% 20244 9 ATRET (55 2 FR)
2023F12HET (5 1 hR)

Bk L RIRRE

B - 3

HAZEEm D EES
872329
RS HR7epALE

#£ 5mg | 30200AMX00248000 | 20204F 6 A
#E10mg | 22200AMX00667000 | 2010411 H

7OV KRY TEES
SRTSV=ILF bUDLEE

INT 5 —)VNaji5meg UG
INT Y —)VNajt 10mg JG]
Rabeprazole Na Tablets

VUYSE 58-S
E)EE-EMEOLFZICLVERT S L

2 1 Zliﬁﬂo)ﬁk W0 UVIBBEREDOBEFERED H 5 BE

2.2 7YY FUELEEE. VLYY VIEREAZRSROEE
[10.1 =]

3. #ERE - K

3.1 #8Rk
e fﬁg{g A

D-v>= b=, Btz 7L, EEt
Lu—2Z, e RaFyFoitio—=2,
ANAT—=ZAHNT T L, KE#REL FoF
FRTSIV =)V HE FIRTFY—=L|yTultia—A, AF7Y) VBT
Naft5mglJGl{F FY w4 5.0mg |[¥7A, TFLELT—A, bF/aAT—2
THNVBIATIV, 7V+1) VEBT AT
. BbF S Y. HE=ZBE LY
nNary

D-v> = b=, Bit~7 274, &t
Lra—2Z, e RaFyFoitio—=2,
FNAT =AY L, EEREE FoF
FGRFSV =)V AR IRNTIV—|yFaitia—2a, AF7Y VBT R
NafElomg[JGl{F FU™» 4 10.0mg [¥ VA, TFLELT—A, 7O AT—2
TINBIAT I, 7Yt VIgHiET AT
by BbF 5. BE=ZZBE LTy
VAN=Ry)

3.2 SFEIOMR

H7Es & - Al SHE - k% s - EHE AIERTR

B3] BT
TR T = V| REEDBET 1 L L . . @ SRFFV =)

Na#E 5mg[JGl| a2 —7 « » 7§ 5]G
EE B

5. 7mm 2. 7mm 67mg

|
SRT G — V| REBDBET 1« VL . . @ FRFTI =
Na$élomg[JGl| a2 —7 « > 7§E 10]G

B
6.7mm 37mm 132mg

. MEEX TR
OFEE. TEBEE. USEES. EiMRENR. Zollinger-
EllisonfE(REE. V'S AMBREERIE. EBRE7ZAEUY
BSEICSIFZEEENIE+ZIEREE DB FRINE
OTFRICBIFBAYINTI— - EOUDFREDHED
BEE. TTEBESR. BMALTY /B, 1S55I MRiE
DERDR. RHBEICNT 2ARKRIEEEZE. AUIN
75— EOURBEER

5. MEEXFHIRICEET HER

(GhgELEE)

5.1 RAIOBENBBICLAEREERT L2 ENFHL2DOT. B
E’C&Lmtﬁ@a DS 25352 & (EMALTY v/,
RHEBIONT 2NEENAEEE BT 2NN Y — -
Yo OBREOMBI ZBR< ),

GEU S A EBRIEETE)

