20042 AT (1) 14
HAEER R DTS
B & BERE 872329
ERHEAR © 34F
RBES WRFEbf G
7O MY Ry FEEA #5mg | 30200AMX00318|  20204F6F
M EERERRY $£10mg | 22200AMX00804|  20104E11 A4

SAFSY—ILF UYL
FAT 5Y-IUNaiBz5mg"A-I\3,
INT FY-IUNaiEz10ms"A-I\F,

RABEPRAZOLE Na 1asLeTs TOHARA |

F) FR-EMEOLSZICLVEMRTLSIL

2. B (ROBEICFEEULBEVT L)

2.1 RRNOEGT T UBEBHRE D BHEIRE D &b 2 BEH

2.2 7HFFUELRRE, VLYY VIERBRIEZHRERD
BE110.1 3]

3. #8m - IR
3.1 #HERR

Wiz 4 FRTF =) Naif | IXTFZJ—) Naif
. € 5mg [A—n7F] | §E 10mg [F—NF]

1 & 1 g
BHRS |FRXTIIV=VF b I SGRTFI—)LF MY
72 (HRF) 5mg ~ 2 (HRF) 10mg

D-v>= b=, FABHI T L KEBET
U A, ERoFy oo — 2z, KE#
Errux>Fubiltiu—Rx, AF7Y Vg
T RYIA, eFuXu—Z, LT, BYE
WAl (L7 La—)L - 77 UILEE - A7) IVEEXF
VHBEEEK, X 27U LVEBaR)v—1LD, 57
YLURREEF MU L, RYVILR—1K 80, 7T
VBRI IFL, BIbFY . BHE= b,

vt oNay
3.2 HEIDMIK
,Eji:"_'z‘% 3/\\705 ‘/v—]l/ Naiﬁ ‘3/\\\7"5 j“)b Na iﬁﬁ
e $&5mg [4+—/1F] 10mg [F—/1F]
MR - B | HEEE - 7o VAT —T 1 V78 (BARE)
eS| i | FXm | EBmEm | HE
e = %) ®)| =
Jox X Ef% : 5.9mm Ef% : 6.9mm
E& :2.6mm JEx 1 3.6mm
Ha 69.5mg 130.0mg
EplIEZN SRTS5F—=NT SRTF10F =T

4. MEEXIFZNR

OBERB. TERES. MERES. EREREX.
Zollinger-Ellison fEIREf. FUSAMBEREERIE. €A
E7VACVUVESRICHIT2BEEEN T ZEBEEDE
FEHNH

OTERIEBIFBEIANUINTY— - £OY DFREDHE)
BEE. TTEESEE. 8 MALT U/, SRR
BAMEEDER,. RPHBRERICHT 2ARBIEEERS. NUO
NT9— - EOVUBRRER

5. FRENIFHRICEET R

GHREFLE)

51 KB OHREGENVBEBICLLDERZEHR TSI ENHLHDT,
BHETRVWCEZHERDS AKETHIE (EMALT U~
NI RHBEICNT 2 NRERGHREEICB T A O
NZE— - ¥n) OBREORMBIZER< ).

GEUS AEBRIEETE)

5.2 %5FE 2 E%EZEHRE LTHRZHER L. EROWEME
FAFRD 6N WIFEITIE. BERMNORERNEZ 5N
Bz OO B IBBENOEE BT T D L,

(BERE7 AU VERERBICBIFZBEBENIE T EBEED
ERIED

5.3 Ifite - EEOERIMH O -DITEHET A ik
ELTWwWaEEZHEMREL, HEFABICELTE. B
BEXI+ EGEEOBREZHEIT AL,

(NUIONTI— - EOY DRREOMED)

5.4 /THIE MALT Y 2 SBICH T 2N anNy v —-¥ay
REVBEOE NI L Tz,

5.5 BFM M/ IMUBA LRI L TR, A RS54 %%
ZIL, NYaNTy— - ¥l BRERESHEY) &S
NDEFNC D ABREREEITD T &,

5.6 RHABREICHWT 5 NHESEMAEREUMCIE. AN any
Z— - EnY REREICE S BEOFRENFICHT 26%
HEIFREZ LT Wz,

5.7 N anNsy— - ¥a Y BEERICHWAEICIE., AV
N7&— - Ca pPBEHchHs ERUORNREREICED
ANVIANTH— - Cu) BEERTHHI E2HERT D
Eo

6. FAENRURHE

(BEB. TiEBmEE. WEEES. Zollinger-Ellison fER
i )
B RACE I ARSI —LF FUmAE LT 1 E 10mg
%1 H 1 EEIRET 505 FRICED 11E 20mg % 1 A
1 BRORET 22 LN TE5B, 2B, BE. BEE. W
RS T 8 M T, + ZHEBEE T 6 i E ToOHRSE
£ %,

