&) VIATRIS

s % 20264E7 HEZET (5550
* 202548 HELaT (554M0)

Bk SR
HRhHAE - 34

BAEEERPIEES
7Ok >R TREE] 872329
INTTI=IVF M) LR
SR TS5V —JVNagEebmglVTRS]
SR TS —I)VNagE10mglVTRS
RABEPRAZOLE Na Tablets
ARES 30200:?/15(00255 2230011-\Oli/1n§00930
R 56 B 48 202046 H 20114£12H

2. B (ROBEICBEELEWVWI L)
2.1 RHOBIR LBBHRE DAL ED & % B
2.2 ) VERY VERIEEHG oL [10.12H]

3. #ERE - MR
3.1 #mk
IR5E 44 N7 5= VNafitbmg [VTRS| | X7 5 — )V NafE10mg[ VTRS
&k 5 e B 7X77v=nF | gk HR 7X77V—vF
U724 5.0mg FU 74 10.0mg

D-vr=bt—, BALZZ AT YA, it va—A, e Faxy
TOENLEVO—A, ANAT—=AA )N A, KEEEL Foxy
TaELkra—A, AFTY VEER AT T A, TFLELO— A,
LTO AT = A7 Z)IEEZ ATV, 7))k VRiEET ATV, B
F& . HEETRLER. v ooy

wom #

3.2 RAIDOMERK

% 2 0]
W il i %
i T i IR
SRTT I = Rl
Nagsmg [VIRS! [ g7 = Rz5 | g7
[ERE [IE8 i a—5 4 v Tk
5.7mm 2.7Tmm 67mg
FNRT G =) @ Q @ f}#ﬁ
Na$10melVTRS RZ10- | Wiz 4 bon
AL Es L d—F 1 T
6.7mm 3.9mm 132mg

*4, RBERIIFHR

OFEE. THEBEE. WaMEE. YWRERER. Zollinger-
EllisonfEf&#. VS5 AMBREYERE. ERAE7IAEY V&
SRS BT 5 BEBEXIE T2 EEEE QTR

OFRICHTFBEAYANT 42— - EOYDKREDHE)
BiEE. TEEEE. BMALTY > /N8, R/ MR IE.
BHERICHT 2NERNAERE. NVINI 44— - EOVR
RER

5. WEERIIHHRICEET 2FE

(GhaEEIE)

5.1 RHN O AR L D RERE BT 5 2 LD L 0T, BT
HWI EERHERDD 2S5 +THZE (EMALTY v 3@, BIHE
FECRT A NEBEEREE ICB T AN any vy — - Yoy ok
WORB % H< ),

GEU 5 AMB BEWTRIE)

5.2 ¥e5-Rth2A kR E B s L CRREZ MR L. RO U E AR
B HNR WA, B DS O R AE 2 55 2oy
IHFENOEE R T 52 &,

(BERE7ZE V5B H T 2 BiEE I+ =1RE a5 0B RIH)

5.3 lifg - SER ORI O/ IRHE T A ¥ v 2 fkF S L <
WHBEREGARE L. HERHICE L it Bl Ui+
BB DR AT A2 &0

(ANYanyg— . 0l oOREOFHE)

5.4 HATHIHEMALTY » SEICR T 20 anNsy & — - Eo) KRR
EIROHNEIHET L T,

#5.5 SENMEILIMGRAEICR LTld, A4 Fo4 v &%l L, N
INT F— - 0 BRRIGEEASEY) &I S S EFIZ O R
BEaITH) T Lo

5.6 FHHEEIIT 2 NEEGEREE DAMIE, AN)ansy— - ¢
0 BRETAIEI & 2 BIEO SRR 3 2 BRI L Tk,

57 AN any g — - ¥o) EEFGRICHVIERICIE, AN any
F— - ¥a Rt TH L E RUPHEEREICI DAY any
y—  CO)EREERTHL I EEFERT L L,

6. AERUVHE

(BiBE. T=EBEE. WALREE. Zollinger-EllisonfEZE)
WE. BANCIETRNT T =) )AL LClE10mgx 1 H1A
G- 295, JHIRIC & ) 1E120mg% 1 H LR %53 5 2 LA
T&2%, B, W, Bl WadmEcdsamEc, 2k
Wil Cli6EM F CoFxb LT 5,

ERERER)
R

WFEEEROBRRICBW L, #HE. AIETINT TS =)
FhY AL LTlEN0megx 1 H 1R CHRS-3 525, wikic &0
1E20mgZ 1 B 1A %552 2 £ TE b, B, W, 8
MEcokGeds, I/, Far Ry 71y —i12ks
EETHIERN T2 %4, 1A10mg X iE1R20megx 1 2, &5
WCSHEMRE %G5 2N TE D, 72721, 11H120mgl H 20a$%
GUIEEOREGEE2 AT 55612 R5,

- HERERR L

TS - FR A A 0 AR G B E R OMEFRFRE IS B VT, #H
BAIZIE T NT 5 —)vF b )4k LCLal10mg# 1 H Ll
545, $/20 TRV TA U EY =L BIEETHR
ANT53 e W B R OMEFRRIEIC B CiE, 1E10mg#% 1 H 200
BOHEG$TLZEDTE D,