5.2 5B 2 A% EZEHRTE LTIRZHER L. ERONEME A
WROSNZVIGEEIZIE. BERUADRRNEZ 6NE7:9
MOBE L IBBEANDEEZFIT S &

(BERE7 AV VSEICHII2BEEXE T IEREEDHE
FEHNHD

5.3 Mt - EROEBIE O7-DIERAET A ¥ 2 kRS
LTWAEERZENRE L, HERBICEL T, BEEX
W+ ZIRGEE OB AR T AT &,

NUINTI— - EOYDRREDORELD

5.4 EITHIBEMALTY Y /SEIZHT AAY NI — - Yk
EIREOARNIEIZHEL L TR,

5.5 HpFrEm/ M A EEITR I LTI, A RoA V%25
L, NYanNsy— . o) RERBESEY &S 25
BN D HBREIRE LT L.

5.6 REIBEICNT 2 NHEEMNIGEZELIICIZ. ANYany
& — - 0 ) REREICK S BBOFREMHNICH T 280
FEXL LT Wb,

5.7 NV IaNTZH— - ¥aUERERICHVWAERIZIE, AYan
75— ¥ pBETH S ERVCRREREICIOAY O
NTH— - EaUBRERTHHEAHERT AL,

6. FENRUHE
(BiEk. TTiEBER. WEERER. Zollinger-EllisonfElRES)
BE. RAICESRFIY—LF FU L E LT ] EI0mg#%
LHIEREAOKET 25, WRICED 1E20mg% 1 H 1 EZF
O59 52 ENTE 5. 28, BE. BEE. WEHREET
X8 E T, FERBEBEE T EME TOREET S,
(ﬁulu‘l’iﬁﬁﬁ)
B
(/lbﬁﬁl_/\@(lj%tu ST, BE. RAIIEIRT T —
LF ) aE LT LEIOmg%: | H 1 EREO#RET 205, HwIK
I2ED 1E20mg#z 1 H 1 [EREOKRSTHZENTE S, 25,
ié”ﬁ?\ SHEETOHREET B, £y O YRY TSI Y
IC X2 BB TCHRATDZHE, 1 E10mgXi3 1 [E20mg
’E 1H2ME, 51 8HEMEOKREST S <‘:fﬁ’(€¥%> 7272 L
1 E20mg 1 H 2 E#S5I3EEORBEEL2ET H5EICR 2.
- MERREE
¥ - HRZR DR T REEEROMERREICB VLTI, @
. BACE IR TV =L+ F) L& LT LEI0mg% 1
HI1EREO®EST 5, £/2. 7obrR o1 ey —ick
HIE CHEAT A 2 HREREEROHFFEREICS VLTI, 1
m10mg#% | H 2 BEOHREGT 2 ENFTE %,
GEU'S AEBRIEETE)
WH. BACE IRV =L+ M) o4& LTI EI0mg%
1 H 1 ERO®ST %5, 28, @%. 4 EEETORS5ET 5,
(BEHE7 AV VRSBICHIF3BEEN T BB EEDHE
FEHNHD
BE., RAICEIARTSV—)LF by LaELTI [B] 5 mg#
I1HIEROKES T 508, RA+5OEEE 1 EI0mg% 1
HIEROBSTAZENTE S,
(NUONTI— - EOVDREOHED)
BHE. BRAIE ISV —)LF M) 74 & LTI EI0mg.
TEFTVY VKM E LT L E750mg (FiMfi) XY T ) R
u~A e LTI E200mg (Fiffi) @ 3FZRFERC 1 H 2 [E,



7 HERREO® 59 %,

BB, 7702094 RBEISCCEEEET A2 &
MWT&ED, 72720, 1[E400mg (Jiffi) 1 H2ME% ERET 2,
TRV RY T Y —, TEFT VY VKRS T S
VAT A Y UD3FWEICL AN ANy — - O DK
EIBESAEINOBE X, ChITRbAIBEE LT, BE. &
AN IRTS—)LF UL ELTI \10mg. 7EF ¥
U 2 RFIE LT L |750mg (i) BROX ba=%—)L &
LT 1 [E250mgo 3 FlZEEEC 1 H 2 [ 7 HREEOHRS 2,

7. BERURBEICEET 2R

(BEER. T-EBEE. WSIES. Zollinger-EllisonfiE(RE$)

7.1 WRPE L WIBARUERE - 8% 05512 1 E20mg%
IH1E&ET 5 ENTES,

(GERMERIER)

7.2 WIRPE L VWHERUOHERYE - #iatE 0B &2 1 BE20mgz
I1H1EEET 22N TE2 (BHE - BR2R0ETHRE
BEROMEEE, OBy A B — I L BRET
MRAFSLIEERL ). 2. Tu bRy Aoy —
IZEBRBETHRATS L EBEICHL 1 E10mgXiE 1 @20mg
Z1H2ME, 56128 EE#RET 5563, NRSEHE Ttk
BERPBELTWE WS E2ERTHI L, b, KA1 H
20mgd 1 H 2\ 51d. WREHRE TEEORBEEE R
LGRS [17.1.1 28],