GERERER)

- VA
WREEERORBICB LT, B, RAIKIESRTSY
—J)FhYoLAELT1E10mg %1 H 1 EEORST S
A RIRICED 1\ 20mg =2 1 H 1 [BEOKEGT S &H
T&5, 2B, @%. SHEEEFTOHREELT S, £z, I
RV TA U EY =K BBETHEAT S HBE. 1
[\ 10mg X 1 [\ 20mg = 1 H 2 [\, & 512 8 AREOH
5452 ENTES, 72720, 1 20mgl H 2 B 5I13E
BEOMBEELHT HHEICR 2,
- MERRERE

3 - R ER DR TR AEEROMEREEICB LTI,
B RACEIATF T —LF FUmAE LT 1 E 10mg
181 EROKET 2, /2. Fa bRy F1reey
— KB BBETHRAT SRR EEEROMERIEEICS
WTIE, 1 10mg % 1 H 2 BEOKREGT 22 ENTE S,

GEUS AEBRIBEETE)
B RACE TSI —LF FUmAE LT 1 E 10mg
1081 EgO%59 %, 2B, BF. 4 AT coRE L
T 5,



(BEHE7 RV VRSBICHIIZBEEX T ZEEBEED
BEEHHD
BWE. RACIRIART SV —)LF v YA & LT [ES5mg
%1 H 1 ERO%E59 258 REAT505AEE 1 [ 10mg
Z1H 1 EROBE5922ENP/TE S,

(NUONTI— - EOVUDBREDHHEED)
BE. RAICRINTSYV—)LF by TLaELT]E
10mg. 7EF ¥V YR E LT 1B 750mg (FI1f)
‘U751 2uvA & LT 1[E200mg (F1fi) @ 3 #l
ZEKIC 1T H 20, 7 HEREO®RES T %,
"B, IV AUTA TG, RBEIJSCCHEEET 22
ENTED, 72720, 1 [ 400mg (Hffi) 1 H 2 EZ LR
E9 %,
TuryRy T ey — TEFT V) VKRS
FZY)AUYA YD 3FEREICLEZAYV ANy —-EaY)
DRERBEIARIIOE&1E. ChITRbBREE LT, &
H. BAICESRT SV —)LF Y74 & LT 1 [E 10mg.
TEFIVY KM E LT 1 [E] 750mg (Fffi) KU X b
u=%—)L& LT 18 250mg @ 3 FZFKIC 1 H 2 [E,
7 HERO®E59 %,

7. FERUHEICEETD 2R

(BER. TiEBmEE. WEEES. Zollinger-Ellison fER
iz )

7.1 WRAPE L LB E R OERME - BaEOBEIC 1 [ 20mg
1H1EEETHENTE S,

GERERER)

7.2 WIRAPE L LB E KR OERME - BIaEOBEIC 1 [ 20mg
Z1A1IEHRETAIENTES (B - HREZREVIET
W EEROMRIEE, Tu bRy T ey —ic
L DIBETHRAT I HHE IR ) o, Ta b ARy
TA ey —IC X BRBTHRAT I REBEICHL 11
10mg i 1 [@ 20mg % 1 H 2 [, & 5ic 8 AR5 T 5
HEid, WRERE CHMREEERPIBEL TV ARnI &
MR T A & B, KA1 20mg © 1 H 2 Bl#H5
. WHRBRECEEOMBEE2HRALBEICRS
(17.1.1 B1&],

8. EEREANIEE

GhEEdLE)

8.1 AN OFEGHICIE, MG HFEEEICER L. EHRIC
WA - MRAELZIREEITD CEAEE L,
(BBEEB. TZTEBER. UEHER. FUSAMBEREWER

EY

8.2 EHOMRZEERS 0 TRVO T, HFBEEICIEALZL
ZENEE LW,

GERMRERN DIERIEE)