GEV 5 AME BEWTIE)

. RAIZIETRT T —)vF Yy A s LCLE10mg% 1H 1A
RIS 5, 2B, #@E, 4HEFE o5 L35,

(ERE7 AEV U5 S (T 2 BB I+ =RBEEOBEHIF)
WHE. AR TINT T =V F) Ak LClESmgx1H1AE
RIS 225, RA T 50861310 10meg% 1 H R %S9
HIEWTE D,

(ANYanyzZ— -0l OBREOHED)

. RAIZIEIRT T —)vF by AL L TLE10mg. 7EF
) vKRIM E LCLE750mg (Sfii) RUS7 5 Auw A vv
& L C1mI200mg (JIMM) O3%] % [AEEZ1H 2007 0 FFR3%5-3 %,
B, 77N AaNYA T F, LEIDSUTHENET L2 LT
&5, 72721, 1101400mg (Juffi) 1H2[ % ERE$ 5,
TUNSRITA Y CEY =, TEXFT D) VKHIB 7 59 A
O~ A2 yO3FFEGICL DAY anNy 5 — - ) OBRBIGEED
A OB AL, TIUb B EFRE LT, #@E, BAIIET T
I —=NF b)Yy AL LTCLELOmg, 7EF TV Yk E LT
1E1750mg (FIfifi) FeOSA =% —)b & L C1E250mg D37 %
FEFIZ1H 2, 7H MR35 2,




7. BEAERUVRAEICEEY 3 FE

(BiBE. +=HEBEE. WALREE. Zollinger-EllisonfE&EE)

7.1 JIRDE L WA R O - BAME 0S4 1211120mg % 1H 1A
B’H5$HIENTE D,

(FREBER)

7.2 JIRDE L WA R O - BATEO %4 121M120mg % 1 H 1[0
B35 EDTED (5 - FME D R i Al R OHERS
B, Ta bR T A e Y — LK BEBECTHEAT S A
BB )e T2, TR UEYTA LYY —I2 X BIEHETHER
43 7 BB IR L1IA10mg X 13110 20mg % 1 H 2], & & |2 858 [ 4%
54413, WHEERE CHEREEERNIGRL Chiknl &%
RS HT L, B, AHIE20mgn1 02513, W T
HEORBUGEL TR L 2 HEICR A, [17.1.128]

8. ERLEXER

(zhEe3tE)

8.1 AFIOFG- I, MR RRRRICER L B 12 i 0y
AT - MUBAEALARRAE 21T 2 D E Ly

#48.2 AFOEMIZGIZ X VKR~ 7 AT LMFEN S oD Z LD

HDOT, K ZERG5 280E, Eecimf~ 7 & v AR
FRETHZ L, [11.1.112M1]

(BigE. T=HB&aE. UALEE. U5 AMEREYRIE)

8.3 B OMHREAT5THVOT, MFHEIIIHVW AW &8
ZF L,

(R RE R OMIFEE)

8.4 FIE - FIRZMBTHEERL T MRy TA vy =124 5D
ERCHIRA TG 2 BB LAT) 2k & Ly KR, HFRLEOL
BLORVEFITI ZLORWEIHET L &, T AFHIE,
TV 3 — VARRURIBREE O A i M O U s A S AL, S FIREE D R
b7z DT A A IR TR EZEE T A2 & B,
Frgk e A IS ARSI 2 G 5 7 K R AT 2
EISEFE Ly

GEU 5 AME BEWRAE)

8.5 MIIZ L D iy, REES O ERDH Y B L ABN L Z &
(LB H72 0 2HU L) 2RO ) 25T H &, 2B, KHO
B GAYERE AENESE OEMIE [ O oW ALERB I X A IER %
BEHT 2 2 & B2 DT, WHBREFIZL) NSO 0EETRY
CERMERT AL,

9. RENERZHEI2BREICET 2EE

9.1 &HHE - BEFESEDH 2 8E

9.1.1 EYBEBEDCREEDH 3 B

9.3 fFgEEERE
JIHZE 838 T EINE OS5 5 o

9.5 iTw
TEIR IR L T B AT REVED & 2 kL iEH OB IS0 e
PE% BRS LHIBF SN B EIZDOAKGTEH L, BIMER (5
b #11400mg/kg. 7 W Fii30mg/kg) TREHEM (9 v Tk
FIRIE, 7Y FCHREOMT, fLFRE) PHEIN WD, 72,
Ty MIINTFTS—)F b a (25mg/kg/H). TEF T ¥
) VAR (400mg/kg/HLLLE) KOY7 ) Auv A Yy (50mg/
kg/A UL L) #4EMPEHZEG L2RBC, METRBIREDEL)
ROLNTWD,