8. EEREANEER

(GheEHE)

8.1 AAOBEHFITIE, MG HFEREICER L. EHNICIILIK
MR - MRELENREZITO CEPEE L,

(BER. TTEBEE. USTES. JEUSALERESRI)

8.2 EHOERARENS+0 TR VWO T, MIFERICIIHAVWEN
ENEFE L,

GERERERDHFEE)

8.3 H¥  HMEZBRVETEEL O Ry Ay —I
K ABBETHREATDLEZFICH LT EE L, Ak, #f
BEOREDO R VWEBHFITHIZEDRVWESIFEET S L, £
7o BEEHIR, 7L VEBRHBSEOAEREONBEIKS
N EFRESEIICO: DI 2858 IR EITREE %
EETAHI L, B, HEHFEERISTEHNICARERE 2 £
THLEBREEFFITOTENLEE L,

GEU S A EBRIEETE)

8.4 MIRZICK VIR, FREOBYTERSEVERELASNS
Z& (1HEBHZD2HME) 2RO 2H/ETH L, &
B KR O®BESHPERE. BEESOBEEEE KO MOHELEEE
BICLAERZEBRT A EAHAHD T, NRERESICKD
CNEDFEEBTEWC EZERT AT &,

. HEDERZEIZEEICHTZER

BHE - BEEEDHDEE

1.1 EBRREDRHEED S 2 EE

.3 FraERERE
JFEABRE CHERMEDRENH 5.

9.5 Him
TR SUSIEIR L C WL 2 TR O & 5 2otk 1 I3iA B oA s
fabEtE % RO YIS NAHFEICORRET BT L. BE
B (T v MEO400mg/kg, 74 FEE30mMg/kg) THRIZSEME
(7w FTILBEE, VY FTHREOKT., LBIEE) Ml
ENTWVB, Fow TY MIIRTTY—F MY 7L (25mg/
kg/H). 7EFT ) 2k (400mg/kg/HEL L) KUY 5
YaTawA Ty (S0mg/ke/HE) * 4BMARES LR
BT, MeRBEREBOEMITDSN TV S,

9.6 1Z3LIw
BELOBRERUBARBORREZEE L. FALOMEY
B2 R T 5 & BIER (T ) THHTFARITT
BT EFREEN TV S,

9.7 INE

INREERRE U BREHBIEERL Th e,

O YW YW Y

9.8 S
HILSEREDORER D & 5 b - HE 13 kE S 2 70 SEEHEIC
85922 &, KFREEL LTHFETRBE S NS D, EiET
IFEESET LTS 2 EnZ L, BfFA Db &
BH %o

10. #HEEA
AHIORBIIFREEEZ T + 7 10— AP450 2C19 (CYP2C19)
RU3A4 (CYP3A4) OESAEH LN TV, [16.42R]
F7-. KFIOBESWINEIERIC X 0. HEREEF O TN % 23
RIHEIT 5 EDH B,

10.1 HEBEZZ HALBWLWIE)

HAlBE HAER - EETTE W - fElRE T
TEYFEIERBRIE| 7 59 EVOIERAEE S | AH O BB MIE ERIZKD.
(LAT5vY) 2BENNH B BAWpHA ER L. 74 ¥+
[2.2 28] IVOVEBREPE T L. 7%