8.3 ¥ - FMZRVEREITEZESL U bRy A ey —
ICK DB THRAT D REFITRH LTS 2 L& Ly AR,
MRBEEODBEDO LR WVEBEHITOIZLORVWEOEETS
&, ¥/, BEHIR, 70— VEBEHIRSO4EEE
OUWENFH SN, EFRESRIICD DR T 2551
BHREIZFE2ZEBT 52 &, B, MEEEDIER
HICHRERE L2 ERT 22 CBEL2H2ITH> 2 EHE
F LW,

GEU' B AEBRIEWTE)

8.4 MZICX VI, FBREOBHUIRERIBRVBELALN
5Z& (1EMBPY 2HDE) 2RO 2 /552
Lo BB, AROBEFEE. BEEEOBEEE X O
DOHELEREBICEDEREZBRT A5 LPHH50T. AK
BHREZFICIDINSOBEBTEWI L 2RI S &,

9. HENERZHEI 2EBICAAT IR

9.1 GHE - MERZEDH B EE

9.1.1 EYBRIEDEIEEDH DEE

9.3 ke ERE
JHREZ R CHEREORE N H 5o

9.5 WHiw
TR X ASHESR L C WL B RTREME O & 5 I IS I3IGE Lo B
W ERMEZ LR 2 LS N BBEICOREET ST
o BYER (v MO 400mg/kg. 7Y X EE
30mg/kg) THRHENE (5 v N TILEBE, 7Y FTHhE
DETF. ALBBE) pHEShTVD, /2. Tv MIT
NF5V—LF )L (25mg/kg/H) TEFYIY Y
AKf# (400mg/kg/HEL E) RUV7 IV z2u~vAf >
(50mg/kg/HELE) = 4 BEMABRE LT Mo
BEREOBELPEDOOSN TV,

9.6 =AM
BELOBERERUCBARBOEREEZEZE L. BALOM
B dhiE BRI T A L. BMER (S ) TR
BT A EMEE SN TV,

9.7 INR
INREENRE U7 BRREERIEER L Th s,

9.8 =S
HILBERZORIER Y S &5 b z5E 1 IMKET 54 OH
HIKEE5TAZ&, ARIEEEL LTHETRES NS P,
EE CRIFBESMETLTWAZ AL BIERATD
EbNAHTENDH 5,

HE{EMA
AHlORBICITAFRBBEEF v 70— 24 P450 2C19
(CYP2C19) %1 3A4 (CYP3A4) OBENZEH 5N T
%, [16.4 BHE]

F/o. KEOBEESWINFEITERIC X O . PRSI ORI %2
{EEESUIMHE T B & H 5,

10.

10.1 HAZZ HALZWLWI L)
R BRI - EAE | BT - BRRT

T FFEIRE T YT EILO/ER | ARE O B 85 i

W (LA T7y YY) | DPREEET2BFND (ERICKD . BHN pH

(2.2 2] H5 BERL. 7T S
YL DR MR
L. 7%+ ELD
MmHEENKTIT S
BENDPDH 5,

yLEey) VIER LY VIERIE AR OB W

B (Y25 h)
(2.2 2]

DIEAZ BT 5B
ENDH %,

fERIC X V. BW pH
HEFL. VLY
V) SRS D IR AS
EFRL. UL
> O IMFREPET
FTHZENDH B,

10.2 HAES HAICERISRIL)

HHI2E MARER - BB WF - ERET
vaxv v TR ZEA o I R | AN O B R 50 1 4T
AFNTIXT Y |BERTZIENH ERHICED. BN pH

%o »LEF U HFEA
DRIz EET %,
A bFaFV—)u HEER O MARE AH OB B3I
rFI74F=7 PETI 2B Th»|ERICKD . BW pH
H%o 7 ER LU, HFERA
DWRIR 2z 1 % B

INDH %,

KEEETLIZ=D
LT KB b~ o
T LEH D
[zl

ARA B 5 1 Hx
R AR AR Al
FRAIR S 1 KR AR
F P Mg
Hifg NEEAS T NE
N 8% 6%ETN L
EDWENDH S,

BRIITHTH .