9.6 &I
G L OF MR OBAREOF ML ZE L, ZA O LT
W2 Ed s, BFEE (59 8) THHT~BITTLZ &8
WHIN TV D,

9.7 IRE
NREE R E LBRABIIER L T,
9.8 EiE

HALEHEIRFEORIEH A3 & b N 7B S REE S 5 2 SEE IS
T5Z Lo AFNIEEL LUFRTRHI SN2, milnd TIaFiae
PERTLTWDEZENEL, BRI D 5D d 2 Ehd b,

10. tHEEHA

KA OB BEESEF b 7 0 — 4P450 2C19 (CYP2C19)
K UBA4 (CYP3A4) OBEGHRDENTW5, [16.45H]

F 7o RHNOBESWIIHIERIZ X 0 o PRFESER] O % e 31
WS EDH 5B,
10.1 BEAZE BALAEWI &)

ESIP BERAEAR - $518 7 i B - ERET
DVEE Y CHERE UV Y SRR R | AH 0 E 8 S SR 12 X
W (P25 | BT528F0W0H5, D, HApHA EHL, VLK
[2.25%] YY) R OIS T L.
VIVE ) Y DI
TLIENDH D,

10.2 BEREE (BHRISEET 32 &)
E SR FRPRIEIR - $E 18 ik T - bR T

D= S ATFIEH OMAUEFED LS55 | ARK 0 8§ 5 IHE IS X
AFNT TRV | Db, D, HAWpHA LA L. T3
FIOWIL A AEAET % o

A bFary— | HFEHOMAREAKT T 25 | AH O H RS IHERC LD
FIAF=T BENWD DD HApHA® B3t Lo AT O
AT 2BENHH 5,

RBALT v 2 =7 | RANHAE G 12 BIRA R R | BF 3R Cd 2.
L KERAL | IR R A e 1 R £ T
T AT AEEO | TEI MR AR T A
il ZTNENG%. 6% T LD
WD o

AR PLEF—F | X LERY— b OMARES
LAFs L H 5, BHED
AR RLEY— P EEGT DY
Bl R ARA OB A
b2 L2 EETHI L,

1. BMER

ROBWERD S S5 bbb LDdbOT, BELToicirv, &
WRRDO LN A3 G 2 Ik 2 % S R LEETTH 2 &,
1.1 EXLEIER
M1 2avy BERWE), 7F7147%— BERH)
11.1.2 AMEKKS CHEAT) . MEBRIRAE CFEARN)., MR
2 (0. 19%A0) . BIEEm (EEAH)
11.1.3 BIGERT 2 GBI R ) FFARBEREE (0.1~5% ) B (B ASHA)
11.1.4 BEEMRMZ% (0.1%Ki)

FEE Wk, ERREE, T oRE (5555 S0R0 LA
12iE, R A XEOMAE T I L. AR OG- %2 Fikd 5
LI, FIBREARIVE CRORGEOHY ZAETITH) 2 L,
11.1.5 BREBEE (HEAH)

hE R e E#AE (Toxic Epidermal Necrolysis:TEN). g
FEERSEMERE (Stevens—JohnsonfiEMERE) . LA EDNH S b b
ZENBH D,
11.1.6 2aMBEE FEAT), MEMBER HEAH)
EHERERAE (BUN, 2 L7 F =% IEETLHI L,
11.1.7 {&F MU LMGE CHEAR)
11.1.8 HERUBBARE HEAH)

AR, B, CKES. MR ORI 4 708y A%
& BIKRRIED S &b DH 2 LD D,
11.1.9 $RAHEE HERH)
11.1.10 $AELIRRE CHHEEAHH)

FAE, RETE, KM, SE. AR, B WBEEND S
OB ENH D,

11111 BT XD LM BHEEAR)

AR OEIHEGIZE D, QTEE, &, LSz K~/ 4
Y AMIED S LD T EN DD, Tz KX 72T AMFEIC
R L7248 v oo A RE, K ) 7 A MUESS O B E S 2 1
BENH B TN DEMEIENEDNDIERD S 5 b6
Wik, M= 74 2y AREOWEZ ATV, RERD b eya
. YT AT T A OWMFEEOMY) 2 LE R T T Lo [8.28/H]



1.2 ZOfOEHER

(BEE. T2HBES. WEMES. WREREX. Zollinger-
ElisonfEf&#. FUS5AMBREYERE. BERAE7IAEY U RE
BB (T 2 BIEEN I+ REEB OB R

y-GTP, LDH® L7

0.1~5%Ai 0.1%Aiil BEEA
B BEUE s, A HIRE
Jiikii3 FLMERRA FMESEI, | ARinEkisd . i hEkiy
IFRRERIN S, i % ) v osEREAD
JFF i AST. ALT. Al-P, HEVIVE D k5

e JiiAE

LES

HALE N N 2N
LN RISPR

JERE . R, v Y SRE
Hbah, g, fZhk

WgE, W,
[LETEPNES

IR e

(collagenous colitis.
lymphocytic colitis)