ELOMmMHAREFETRT 257
N5 s,

VILEE Y VERRIE| ) VYY) VIEREEOER & | ARA O B BRI ERIC KD,

(z¥a7 1) BT 2B ZNNH 5, BWpHA EF L. VLEEY
[2.22H8] EBIEOTNAE TR L, UL

Ery yomfEESMETT S
ZENDH B

10.2 HEER HACERIBZI L)

ELEES BRI - HEHE BF - fERET
D= HF A O MR EEE A B | AH O BB B ERICED,
AFNITXRY Y |BTENDHB. BWpHA LR L. fAFEHI O

IREARHET B
A rT7ary = MHFEEAOMAPRESERS | KA OB WIHERICELD.
rI4F=T BEBENNH D, BMWpHA LR L. HFEAIO

REMHT 2B END D5,
HFFIIRHTH %,

KEBAET L I= L
T - KERAE < 7 R
Y LERDHIBRA

ARF B 512 H AR A R
RERA. HIRRAIRS | ReREfR
ARA TP A PR AR
HEPZNZN8%. 6B
L LOBREN DS,

AN B LFY— b OMpRE
BERTHEN DS, EH
BOX M MLFY - 2RE
T HBEIE. —RICKAID
BEEHIET S EEEET
5T,

AMRMLEFTF—b BRFIIRHTH 2,

1. 8MERA
WORWERANH 6bND I ENHHDT. BRE+HFIITV.
BENROSNIZBEICIIREEHIET 2745 EHEY) 2 0B 21T
5T,

1.1 EXBGEWER

M1 vavg BEEAH), PFIT45Fy— (BHERH)

1.1.2 RIMERRES (BEEEARER). SERAIRE (CSHEZAH). M
WRiRA (0. 19%) . SIS (5EEREA)

11.1.3 BIERFR (BAEAHA). FFERERRE (0.1~ 5%KiH). &
B (BEEAH)

11.1.4 BEMRR (0. 1%KTH)

FEE WM, WIRREE, MEORE (2T Er@Rvsoni
BEIIE, EO P ICHBXRFEOMEEEM L. RElOKRSE %
FIET 2 & &b, BIBKEERILVE VHIORSSOMY) 2 LE
ETHT &,

1M.1.5 KEREE (BHEAH)

FREEREEIEMME (Toxic Epidermal Necrolysis:TEN),
PR IEBRE MY (Stevens-JohnsonfEM&EE) . ZIEALIEE S
HobhBHZENDHS,

11.1.6 SEEEE HEAH). MEEER HEAH)
BieeE BUN, ZL7F=0%) ICHEETHI &,

1M.1.7 &F MUDLIGE (BAEREA)

11.1.8 1EINEARIARAE (SHIERNEA)

PR, B CKER. MHPRTRFIA 7oy EA%E
R ET 2BNHREN S5 DNDE I ED D5,

11.1.9 |RAEE BHEARH)

11.1.10 SEELIKEE (BEEEARHEA)

AR, BETH. KRYHE. I8, AR EBR RBESEy
HobNBZENH S,



11.2 Z0thDEIER

(BEE. T—HEIBES. USHEE. ERERER. Zollinger-
EllisonfElRE¥. FUSAMBREERE. BRE7AEV Vi
SBICH1T 3 EEREN d T IEEER DB FINED)

0.1~ 5 %Kil 0.1%FE EELH
BHGE |55 W B
| EIRRD . AR MR D 5 kA
N Co N CENDPIL
e AST. ALT. Al-P, |BEVLE D LR

y-GTP. LDH® L7

TEBR e MmEER EjEd

R, TR, BRI | R, R, o D AE. SR IEM, BEMEEN
B MRS, O %E Bbzh, 08, & KB % (collagenous

ks & 5 colitis. lymphocytic
colitis)

B HEVL, H5OF, KR | TAR. B
, - VOGRS ) HIEESERR, 48
R HETF. OObON, %

JEL

BIALATE—L - DT HE, FE BRE | Bob 5O, Bk,

2ok HERERF - BUND L& | F8h, HEBIE, LONE, |HiE. &7 v E=7

EHR, MHATSHEM |CKoO LF MIRE, (K~ 7 L

MAE, ZHEALHE

15.2 FEERIREABRICE D < 153k

15.2.1 5 v M2 5mg/kgbl % 2 FERROKRS Lz FEREKIC
BOWT, METHICHLF ) A RORENHONIZEDREN H
Do

15.2.2 g1 EE (7 v MEOH®E25mg/kgbl B) CTHRBEER
FOMATA 0Fs rOEMPRESNTVLEOT, HRICH
7o o TIEHRIRIRREIER T 5,

15.2.3 v MCHEHETH BTV STV =)L (50mg/kg/H).
TEFTTU KM (500mg/kg/H) RUT T AuTA T
> (l60mg/kg/H) %=GiRAZE L-HBT. BB TOBEED
Hig e LB ICRIEORBIFIOHEEIRO 5N TS,