E-S=IEaE BRRER - #EESE | B - ERET 0.1~5%Kii | 0. 1% SEFEANEA
AMNPLEFY—F [ AMMLFY— O BFIIAHATH S, ZDfth waLvArurdHrHEH. FEHOLELDX,
MHREN ERT % —)U - P RE E, R, FBAETE. BN
ZEWHBH, BHE i - BUN @ b |4, BERE. LB, &7 €=
0))( ]\ ]\ I/‘q;“]j-— ]\ 7E‘fl‘\ EE%\ [[[I. Z)“*LF'LX\ CK 0) TEIE\ 'f&vﬁ\\
25T 2581, f TSH#Em | k7 ESArFNIiti=N
;lﬁﬁ IZARHA 2%5 AL
5
J%?ég s N ) PR IIBLER R & T
B NYINTI— - EOU DBREDHED
ORI S 5bn T 55T, BRI ol S A
RORIEH SEHBHOT. BEETTIAT ag RE. BWE W
N -, fEL - Sy TEHUIE 2N iz BURR RN
L, E%’fi‘riubb SNIGEE IR EGZ T 54 EHE) 2 T ELTER RS, PR
WEZITH T & WA Y o SEREAD
1.1 EXZEEA U ONIREZ ., I/
M1 Yavg BEEARHE). 7FT1>5F— BEEAREH) A B ImERE
11.1.2 RMERREA (BERERE) . MEBRERE (BEREAEA). M) FFF B ALT.AST.y-GTP|Al-P, LDH 0 k57
AR (0. 195K, BIMEN (SEEERE) D LR
11.1.3 BIRERFR (BHEEAREH). FFHSREREZE (0.1~5%Km) . = TEBRER iz, ME LA
B (BHEAH) HIb#R T, ER(E, BRERE| 8. OWRK,
11.1.4 BREMRGR (0. 19%AKH) %‘%ﬁ‘ﬁﬁ%ﬁggﬁgﬁafﬁ‘
B 0. T | EOR oaga) s B MRS (ERR. BER. BARAR.
FE WAL, DPIRERE, BETORE (SRH) A5 %. EERHE. %B%
$%®E§%¢¢?é§§§k\maﬁﬁ$w%/ﬂ@ R e e
BESOMEY L NB LTS - &, - _
. Zoft PRSI ER | EE . BRI,
11.1.5 REEE (SEEARE) E0 L O, BUR
o M R SR RE ( Toxic Epidermal EER. BE LS.
Necrolysis:TEN ) . Bz /i # i AR i f& B ( Stevens- FRO LU, R
Johnson FEEEE) . ZTEABIE N H 5 DOND WD 5. B L& FRIEERE .
11.1.6 2UBBE GUETH), REHER GEERH) RULSEEE

BiREE (BUN, Z L7 F=%) IOERT AT &,
7 EF NUDLAIAE (BEERH)
.8 TERUEARIRIE (SHEAHA)
PR, B, CK B&E. mMHRCRF I+ 7oey
LAZRMET 2EBUGRBEPHS5DND I ENDH
2o
9 B\AOEE (BHEARE)
10 $EELIRRE (BHEEAREA)
AR, BEGTH., KRYEH, ORE. AL, #8
BREESHODONDLZEND S,
11.2 ZOftDEIERA
(BEB. T_ERHER. WEWER. TREREXR.
Zollinger-Ellison fE{&8%. FFUSAMBEREERIE. K
HE7AEU VESRKICBIT2BEBNE T 2ERER
DB FHNH)

1.1
1.1

1.1
1.1

0.1~5%KM | 0.1%KH SHEEAA
MK HIMEREA B | FR MR 47
MERKEDN, 47HE | HHERIEZ, ) >
K2, i |2 SERED
¥ ik AST. ALT .[BE VY L E »
Al-P . y-|OLFE
GTP. LDH ®
7
TEER S IR 57 #iE
LR fERL, TR B8 B, SR, 7 | EHL IR, B
W, W Y YNE, B MBS KIE R
. OW%  |7zh, 06, &|( collagenous
AR, BB |colitis .
lymphocytic
colitis)
WRER  |BE BHEV, 56D AR, B
=, IRR. MU
i1, 1E S
JR\ BIER
Adodoh, %k
EL

F) HRHEIBEEXITERESICBILITF
V=t RUT A TEF VD) VKK T A0
YA YD 3 FIFRE O AR T OREE &L CRER
RRAEEE D,

12. RIRSEERBRICRETHE

NUIONTI— - EOYUDBRE D)

12,1 AUONTI— - EOVUDREHELEDEFE
TIRTZYV=LVF NI LEDTa bR oele
T—=RT7EFTIVI K. 7T RavA T UEOR
EYMEROX b= — LORAFHRBEKTERZT
3. BC-IRABFFRREBEOHE DS BIEMEIC R 5 ATREEEN D 5
72, BC-REMZRERIC K 2REHEZITHHEIZ. &
NODHEAOBEKR TR 4BLBEORSTERT S &
MEFE L,

14. BALOZER

14.1 ZFIZMEBOER

14.1.1 PTP B¥DFEANI PTP > — + 2S5O K L TIRAY
HEOEETSHT L, PTP U — FORERICKD TS
R BB RARIA U I3 el 2 B C U THERRITRE
REOHEBLAIMWERZHHET L ENFDH 5.