A, HE

BFEV, HHDOE| R
A TR LSRR
BT, Dodoh,
EET
ALV ATE—= - | S AE . RIE, R,
BERh - BUND RS, & | 5884 BB, L O,

HitieR | B

Hobt oo &, B
i, A, w7

k3K Tofl

FFR. R TSHES N CKD L5 E= 7 ME, Ak
L=
) FEBUHE IREIGEERAE LY At
(ANJanyg— - EQYUOREOREE)
0.1~5%3#ifi 0. 1%

ST . HRG TP

iR A M B A [SE1E53: - E AN SRS T AN I3 4
WAL ) L SERIES . MG
A I EksE

iigicd ALT. AST. y-GTP® L& Al-P, LDH® L&

TEER S B, MU -5

HALE T B BRI IR | B DA R DR R
AR, WEA FERL, mE. H | AR, EEURIR. Bisk

HRANRIE L S e
kiR | B HEWV

Z oAl FPERRI O 1A PRI (S8 75 0 L UM Bk,
RER BRE LS FROLUTUE,
PREED b5, FRAESVE . EhEHih

V) BRI I U I B A IR T IV P YA, TEF LY
D UAKRIR D 50 ATTA Y Y OIFE T ORI E C OB R RN
mitr E b,

12. BRARBRERRICRITTHE
(ANYany a— - Q) OREORHE)
121 AYaNny 44— - EO0UORKREHELDEE

FGNRTFG =)V F M) T LEOTO N YR TA L EY =R T E

XUV UK, 7)) A0~ A Y Y EQHERER A b=

F = VORI GE T % Tk, PCIRRIFARBOHE D

PBREVEC 72 BTTREVED D 5 7260, BC-IRFMAGRERIC & 2 B H 2

AT AR IS OFHIOPLGH T R4 LI O TR

HZENET L,

14. BRALDIE

141 ERZFEOEE

14.1.1 PTPAEOEHIIPTPY — M LW L TIRITT 5 X 548
B2k, PTPY — M ORREKIZ X 1) o BB 5B A £ G s~
AL, FICEZELA B I L CHERIIESOEE 2 G IHEX IF5ET %
ZEDVD D,

14.1.2 KHENEBESETH D IRAICH 2o Tk, BEAZZD . T
NEFIZ, ODALETEIFEETL L.

15. ZOMOEE

15.1 ERER{ER ICE D 153

15.1.1 AFORYFEGPICEEOE R — T 423807 L Ot hd b,

15.1.2 MBI A EBOBIEMET. 7 by Ry A ey —
2 & BIRRIC B CEALERE 20 ) BeBAETE 3T, FRAETEIT. Bk
FIRD) 27 BINPHRE S Twbe iz, mAERCEHR (1
HEUL) ORFEEZITEET B0 A7 L 72,

15.1.3 WAMI BT 2 FICABEEE 2R & L2 OB T,
TurrRYTA ey =% HG5 LBFEIIBYTI/uA M) Y
T LT AT A DIVICE B BEEGD ) A7 EINSHE SN w5,

15.2 FEERARERER(ICE D ([

15.2.1 7 v M I|Z5mg/kghl b & 24F MR 045 5 L 72 @ sl BRIC B
T, METHEIZHNVT 2 A FOFEDRASLNTEDREDND 5,

15.2.2 B ER (7 v MEOHK525mg/kghl 1) THURBRE S K O
M A B2 Y OWINMARE SN T LD T, HHIZHZ> T
FURBR AR IS EE T 50

15.2.3 v MIHEETH LTV 5V =)V (50mg/kg/H). 7E
X2 YAKEIW (500mg/kg/H) KUY 5 A< A ¥ v (160mg/
kg/H) %PEH$ES L7 BRC, BB coBEOMMmE & LIk
WOFEHIH OB FRD T 5,

16. EMBNRE

16.1 MehigkE

16.1.1 BE - RIE®RS
FERER A T1220mg % Al AT S BRI S: L 72 mIc s L
ToHEMENEE N T A — & O E RITRTY, [16.2.15H]

AR RFIRE OB L ST A — 5

Cmax tmax AUC
1 S p
el (ng/mL) (hr) (ng + hr/mL)
LiONE 437+237 3.6+0.9 937+617
o 453+138 5.3+1.4 901 +544

(Mean=S.D., n=12)
F 72, A 7125mg. 10mg. 20mg# M~ TRERS- L2 (%55
HE) OEWEPRE/ ST A —F IZUTDEBY) TH DY,
TR T2 B 5 A% 5 (5mg. 10mg. 20mg) DI s X735 —
W DY KDY TYRE/ ST A — ¥

Conax Tmax AUC oo tiz
% - FBIA
"R 3 (ng/mL) (hr) (ng - hr/mL) (hr)
s EM* 146 =56 3.0 (2.0-4.5) 236=97 1.8+0.9
mg )
PM* 252+55 2.5 (1.5-5.5) 585+137 4.2+0.5
0 EM* 383+83 3.3 (2.0-5.0) 539 %200 1.5%0.4
mg -
PM* 509 +64 2.8 (2.0-4.5) 1230+ 200 3.8+0.3
EM* 654 =348 4.0 (2.5-8.0) 994 =477 2.3+x1.4
20mg -
PM* 822+232 3.3 (3.0-6.0) 2331 +663 3.7%0.3

