NUIONT S — - EOVEREDFEED
AFAAI RN ) ANy — - En) EREETF VBV, §
NARBICHT L2 T7EX D) YRk E 7 5) 20~ A ¥ v D256
FAOMPIE, TRTIT =V F MY AEMZLE I L) HED
BB 5,

9. ﬁ‘ﬁﬁfﬁluﬁﬁ?%fifb?—ﬁﬂ*ﬂﬁ.
—fi%% : X775 —)F + 1) 7 L (Rabeprazole Sodium)
{E%% 1 Monosodium(®S)-2-([4-(3-methoxypropoxy)-3-methylpyridin-
2-yllmethylisulfinyl)-17-benzimidazolide
Ci1sH20N3NaOsS
381.42

K*-ATPaselZxf L. 5\ HE/EH %R

PFR
HFE
st -

O—CHs

H:C OJ_/

Na -
N>_ S/_glqj} B OBHL R 1K
N/ \\O

HE~HMEHEORKETH S, KIBOTHEITR T, =
J =V (99 .5) IZ¥EIF R\ 0.01mol/LAKER L F b U & 251
B 5. WERHETH %o KB (1200 13 HEEMEZE IR S v,

20. RV EDER
20.1 PTPALEIZ 7 L I SBE . N T4
THZ L,

*22, ‘G
(GRXTSY—)UNagegbmglP D1 1)
PTP# 5 A1 ]+ 1008 (105 x 10)
(SRTFS5Y—JUNafE10mglt o1 1)
PTPFZEHIA D ] : 1005 (108E x 10)
5008 (10%& % 50)
100%E

MO

LRI, AU L CRAT

14082 (148% X 10)
NT [BEIEFIAY ]

23. FEk

1) Yasuda, S. et al. :
473

2) HARMNERESR AT M2 x5 & L 72E38100 Fi R HEH ALK (231) = v b
$iE 0 20144F12 26 H ARG, PGS S RMESE2.7.6.1)

3) SHIBERFRSG- (%) =y ME : 200741 H 26 H KRR
2.7.6.1)

4) LALLM 3}'5)]'7&(1:. IR, 2020 5 69(5) : 605-615

5) SEHTEAML ¢ FoHEE & ETEE, 2010 5 47(9) - 839-847

6) Yasuda, S. et al. : Clin. Pharmacol. Ther., 1995 ; 58(2)

Int. J. Clin. Pharmacol. Ther., 1994 : 32(9) : 466-

H BRI 2

: 143-154



7) Ishizaki, T. et al. : Aliment. Pharmacol. Ther., 1999 : 13(Suppl.3) :
27-36

8) Ishizaki, T. et al. : Clin. Pharmacol. Ther., 1995 ; 58(2) : 155-164

9) HhE=Hi : Modern Physician, 1994 : 14(S.) : 38-68

10) AkBEfl : Modern Physician, 1994 ; 14(S.) : 23-37

11) ERFEAMD © Modern Physician, 1994 ; 14(S.) : 69-84

12) JURIEEAML : Modern Physician, 1994 : 14(S.) : 85-99

13) " =HBMt © Modern Physician, 1994 ; 14(S.) : 1-22

14) IIFE3CHE © Modern Physician, 1994 ; 14(S.) : 100-107

15) #HH &4 : Modern Physician, 1994 ; 14(S.) : 108-115

16) HEPE : Modern Physician, 1994 : 14(S.) : 116-123

17) 4WIEAE © Modern Physician, 1994 : 14(S.) : 124-136

18) #HH At : Modern Physician, 1994 ; 14(S.) : 137-147

19) —MERRER N O EHHEGEAERO () v MgE @ 20034E7H 17
AR, HREEEEZ . 1.(5)-1.3))

20) Kinoshita, Y. et al. : Am. J. Gastroenterol, 2012 ; 107(4) : 522-530

21) Kinoshita, Y. et al. : Gastroenterol., 2018 ; 53(7) : 834-844

22) —fERERRRER N O EERILEHBED (8) v ME : 20174R9H 22
HIKR., wAMmEH)

23) Kinoshita, Y. et al. : Aliment. Pharmacol. Ther., 2011 ; 33(2) : 213-
224

24) Twakiri, R. et al. © Aliment. Pharmacol. Ther., 2014 ; 40(7) : 780~
795

25) “HEMILERERO () v Mg 20144E12H 26 1 AR, HIGEE
FHRZE2.7.6.2)

26) ZHEEBIEABR (S 2y M 20144E12H 26 H KGR, HIFHE
FHRE2.7.6.3)

27) Kuwayama, H. et al. : Aliment. Pharmacol. Ther., 2007 : 25(9) :
1105-1113

28) EIWNERREBRO (%) =y M 200741 H26 H KGR, HIGE &R Z
2.7.6.3)

29) EIMNEERHERD (%) = v M E © 200741 H 26 H KRR, HIREERMIEEE
2.7.3.3)

30) Isomoto, H. et al. © Aliment. Pharmacol. Ther., 2003 ; 18(1) : 101-
107

31) - \SIE 0 ARE R i, BEIIEE, 2021 C-5995-6001

32) TEIEFFEIAML ¢ H ASEBIAAAERE, 1993 1 102(6) : 389-397

33) AIRA B SEF &G, 1999 5 27(4) 1 705-712

34) SR LIEB © AR, 1994 0 41(7) © 143-150

35) Fujisaki, H. et al. : Biochem. Pharmacol,, 1991 : 42(2) : 321-328

36) Fujisaki, H. et al. : Drug Invest., 1991 : 3(5) : 328-332

37) L& 1 G. 1 Research, 1993 1(5) : 493-496

38) &R © G. I Research, 1993 ; 1(3) : 274-280

39) Morii, M. et al. : Biochem. Pharmacol., 1990 ; 39(4) : 661-667

40) ¥ L2424 © G 1 Research, 1993 1(5) : 497-500

41) PrEB e (0$) = ME © 20144F12H 26 H AR, B RS &R 2
2.6.2.2)

42) TERBEFEOOS) =y M 2007451 H26 H KGR, HI g e R ZE
2.6.2.6)

43) TERBF@ (%) = v ME © 20074-8 H 23 H KRR, ARG )

44) BHERE () =y ME 2007461 H 26 H KRR, HI R G R
2.6.2.2)

24. WEREERERUEVGDEE
AIR S S/ Sl e SR S
T532-0003 AWl K EH5 T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BHEMRGTRES
26.1 BUERRSETT

IRFRERISHT

ABrENIRERSTH2-30

DAl A230214