14.1.2 FARNZBERTH O IRAICH 72> T BHAZZD., B
WzDETIZ, OALETEIERTHI &,

15. ZOMDEFR

15.1 BEARERICE D IER

15.1.1 AFOEHBEHICREOBRY —T2RD - L O
EH %,

15.1.2 BN B 2 EBOBEME T, Tu bR F1 e
= X BIHBICB W TEHERIEICAE D IREEETEHT.
FHMET. BHEEROY Z7BNARE SN TV 5,
BiC, SHERUOEBRK (1 #£ME) olE2Z I8
HET. BIFOU R ML 7z,

15.1.3 WM BT 2 FICABRBEZ MR E LI2EROBIEH
®T, TO MRy TA ey —2BEL-BEICE



WTZORAM) DT LT 1T 1 VIS K 2 BBERO
YR ZHEMPRE SN TV,

15.2 FEERREHBR ICE D <I1BHR

15.2.1 5 v b 5Smg/kg Dl E#% 2 FEREOR G Uiz Bkl
IZBWT, HETBIZHLVF ) A ROFKEDNHALNT-ED
WEDDH B,

15.2.2 #ER (T v MEOKE 25mg/kg Dl &) CHIRRE
BRUMAFY A 0t oEir#fisshTtndoT,
HRIC® 7z > TXHIRIRERRIOER T 5,

15.2.3 S v MHEETH DIV TS5V =)L (50mg/kg/H).
FEFT LU VKM (500mg/kg/H) KUY A
u~vA ¥y (160mg/kg/H) z=HRAKE LT,
BB ToOBEEOHEKE & ICHRROREMH DR
PROLNT VD,

16. EYEHRE

16.1 MHRE

16.1.1 SRTFSY—ILF bUD LBEIES
RSB FIC 20mg 2 iR T XIIRRIEOHRSG LR
DOWEREBICEE LI EMEIE/ ST A — 5 OPHEZFRIC
g, [16.2.1 ]

BERHRE O MIEHIEMBLIF X -5

BFRBEABTFICHB TS 3 AINARERSROMEH 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

Cmax tmax AUC

£z

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

(‘F9E+S.D., n=12)

F7o. BERASTIC 5mg. 10mg. 20mg A N TKE
BE LIk (855 HE) OFEMEHEIT A —FEL RO &
BOTHBY,
BEFREABFICB T 5 EREE (5mg. 10mg. 20mg) D ii#EH
SRT G —=)LF b T LDEYFHEE/NT X —%

Cmax tmax AUC (o1 tiz2
= T
BER \ZRE| g/mL)| (o) | (ng-ho/ml) | ()
EM* | 14656 |, 8;2 5| 236£97 |1.8+0.9
5mg 25
PM* 25255 || 272 )| 585137 |4.2£0.5
EM* | 38383 |, 8;? o) 539£200 |1.5%0.4
10mg '2 8'
PM* | 500£64 |, 07 )| 1230£200 |3.8+0.3
EM* 654348 ‘S‘;g o) 994477 |2.3+1.4
20mg '3 3'
PM* 822232 (3 02 ()| 2331£663 |3.7%0.3

(PHME£S.D., tmax I&FRE (Min-Max) ,EM n=16,PM n=8)

XIFRHEERF N 70 —L4 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 BIHEERS
BERABTIZTNT SV —)LF 74 20mgh), 7EF
TV KM 750mg (Afi) . RO S Auv A Ty
400mg (Fiffi) % 1 H 2 [ 7 HRE (Bt 12 [) KERO#
BLIBOITRT TV —)F )T LOEYEE/ ST X —
FEUTROEBYTH B,

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

TIHEHEBHIELL TV 5 Z & H 5. MAIOEM I E ST

PR SN ZY,

BRGNS X — %

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)
K5 IERE

MEEFRENENC AUC, Cmax FD/VT5 X —4 13, #HERE
DOFEIR, MR OFRAUEIE - R FE ORI L > THRE 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

(BB, tEBEs. Us

17.1.