(Mean=S.D., tmaxlEMedian (Min-Max) ,EM n=16,PM n=8)

PR T b 7 10— AP450 2C19 (CYP2C19) #BUENIL, TRidzFR L ) 5l s b,
EM (extensive metabolizer) : CYP2C19°1/*1, CYP2C19*1/*2X1£CYP2C19°1/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*3X1ZCYP2C19*3/*3

16.1.2 3ZIBFAKRSE
BHEBRARFICTNT T =T b7 A20mg™, 7EFT ) VKHY
750mg (JIfili) . e 87 5 ) Av~ A ¥ »400mg (FIili) % 1 H 20017 H 1 (Fr12[E)
R G- L 7D T R_T 57—V F 8 ) 7 AOSEYFRE/ T A — 5 (13D
Tors)ThHY,

TR T2 313 2 3R 0F DR G- R DA F X7 T — v b ) 7 A

DIEYFREIST A =5

Chnax tmax AUCo12 ti2

(ng/mL) (hr) (ng - hr/mL) (hr)
EM* (n=15) 578 +293 3.0 (2.0-4.0) 934 +438 0.72+0.19
PM* (n=4) 948 +138 3.0 (2.0-3.0) 2600 =474 1.80+0.32

(Mean=S.D.) (tmacld sy (/M — HRAE) )
SAFACHIEEE T b 7 10— 4P450 2C19 (CYP2C19) HEMIL, TrRiEMETEIL ) SN D,
EM (extensive metabolizer) : CYP2C19*1/*1. CYP2C19*1/*23{+CYP2C191/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*3X1ZCYP2C19*3/*3
) RFEMEROCHEE TR, RAIIE T XTI =) b v Ak LTliEll0mg.
TEF T L) VKR E LCLHT50mg (HIii) K7 T ) Aux ALy & LTLE
200mg (i) O3# % FECIH20, 7THM&EORG 35, B, 7702034
Vid, BBES U CHEENET A EATE S, 7275 L, 1E400mg (Jffi) 1H2M
ZERET L] Thb,
16.1.3 £YFHEFHHHER
(T —JVNagesmg [VTRS])
N7 — )V Nafidbmg [VTRS] &89 v FEbmga, 7 0 AF —/N—
FICE ) ENZENLEE (SRXTF =) F b7 A s LThmg) MEHERAST
Vs AR L AR 19 5 L CIAE R 5 X7 5 — )b b ) 7 2GR EE A fI5E L.
O NIEWENE/ ST A —F (AUC. Cmax) 12D\ TI0%E HE X I 242 THE
FHRHT 2 1T o 724595, AUCIlog (0.80) ~log (1.25) DK TH - 720
CmaxiZlog (0.80) ~log (1.25) DO#HIPHAL T - 7245, FELWMED VI ED
#Hlog (0.90) ~log (1.11) OHPANTH ., 200, HEILRAECHE L2
AL T2 Z e s, WAIOAEYEN RS HERR S iz,



MR T RT T =) b)) 7 AOSEYFEE ST X —F

HENT A — 5 BEINT A=
AUC: Crnax Trmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
VAR WA D B\Ft 4
+ + + +
Smg [VTRS) 124.9+40.9 81.3%31.9 3.2+1.0 1.1%£0.3
781 Ly b ESmg 124.7+39.9 73.5+28.3 3.8+1.3 1.0£0.3

(P3gfl = BERE,. n=30)
MHERZ T F =) b A OREHER

80 —e— 5XTF '~ UNadk 5 mg[ VTRS)
. 70 F —o-/¥1) v ME S5 mg
g 60 L S £ R 2. n=30
~
EE
o 40
£ 30|
T
® 20
‘E 10 L

4 5 6 8 10

FEf (hr)
MAE L EE N ONZAUC, Cond®E0D78T X — & 1%, HEERS ORI, AR DI
5L - BRSO BERSA IS & o TR B WRENED D 5o

(XTS5 —IVNagE10mg [VTRS])
5 N7 57— VNagElomg [VTRS] £/%) Ty MElOmg#w ., 27 O AF —/3N—
FIZE ) EnEnlsE (FXTFV—VF M)Ak L Cl0mg) HBHER AR
FICH AR RIS L CEh 9 X757 — v MU 7 LR &
L. B5N3EWHRE/NF * —% (AUC. Cma) 122V TI0%IEHEX HEIC
THRFHRNT % 47 > 72459 log (0.80) ~log (1.25) O#EPANTH Y. HWiH
DEYFR RSO S /0

M3 T T 7= N ) AOFEYHEE ST X — 5

0 1 2 3

HE8T A =5 BHEINT A—F
AUC: Chmax Thnax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
7 N7 T — )V Nafi -
+ + + +
10mg [VTRS) 407.4+161.3 256.5+120.9 3.2%0.8 1.1+0.5
/8 Ly M E10mg 408.7+141.2 243.7+75.6 3.2+0.8 0.9+0.2