16. ZEMENRE
16.1 MFRE
16.1.1 SRFSY—=ILF bUD LERIES
BEKABTI20mgziER T XIFBRICEOKRS LIROH
BEBICEHLENHE T XA -5 DOFEERITRT,
[16.2.1 ]
BHEHRABEOREMIE/ ST X -5

) FEAE ISR RAEE &0,
(AU ONTI— - EOV DOREDHED)

0.1~ 5 %Ki 0. 1%
SEBAE RE. HE FREERE
ek HERERIEZ. Bk, U oY
Jiikis 3 BB U RERIES, /MR
AL EIMmERE I
i} ALT. AST. y-GTP® EH Al-P, LDHO E&
TEERE BiE, ME LA

TR R, REEE. MR, KB|OE. ORE Be0. OB,
HikER B, A ER. E B . RER. BEOMR. BR

Chnax tmax AUC
L 3
R (ng/mL) (hr) (ng-hr/mL)
HMRET 437+237 3.6+0.9 937+617
B 453£138 5.3%1.4 901544

(Mean+S.D., n=12)
F 7. BEBRASTFIC5mg. 10mg. 20mg# iR N TRER
L7k (5 5HH) OEMEHRISTA—F I TOEBD
TH3Y,

BEFERAB B 5 REZRSH (5mg. 10mg. 20mg) OMmEFI XTS5V =)L)
N LDOEMBRENT A=Y

EARERER, SRR = , Crnax tmax AUC (0 ti

WRER R HE L BOR|FRE | (hg/mL) (hr) (ng-hr/mL) (hr)
AR O F 5 RE R, BER. E0 LU, 5mg EM* 146+56 3.0 (2.0-4.5) 236+97 1.8+£0.9
HE. EHRE. BELR. FEO PM* 252455 2.5 (1.5-5.5) 585+137 4.240.5
ot LONE. REED L5 ISR, o | M| 338 (3.3 (2.05.0 | swea0 1.50.4
SR M8 [TPMF | 509464 2.8 (2.04.5 | 1230200 3.820.3
) BISEEIERENE+ EBEEICB TSI —LF N YT L, TE 2ome |EM* 654+348 4.0 (2.5-8.0) 994+477 2.3%1.4
FIVYVKHIRO Y S 20vA Y20 3EIRSOKERE TOEKRER & [ TpmF 822+232 3.3 (3.0-6.0) 2331663 3.7+0.3

R UBERERHEER &,

12. EEFRRERBRICKIFTRE

(ANUONTI— - OV DRREDMED)

121 AUINTI— - EOVUDOREHELDFE
SRTSGIT—=LF M) LEOTO Ry T oy —%
TEFTIY VK., 75 Au~vA Y U EOREME R
A NO=ZFY - VORAFRHREKTER T "C-REER
REDHESBIEEIC 4 BTTEEE S S B 720, BC-REMER
BIC X AREHEZITOBEIL. IhoDHEADZRERTHE 4
ELEDOR S TERT A ENEE L,

14. BERALDER

14.1 FERIZMAIFOER

14.1.1 PTPEZEOEA|IIPTPY — "S5 B0 L TIRAT % &£
HIEET ST &, PTPY— POREMICE D, BOLHAIRSRIE
FEREARIA L. BEICIZEELZB S L THERRAZOEE & &0
EZHETEHEDDH B,

14.1.2 RANIBESETH O IRAICH 2> TIE BAZZD., B
WDHETIZ, DALETEIOFRT S &,

15. ZOMDFE
15.1 BRAREERICE D < ER
15.1.1 AFORHBEFICEHEOBER) — 720070 L OHE
WH5
15.1.2 BN B 2 EMOBEMIEE T, Ta bR Tk
& —IC K BRBICB W CEMREICHES AT, FHEE
B, BHEEHOY ZA7BIISRESN TV S, FiC. GHE
FOESME (1EMLE) 0BBEE2ZIEET, BIFOY AT
MU 7z
15.1.3 BB A EICAREBEZHRE LI-EROBEE
T, 7O bRy TFA ey —2BE5L-EFEICBWTZO
ARNITIIL T4 T4 VNI EBEBREGREOY 7D H
Ha3hTns,