% & & B IR B &2 A

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
FIAE, 3A4 (CYP3A4) HBET 2 ALK AMERIBICED
AR LTz 2L AEDERD 5 izl 92 0, [10. SHE]
Bttt
fEFR AR TIC 20mg ZREORE U254, %54 24 B E
TIRFPIZTRT TV = )LF MU LOREFIEHH S h
T REDTHE2HINAVBAERTZOT VT 0 v Biask)s
BEEBOK 29~40%. X )ILH 7Y —VEEHEED 13~19%
et sz 5
FEYMEEER
HE (A x5V =) THR#EBEREF b7 a— 2L P450
2C19 (CYP2C19) ~oR#HEEIC I VHEEA RO S5
TWBIT7ENRL, TLT77Y Y (R-TLT 7Y Y) L
TIRT TV =)F U T LIZINS DR DI FEREICE
BEEZ W EPRESN TS, 2. F@E (50V 75
V=)L) THR#HEEHEF F 7 a—2L4 P450 1A2 (CYP1A2)
OFBICLVHEERPROLNTVATE T 1 U IR L
THEIRTSY =)L F MY T LRMPEEICHEZEZ W
ZEHESIN TS T
ZDfth
FRTF TV —)L Na e Smg [F—NTF]| &, IXRTFY—
JUNa 3§ 10mg [ =T | 2EERF E Lz & &, Bz
FAHELL . EMERICEE AR SN2,

RoonTnadl, [16.1.1 &

BRPRAE

BWMRURLEICE T 55
BRES. WRERER)
1 —MRERREER N O S SR B ER
BEE. T TIEBEE. MR RER RO EEES 2 R
121 H 1E 10mg Xi& 20mg %% 5 U 7o — % i R el B %
“EHEMLEGER (RS 6~8 M) DORMEIETIE
DEBVTHBI,

*HgERE R s
BiEE 94.0% (189 /201 1)
+ZHBEE 99.4% (159 /160 #1)
R il 2% 90.9% (50 fil/55 fl)
MEHEE 83.3% (10 fi1/12 )
Fo. Ho SEEFARIIEORTRIESNAZ ST |

1 [ 10mg % 24 BEE#ES U EREE (ZEERIEER
BR) 1B A NHSNIEEHRRIX 78.6% (33 f1/42 ) T
Ho7219,

EEHENOCHBO O bRy A Ve By —IBEICHK
PR ORI REREBEZNRE LS 8 BBONK

FRBEICLAIBRRIITROEBY TH 7200, [7.2 &
i1
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 B,

FEFHRROBEML 2
L 10me | 1B 10me | = (g5 o0 = gmpe g
1H1E | 1H2M D
44.8% 73.9%
85 52 # %O 29.1 (18.9,39.3)
% (73/163 (119/161 ;
FEEFHR ) ) p<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=,

EIfEAIZ. 10mg H5D 102 4 12 1 (11.8%) IC&2
SNtz EaBWERIE. 3] (2.9%) KONEERE G 2
Bl (2.0%) TH-7z2 %)

(BRE7 AU VESBHICSIT3BEE T ZEREEDBR

1

17.1.3 _EEREEGER

EHE7 A1) > (1 H8lmg Xid 100mg) OEHHKS %
WMEE L P OBEEX I+ —HEHESoRFEEET 5
FHENRE L ZEHEM BGOSR, Kaplan-Meier %
I K DHERE L7z $e 5 24 5% 0 BIEE I3+ 2485385
DREHARITROEBY TH o7,

BIfEFAE. ST SV —)LF bUwL 10mg 58T 157
Blsp 14 61 (8.9%). 5Smg HEHET 156 Fildh 7 F (4.5%)
RSNz, EABIERIZ 10mg 58 T MR IEE

&2 (1.3%). Smg BEBTFR 30 (1.9%), FrHkE
EH 201 (1.3%) THo:0- )
1 H1[E5mg llE(l)nll = S EEC)
1508 | (o1 (151 1)
AR 451 2.6 32
el | 2.8% 1.4% 21.7%
(oo iasapg) | (1-04 7.17)| (0.35,5.51) | (15.84, 29.27)
RS L o 0.05 i
ooz | (0-040.31) ] (0.01,0.23)
PiE> P<0.001 | P<0.001 -

a) Kaplan-Meier #£12 &K 2 #E7E. b) Log-rank ##7E.
77V /> (11850mgl H 3 [E)

c) XHHRIE

Kaplan-Meier #12 & % Bi#

B+ iR E O REE



(%)