CP3gfl = B R 2, n=23)
M T T T =) b ) 5O
250

200
—e— 575" —)LNa$t10mgl VTRS |

~eo X1 Ty b §E10mg
FIfili + BdEfR 7. n=23

150

100

MAFEFEE (ng/mL)

50

4 6 8 10

FEH (hr)
A E G TNCAUCS ComE /8T 2 — & 1%, BEERS ORI, AR O ERHL
IR - BRI OSBRSS & o TR D WREEDS D 5o

16.2 BRYX

16.2.1 BEDH
TR AN T-1220me & A A F U RIS IR G- L 728, B1%1% 5 Tl
BTG U tmax?S] L THEEIRIE S % & & D ISR ZE SRR ST W
5V, [16.1.12:H8]

16.4 3
BT 712 10mg. 20mg % #1185 L 72 BF o Az oA ix . EI12Ik
RN BTN L VER LT+ =T MR TH o720 Z DM HFH
B b 71— 4P450 2C19 (CYP2C19) #SEE5-¢ A A F VLIS L D
AR L 72 A VIR, 3A4 (CYP3A4) ASBES-9 5 A2 vk ALBUSIZ & 0 4R
B L7 2V R U AEASERD BT, [10. 25 5]

16.5 HEittt
TEHER N T1220me % fE R G- L 72356, #5224 F TICRPIZ I RS
G =) F ) AORBRIIRI ST R TH D 7R SRR

CZD 7NV 70y BRIEERIHEG B DR29~40%, X V7 7Y — VERFIE K
AS13~19%HkE S 727,
16.7 EYHEEER

BEE (K277 —)) THR#EESHEF b7 o—24P450 2C19 (CYP2C19)
AORFHEAIC L VHEERDPBRO LN THE YT XL TN T 7)) v (R-
TNT 7Y Y) WK LTINRT T —F b a5 S DR O
RSB AR W EPHREENTWS, 2R (ST —))
THFCHEESR T b 7 10— 4P450 1A2 (CYP1A2) OFEIC L ) AHAEAEMATE
DOENTWETF 74T VI LTEINT TV —)bF b U7 AgEIEIAE
BB RS 2 W EHHE STV B,

17. ERPRRRIE

171 B3R VLSMICEET 258

(B, +=#EBaE. UASAE. WRMAHER. Zollinger-EllisonfEfEE)

1711 —RERREBR R U —EE KRB
Highs. IR, W A S R O AR 2 A I H 1A 10mg X
1320mg % 355 L 7 — kB R SR ER L O T I S MR (B 14 6~ 83 [H))
DBMIETEDE B THLHOY,

R PR
i 94.0% (1891,/20141)

b 99.4% (159%1/160%1)
T A g 90.9% (5081/5561)

W45 s 83.3% (10f1/121)
F 7o, W RS PRSI o 3 5 1 238 45 % K RIS 1 H 1R 10mg % 2438 [
PG U 7R (CEE MR EGRER) (2 81T 2 NSRS 31478 6% (33
Bl/42(1) TdH - 722,
WEHEHEROHEDO 7O b YRy 7 A e €7 —BEIIRPUES oW vk &
EREEENFRE L7 GG ONMFMAIC L 2 EHRIE TROLBY
Tho7?, [7.25]

+

118]120mg 118[10mg 118120mg
101 1H2m 1H2m
4ofk 58.8% 78.4% 77.0%
) (60f1,/102f1) (801%1,/102f1) (7711710081
o s 65.1% 87.1% 79.5%
grade A RU" grade B (5641/8611) (7491/85091) (6641/83f91)
. % 25.0% 35.3% 64.7%
grade C RU" grade D (481/161) (661/1781) (1B1/170)

W) IRT T —=F M)y Al0mg/H, TV 77— N30mg/H, + A7V =)
20mg/ H % 83 M LL_E3% 50 A RGOS AERRIEE I PSS
MUYV ARG (A2) 12X B EERE
SEHERCHEO 7O N YRy T4 v e Uy — B IR oW A
ER ARG L U7 HERRES208 5 G- O NS AT 12 & 2 IEm5EE (Hrduile)
BETHROLBY THo/22P,

: <5 o Bl 2e)
1110mg 1[10mg J%;i%gg;/j
1H 1/ 1H2m et

PR
. 144.8% 73.9% 29.1 (18.9, 39.3)
n 7% o JE TR R K §
B52ROFRIR (73/16341) (119/161%1) P<0.001

a) 10mgl H2a-10mgl H 18, b) yx*HsE

#2) IXRTFV—)F b)Y A10mg/H - 20mg/H. TV 7T —V30mg/H., + 4
75— N20mg/H. TV AT —)b20mg/ H % 8FM LA 4% 55 KRG A
PRI

GEU 5 AME BEW TR

17.1.2 —EEHIEEHR
JEO S AMEY EE S GIE % 7 521 H 1A 10mg % % 5- L 72 Z 5 & Mt il
(BG-IR - 4ER) 123810 2R T RER D e AT KRR R RFRIE, Zhe
143.6% (44%1/10161). 55.4% (5661/101%1) TH -7
EIVEIE. 10mgf G- 010260H 1261 (11.8%) (258 Sz, F4EITEMIL.
RSB (2.9%) K OWEFR260 (2.0%) Td - 722,