(Mean%S.D., tmaxtEMedian (Min-Max), EM n=16, PM n=8)
AFREEESE F b 20— L4P450 2C19 (CYP2C19) FEANZ, FilEE TR L HES
Na.
EM (extensive metabolizer): CYP2C19*1/*1, CYP2C19*1/*23IZCYP2C19*1/*3
PM (poor metabolizer): CYP2C19*2/*2, CYP2C19*2/*3X1xCYP2C19*3/*3

16.1.2 3 EIHARS
BEFRAEFICTRS TV —LF b U7 L20mgH, 7EFY
9 Y IKFI750mg (7). RO*Z7 59 2a~<xA > >»400mg
(i) #1H2ME7HB (§F12E) KEZOBRS LEDO S
RT G =F M) T LDOEYERENT XA = IZDFDEBD
TH 5V,

BERABTICBI 2 3FHARERESEOMEFRST T T Y —)LF ) LOEYH

BN T A —%

Crnax tmax AUCo12 tiz
(ng/mL) (hr) (ng-hr/mL) (hr)
E3
(nEiAlS) 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) 2600474 1.80+0.32

(Mean#S.D., tmal¥Median (Min-Max))
KAFR#EESRF N7 u—L4P450 2C19 (CYP2C19) FHANL, TREETFR IV SHES
ELI\/;;) o(extensive metabolizer): CYP2C19*1/*1. CYP2C19*1/*2XiZCYP2C19*1/*3
PM (poor metabolizer): CYP2C19*2/*2, CYP2C19*2/*3Xi¥CYP2C19*3/*3
E) ARAEBERCHEE (8%, BRAEIRT TV —)LF
FUTLELTIEIOME. TEFI Y KM E LT
1 [|E750mg (/i) "7 F) 2Au~vA & LT1HE
200mg (A o 37 &FECLH2E, 7HEEDR
593 5%, B, 77 AuvA T E. BREIZSUTHE
BB T LI ENTE S, /2720, 1[E400mg (1)
1H2E% ERET 2.1 TH5.
16.1.3 &E4FHIEF SR
(5RFS5Y'—)UNagk 5 mg [JG])
INRT T =) NagE5mg [JG] &%) Ty MESmgzE, 7
O2AF—=N—=FICLDZNZFNI1EE (SXTFTY—=)LF YT
LELT5mg) BERARTFOAICHEERBZEORS LTI
BRINRT TV =)L b7 LREURBET Z2HE Lz, 2
S5NT-EYEFE/ST A —% (AUC. Cha) 1ZDWVTOREFEX



A TREHEIT 217 - 7453 AUCIZlog (0.80) ~log (1.25)

DHFNTH 5720 Cmaxldlog (0.80) ~log (1.25) DEHEHIT

H o7z WNBEREDFIHEDZElog (0.90) ~log (1.11)

DHEENTH D, 7O, EWHHRCTBEEHPELUL V1D T

ER S, WAIOEYENFEEESIER S N,

E2) MEFIRT S VBEEIRT TV —LF M T4
BEICHEL TV,

(ng/mL)

80
it} —o— SRF5 V' —)LNa$t5mg ]G
# 70 | el
+ T —e /SYTv MESME
Z |
’7\‘; 60 Mean=S.D., n=30
7 50
7 40
v LA
+ 30t
5
5 20
N
® 10t
B

0o : 0

4 5 6 8 10
Be5% 0/ (hr)
B A rd
HENTA=% BENT A=
AUCo-10 Cnax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)

SRTFSTI—
Nast 5 mg [1G) 124.9+40.9 81.3£31.9 3.2%1.0 1.1£0.3
$V Ly Mg 124.7439.9 | 73.5%28.3 3.841.3 1.0£0.3
5mg

(Mean=S.D., n=30)