100 o
90 -

.
80
70
60
50
40
30
20

TEEEE

At Risk
1H 1 5mg 150
1 H 11A[10mg 151
i 151

51T, BB 24 L. SRTTV—)LVF MU T LERRK
52 BEMEHRE L-Ga (REtCTRA 76 BEKRS).
Kaplan-Meier 512 & U #EE L7 BB X 3+ 18585
DORBEEFERIL, 1 H1E5mg T3.7% (95%F X
f:1.53,8.64). 1 H 1 [ 10mg T 2.2% (95% 5 #E X
[1:0.72,6.75) THo7z. %8B, #5 24 BDFE, HHIEEHE
FRTFY—=)F )AL 1 HILESmg Xik1HIL M

B G-Bnt 2 & O (

150
151
151

)

139
142
114

10mg IZYI 0 &2 T Bk 52 Bk S L%,

(BEBXE+TTHERERICBIFTBZANUINTI—-EOYUDRED

fHB
17.1.4 EANERPRHER

ANJ)anyy—-¥al) B0 BB+ EEEEOR
BEWNRE LLENOBKRRE (ST —LF MUY
Ly TEFVV) VKHMR O Z5) Auvw4A4 D 1 H
20H 7 HERO®S) KB 2RERIEITEOEBYTH

%o

BIfERE, SRF SV —)LF bY DL 10mg, TEFT Y
VKR 750mg (M), 75V Aa~A 2> 200mg (/7
fili) #5c& 0. 129 filH 40 Bl (31.0%) |
ZEIERIETRR 16 61 (12.4%). #&{E 13 %] (10.1%) T
Hotze Eon IRTFY—LF MY 7L 10mg. 7EFY
2 VKA 750mg (Ffii). 75 A< A 22 400mg
(i) #5IC& D 123 FiIH 55 Bl (44.7%) ICEIWERA
RBooN, EaBIERIETH 26 B (21.1%). #IE 13 4]
(10.6%). BRERE 1361 (10.6%). K& 7 6 (5.7%)
TdH o729 30)

IR

von, E

w5 PREGH
#H O 1 2 —15
B HEA EIE SN 1% s —i-;ﬁg% 2t
FRFF =)L b
UL 10mg 85.7%
s 87.7% 83.3%
TEFT T VKM (102
% 750mg (1) 2 [b/H (57{%/65 (45{%/54 #1/119
75)2AavA4 Ty 1)
200mg (771
FAA VA ES
UL 10mg 89.0%
s 89.7% 87.8%
TEFT T VKM (97
% 750mg (1) 2 [bl/H (61{%/68 (36{%/41 #1109
75y AavA4 Ty 1)

400mg (F71fi)

7B N TIThbhAY ansy— - ¥a ) BEkos - +
THEBREES IO T ABREOBKREE ) ICBVL TS, FE

EORMEIES TS,

E3) SEHOBRER, ROBRSHBMETROLEBVTH
0. BNOERRHERCHRE IR L S,
SRFSYV—=VF rYDLELT ] [E20mg, 7EF
T3 KM E LT 1 | 1000mg (Fififi) ZO7 Z
J2a~vA e LT 1E500mg (i) @ 3#H%

1 H2[E, 7 HEZEO®RE

/2, bRV TA oY — (S TFSI—)),
TEFVVYKNMKEO TS 2av4 >0 3HES
IZ&BAYINTZ—- 0V ORBEBRBENI RN TH > 72
AN aAnNyy—-¥a) BEoBEEXIE+ EmEEOR
BEEMRE LEERNOWKE (SXTFY—LF YT 4,
TEFIIVY VAKHMKRORX ba=FYy =)L 1 H2[E7
HRERO®E) 0BT 2BRERIE 82% (49 #i/60 ) L3k
HINTVBEY,