(BERE7ZXEV U#58ICH T 3 BEEXIE+1EEEBOBFIME)

17.1.3 —EEHREEHAR
EHET7 ALY ¥ (1H81mgX13100mg) OEMEG #LEL L, 220 HiE
BT IR EEOMER Y A3 2 BE AR L L ZEERILEGRO
i, Kaplan-Meierifi |2 & 0 #iE5g L 72 #%5- 240 M 2 00 8 1595 U3+ 4 it
HORMHEEREITEOLEB) Tho 72,
BIWERIZ. X7 =)V F b 7 L 5E10mgfe 55 TL576F1 14450 (8.9%) .
Smg# G-HETLI5661H 76 (4.5%) 1ZREH Bz, £ FEIEH X 10mgfk 51
TTFHRIB UL K260 (1.3%) . dSmgdk 5B CTH3ME (1.9%). FFERE2
Bl (1.3%) Td 7252,




1H1[5mg 1H1[A10mg oyl
(15031) (151%1) (151%1)
I 441 2f5) 32151
P 5-2438 1 O PAE R 2.8% 1.4% 21.7%
(959 ZHEIX [H]) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)
FHRIZR BN — R 0.11 0.05 -
(959 ZHEIX [4]) (0.04, 0.31) (0.01, 0.23)
Pfi® P<0.001 P<0.001 -

a) Kaplan-Meieri:(2 & 2452, b) Log-ranki®iE. ¢) xff&ix7 7L/ » (1150mgl H3[m)
100

90
80 --0--- 1H1lAl5mg
70 —o— 1H1[10mg
% S 4R
i
% 50
40
%
) 50 ,
20
10
0 n S I
0 12 24
At Risk B G-BtaH 5 oMK GE)
1H1E5mg 150 150 139
1H 1 10mg 151 151 142
*FHR 151 151 114

Kaplan-Meieri#: |2 & % B {#55 d -+ 238 EE O BRI

X5, AR, TRT T =T M LB K525 [ Rk e i
G L7 (REFCiRoR768 M S) . Kaplan-Meieri: (2 & 0 % L 72 H &
W5 A ARG S 0 B IERIE, 1H 1E5mgT3.7% (95%15 X [
1.53,8.64), 1H1M10mgT2.2% (BREMXE :0.72,6.75) TH o720 %
B, HGELEE, MIREEX S NT 5 =) b AgELH1AESmg X X1 H
118110mg 28] Y #: 2 T Rb2m kit 5 L 722,
(BEEXRTHEEEICBTBAY NI 42— - EOY OBREORHED)
17.1.4 ERERFRZAER
A ANy F— - Eu ) BEEo B EE U SRS o B 2 R L L2 E
NOBERSER (FXTF =V F M)A, TEFT VY VKR Z 51)
AU A Ty OLH2ME7HEREOERS) 2B 2BRRIETROLB) TH S,
BIEHIX, X FF =)L+ b)) 210mg. T%frw/ ) Y kAT50mg ()
fili), 7V Aa~A T »200mg (Jifif) #5112 &0, 1296014061 (31.0%)
IR S, FERBEIWERIE T #1661 (12.4%) . $k1ﬁ131§1 1 (10.1%) TH-o7z0
$/72. 975 —)bF b)Y A10mg. T EF T2 CAKT0me (i)
7 51) Au< A4 400mg (D) 551250 123605560 (44.7%) 1ZF)
TERD RO S, ERBIERIZTF#I2661 (21.1%). K136 (10.6%).
HEA136 (10.6%) . FEHTH] (5.7%) T 7222,

- ) , KR
RO pymg .
B + IR &t
FNRTGT=F R YT
7T TN R 9 Al0me 87.7% 83.3% 85.7%

TEF YD) 2 AKMWTE0mg i) | 2[8/H

590 AT A LY 200me (i) (57191/65%1) | (45%1/54%1) | (10261/119%1)

FRT 5 —=)F h1) 7 A10mg
TEF YD) KMPTS0me (i) | 28/ H
751 20< A »400mg (JIff)

BB, T b AY anNy vy — - En ) B E - IR TS
X9 B BRHE OERRBE 12 BV TH, AEEOBESELNTW»DY,
1E3) ZEA 0BG R, ROBSWMIIFLoOLBY Th Y. ENOKZHELOHE -

ERE B

FNRTFT=F Py AL LCIA20mg, TEF S LY AP E L CLE
1000mg (Jifii) K02 59 Aa~A v & LTl500mg (i) o3%% 1H200,
7H MRS

F/, Ja by Ry T4 EY = (FYVTITVN), TEFT LYV

KA RO 7 F) 2Aua<x A v vo3FEGIcEb~)ans sy — - Eayo
RHEES AR CTHh o 72 IN7 7 — - ¥ a) o BiE i+
BB O BEEHEEFIRE LEZENOKE (FXTF—VF oA, TEF
YY) YAKIMKE O A PO =&Y — )V O1H2ET7H B OH%S) BT 5K
WER1E82% (4961/6061) L s S T3,