MEFFPREL FICAUC, CoaBED/8T A — 213, #5E ORIR
AR OIREUEE - RREORHBEMIC L > TRZ 2 RENEN D
%o

(SRTFSY—JUNagg10mg [JG])
FRTF =) NagElomg [JG] &%) T v HEIOmg%. 7
D2 —N—FICE D ZENZN18E (FXRTFV—)LF R~
L& LTl0mg) BEEABFICHEERBREO®RS L CmiEHh
REMABELZREL., Bon/l-EYEHE/ST 2 -4 (AUC,
Crnax) 12D W TR EHEX MIEIC THREHERIT 21T - 7245 R, log
(0.80) ~log (1.25) D&EEATH L. WEIDOENZHIFRFEME
PHER S 7z,

(ng/mL)
300

250

200
—e— )XY Ty hiEIOmg
150
Mean=*S.D., n=23

100

BRE N T e — N S
o
S

o
H
H

0 1 2 3 4 5 6 7 8 9

—o— RSV — )L NafEl0mg ]G]

16.2 DRUN
16.2.1 REOEE

R ASFI20mgZ R T IEBERICROZS LK. &
BIEETIIHEETNERSICH UtnaS ] 7TRRIEIES 5 & & B I2T]
[UCAEZAERD SN TV ABY, [16.1.1 BE]
16.4 {3

BRI ASTIC10mg. 20mg xRS L7z ko MR OAHY)
&, FICEBENLETRSICEVER LAZF AT —FUET
Holo ZDOMICFAHEESEF 71— 2P450 2C19 (CYP2CI9)
PEET B X FIALRISIC E D ER L= A F LK, 3A4
(CYP3A4) »RAST 5 AN A AMERIBICE OER Lz A& >
EPERDS5NT=D-08, [10. ]
16.5 HEtt

RERABTFI20mg e ZOKRE LI2Ba. RE5RUARME T
IIRHIZTGRT S —)LF b U LOREEIIBHE T,
REMTHBHLRVBERDZO TV 0 BIEENRS
BODH29~40%. A AT — LVEEHE K13~ 19%HEH S n
726,
16.7 E4EEIER

HE (A ATV —)) THREEESRF N7 u—L4P450 2C19
(CYP2C19) ~OR#EFHESICLKVHEERAPROONTVWEYT
EPRAL, TLT 7YY R-TLTZF7UY) KRLTIRTS
V=bF M) T LIINSOEROIMPBREICHKEL G Z v
CEPHESNTWDS, £/, HE (S5 —)) THF
REIEEZ T b7 0 —LP450 1A2 (CYPIA2) OFEICKVHEE
fERADEDOENTVETE T4 U IR LTEIRTT V=)L
TR LM BEICEEERZEZ W EPRESATL
;077).8)0

17. BRIRERHE

17.1 BERUREEICRET BHER

(BiER. TERES. WEEES. ERERER)

17.1.1 —MRERAREER N U —ESMRLEEER
BEE. +2HEBEE. MR EER KUY EIEE 2 W RIC
1 H 1 [E10mgi320mgx 5 L /- — R R RBE N O _EE5%
HeEGAE (5 6 ~ 8iA/) OEEIITRDOEBDTH
69)’17)0

HREE AHREa R

Elat 93.6% (162fl/173f1)
TR S 99.3% (136f/13741)
MR EE R 90.9% (50f51/554)
V) & B 83.3% (10fl/12431)

F 7o R BAEERAEREOSFHEAER 2 /NRIC T H 1 [E
10mg % 24;E %5 U /- B (ZEEmIaiss) cs8 0
B NEEIEERERIZTS.6% (336F1/4261) TH 7219,
BEAERCHEBO 70 bRy A e By —REICET
PEED O EERBE 20 R E Lz RE S EEONRERE
IKEBBBRIITEDEB Y TH-729-0, [7.2 B8]

1 [E120mg 1 [E10mg 1 [E120mg
1HI1[E LH2[E LH2[E
ok 58.8% 78.4% 77.0%
(60£51,/102451) (80f5il,/102451) (77451/10041)
grade A KU 65.1% 87.1% 79.5%
grade B (56%1/86) (74151/85451) (6613/83f31)
grade C RU® 25.0% 35.3% 64.7%
grade D* (4 151/16451) (6 51/17f1) (1141/17f31)