18. EXNEIE
18.1 {EFERE
FRT 5V =)UF b U7 LIEEE S AT O BRI FE IR T IR A
(A7 o7 IRE) 2k, FabrRr7 (HY K-
ATPase) @ SH E %54 L TEEREEEZEE L. BWEI
Hld 2. SHICHESNBREEOEEICIE. EIT/EREMAL
PEDEYOHEED VXTI VY FF I K BIERADIER
PEELTWRbDEEXOND, ZTOM. TVLYFF Ik
> TEREELPEET 2Rk bS53 39,
18.2 BEESHIHIER
18.2.1 BERABFICBI B A A MY VHEERSICHL, 1 H 1
[\ 10mg #5. 1 H 1 [\ 20mg 5 TEHICREHH» S
EWHAMEERZRL, #5 1 HERO 7 HEOBSWE
OWEAPRIZ T H 1[E 10mg H5T 72~76%. 90~96%.
1 H 1 [8 20mg 5T 88~89%. 99% T %3): 30,
18.2.2 " FHHEBBRERIIBIAY TFIULTIA T ) v T
AMP HIBIC & 2 BEED W 2 MEI S 239 (in vitro) .
18.2.3 BB ASIBEEBRIIBUIAIL AT IV RUFHARN)
FREE RS MW, LT v MBI 2 EBEBRSWROE A
5 3 VR BRI U 2 I ER 2 7R 9739, 3D, 39,
A XBHBVIET v MBI B BIHIERORIE I, il
o7 bRy THERNICHE LEL MR HTA Y 2ok
ﬁﬁi/}\@“w\ 39)O
18.3 BM pH tE/ER
ERRABFICBI2BEN pHICH L, 1 H 1[E5mg #5.
1 H1[E 10mg#5. 1 H1[E 20mg #5TEbIcFHL b
FERZR L. #5 5 HEH® 24 KsfEH I pH4 DL 2R 9
Mo#E &z 1 B 1 E5mg #5090 EM*T 46%. PM*T 63%.
1 H 1@ 10mg #%5® EM*T 58%. PM*T 72%. 1 H 1
20mg %50 EM*T 61%. PM*T 76%T® %%,

KIFREEEEF b 7 0 —L4 P450 2C19 (CYP2C19) #FIHA!
. TEEZTFHIDFEINS,
EM ( extensive metabolizer ) :CYP2C19 * 1/ *1 .
CYP2C19*1/*2 Xi& CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*
2/*%3 X1Z CYP2C19*3/*3

18.4 H*. K*-ATPase BHE{EA
Ty BRE LD FHB Lz HY. KT-ATPase I/t L. #RWHE
EF %R ) (in vitro) .

18.5 HuEBIEH
Fv FERW-SEEREBEDH 2 WIXERBEEREE (5
HWARMLA, KEWHER b LA, WP AT 730,
-T% ) —VROTAEY ) L. BOTUEEEHS 5
WIEBHERESE R Z R 9. 9,

18.6 {EFERE

NUIONTI— - EOUBREDHED
TEFVV)UKNMRY 7 I) A0, U TEFTIY
VKR O A b=V —LED 3FFRBEICBI ST
NPTV =NF MY LOBRENIEN pH # LR S22 &
WKED TEFTVY KPR Y FY AT A ¥ 2 OFH
EEZEOBIEICHBHEEILNED D),



18.7 BREZIR

(NUONTI— - EOVUREDMED)
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. B2 CET 2EEENAR

—f : TRTFJ—)F ~U L (Rabeprazole Sodium)

{b2:45 : Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylJmethyl}sulfinyl)-1 /-
benzimidazolide

3 ¢ Ci1sH20N3NaOsS

TR :381.42

% R ABEIEE~BEAGOHRTH .
AREIIKICED TEFP T T —)L(99.5) 12T
I,
A 0.01mol/L ZKEg{k S bV 7 ABMRICIE T %,
AEIEETH 5.
AREDIKIETE (1= 20) I3 R 2 RS 2\,
ARIERZENITOONS,

O_CH3

HsC, o)

Na

N /_gj; R OBHR B
©[N/>_ S\\o N

20. BURWLEDER
20.1 PTP @37 L I RFEER. N7 DR IEHRE. BR2E T
THREFET ST &

22. B
(SRTFSY'—)U Na &8 5Smg [F—/N\3])
(PTP) 100 %% (10 88X 10x 1 48, EIHEFIAD)
(GRFSY—)U NaigE 10mg [F—/\3])
(PTP) 100 %% (10 88X 10x 1 48, EIHEFIAD)
500 $& (10 $EX10X5 48, EBHIAD)
(FSAF v ZRRML:NT) 1005 (EEFIAD)
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