89.7% 87.8% 89.0%
(61f/6861) | (3651/4151) | (97f1/109%1)

18. ZEHFEIE

18.1 1EA#F
FNRT T =) F b7 AIERT WA O BRI CIEER (AV T 2T
IFR) 12z, ok vy T (HL K-ATPase) OSHIE% I56H L TR
SR S U ER W & B 5%, S SIS S - BEREEO RIEICIE
FAAEHEN D S DY OW LD 5V T VT FF 212 & BiEHEON LD

BLOLTw2bnLEZ LN, 2O, 7V EFF 212k > CEERIGEMED
[ S 2 W RElE QI S %)

18.2 Eﬁﬁﬁwﬂlﬁwﬁm

18.2.1 MEHER AT FI2BUF 2 #A MY iR wx Ly 1TH1A10meHe 5
1H1RI20mgH 5T & HICHKGHH 2 S FH 2 MHER 2R L, %5 1HH K
O7H H OB 5 & O A 2131 H 1A 10meg#k 5-T72~76%. 90~96%. 1H1
[120mgf 5-T88~89%. 99% T 5%,

18.2.2 v HFHMBEIREARIZB T LT TF UMY A 7)) v 7 AMPHIERIZ & %
BRI 5% (n vitro) o

18.2.3 B E 2 ) BFEBRIIBITALAY I, RUFHFA MY VHIEE
G, BN Ty MBI B AR O e A S 3 R BRI S
L 5] 7 BRI & 7R 475679
A AHDHVIET Y MIBIT L FEEGWIIEIEROEEIE, tho 7o kR
FHEFN I LKL MR AA N 20 EFIED 7RI

18.3 BApHLER{EA
R A T 12 B0 A B NpHIZA L. 1H 1E5mgf 5. 1H1E10mgf 5. 1
H1[EI20mge 5T & b IZEM A LA 2R L. #5-5H H 024k 12pH4
PUE RS 084131 H 1E5mg#k 5-OEM* T46%. PM*T63%. 1H 1A
10mgf% 5 DEM*T58%., PM*T72%. 1H1[E20mg#% 5-OEM* T61%. PM*
TT6%TH 5%,
MOTACEEESR T b 2 10— 4P450 2C19(CYP2C19) BRI, FredtZ T M L Y & b,

EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2X{ZCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2. CYP2C19*2/*31£CYP2C19*3/*3

18.4 H'. K'-ATPasefEEER
7y BRI L ) L L 2H K'-ATPaselxh L. sV HEEH 253339 (o
Vitro)

18.5 HUiEEIER
F v b EAVEEEREE D 5 \VIZERERBEREZ (SR P LA,
ﬂ\(xiﬁ%x b LA, MR, YATFT IV, -y ) —VROTT AY
U2 ASH Ly BROHUEBHEN & 2 13 B R S S M A R A

18.6 1EA#EF

(ANYanyg z2— - EOVREOHE)
TEFVLYUAKHMR O F) 20 vy, TEFY VY VKRR
A MO —= NV EOSFFHFREICB T L INTIT =)L) b o ADk
FNIHApHE LA SELZLI28), TEFT V) VKRR 7 20
<AL Y ORHEITEEEO LI EIZH D EEZLENLY,

18.7 BRERE

ANYanyg z2— - E0VREDOHED
AFARI BN ANy ¥ — - C0 ) EEEFVICEWT, HNAER
B2 T7EXY V) VKA E 2 5) A0< A Yy ORI O FIL
FSNT TV F MU LEMADLIEIZED ., HFENEIED SN,

19. HRRSCET 2 EIEZHFER
— B 0 I XT 5 =) F 1) 7 4 (Rabeprazole Sodium)
1b2% © Monosodium (RS) -2- ( {[4- (3-methoxypropoxy) -3-methylpyridin-2-
yllmethylf sulfinyl) -1Z-benzimidazolide
4530 - CisH20N3NaOsS
it 381.42
PEIR © B~ A EOmRTH 5.
IKIZHRD THEITR T, T 7 =)V (99.5) IZHEITR TV,
0.01mol/L/KER L F + 1) w7 2302 5o
iRt Tdh b,
K (1—20) 1dheEMEE R S v,
RSO FRDO SN D,

fLorE
O—CHs

H3G oJ—/

ey
/J
ool

20. BBV EDEE
20.1 PTPEZII TV IR RN T

22, ‘G

(75 —IuNagEsmg [VTRS])
1008 [1088 (PTP) x10. #Z##IAY ]

(FXTZJ—IUNagEi0mg [VTRS])
1008 [10%¢ (PTP) x10. #ZJEFIAD ]
5008 (1088 (PTP) x50, FZMHEHIA D ]
10088 [48. NT. HZJRFIAY ]

RUBGRE M

AT IERE M TR 5 2 L,
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