El) IRTTV—=)F bY T AImg/H. T2V T T —=L30mg/H, A AT T —
L20mg/H % 8 AL L 541 R U MERPRE R IO 3

o ) 10 MO UL AE (M2) 1o & B EREE
$ 5% DK r N R e o N N
; BERERVHEBO 7O N £ FA e ¥y — B
RMBE ST A=Y - PEED D GRIEEE R 2 R & U RIS LB 5 0 NS
S e TEa.
LR T WEIC L BIBEHE (FRAE) BTFROEBOTH 102,
(ng-hr/mL) (ng/mL) (hr) (hr) —— | El0mg JEEE RS
FRTFFYV =) (95% (= #E D<)
Na#t10mg [JG) 407.4+161.3 256.5+120.9 3.2+0.8 1.1+0.5 1H1[E 1H2ME PIED
I8 Ty MEE #E552A% D 44.8% 73.9% 29.1 (18.9, 39.3)
10mg 8712 | 23.TET5.6 32508 0.9+0.2 JEFHR (73/163f) (119/16141) P<0.001

(Mean#S.D., n=23)
mﬁﬁiq:i%rggﬁ(fb:AUC\ Cmaxg}’@/{):j )( - 9 Li\ %&Eﬁ%@%#\l\
(AR OFRENEEL - REEORBRAICE > TRL 2NN H
%o

a) 10mgl H2E-10mg1 H 1 [E. b) x*HiE

H2) SRS IV =)+ YUY LAI0mg/H - 20mg/H, Y75V —L30mg/H, #
AT 5= )20mg/H. TV XTS5V —)L20mg/H% & BELL #5512 KA
SUSHERFRRIE P IS S



GEU'S B RIERRAE)

17.1.2 —E5HXLEBEER
UL AMBEREVREZNRICIH ] EIOmgzR5 L=
EERLER (REHRH: 4:8/H) 0B 21° 0 EROTE
HREROBMERIE, £Nn2N43.6% (44f1/1014) . 55.4%
(56f11/10161) T -7z
BEIEAIE. 10mg#k 5 01026171261 (11.8%) IC888 5z,
FBIEA . FR36 (2.9%) K& OREERAE 2 6 (2.0%)
TH-o7z2 2,

(BERE7 2BV VESBICSIT3BEEX I T ZEHREEDH
FEHNH

17.1.3 —_ES5REHER
ERHE7Z AV ¥ (1 H8lmgX1X100mg) O EHEE % NE
L. POBEBEXI T REBRBORFELE T 2 BEEZXN
RELLZEHERHEBERBOKR, Kaplan-Meieri£(c & D i
TE U723 5248 % 0 BI85 X d+ 18 EEE O REEHEERI
TROLEBDTH o7,
BIERAIL. IXT TV —)LF b U T L10mg 5B T15761F14
Bl (8.9%). 5mgk SR T15661H 7§ (4.5%) ICEBD 5Nz,
F 7% BIMEHI1Z10mgik 58 T TR K TIZZE 261 (1.3%).
Smgk SR T TR 3G (1.9%). FHEERE 24 (1.3%) T
Ho 72520

1 H1[E5mg 1 H 1[E10mg XofHE
(1504) (15141) (15141)
B 445 2 5 32451
el 2.8% 1.4% 21.7%
sy, (1.04, 7.17) 0.35, 5.51) (15.84, 29.27)
ﬁfﬂiﬁff 0.11 0.05 B
(GSo6 EETT) 0.04, 0.31) 0.01, 0.23)
PiE P<0.001 P<0.001 -

a) Kaplan-Meieri% I2 & % 7. b) Log-ranki& &, c) @5 7L/ > (1
50mg 1 H 3 @)

(%)
100

-B- 1 H1[E5mg
90 -©- 1 H1[E10mg
-~ P
80
70
=60
% 50
% w0
30
20 s
10
I e — B
12 24
At Risk BERmY» 5 OHE (E)
1H1E5mg 150 150 139
1H1E10mg 151 151 142
XFHE 151 151 114

Kaplan-Meieri% i< & % B 5 3+ 55 O RREERE

S5, BELBELE. ST T = MY L ERKRSLE
EftHR S Lizhe (REFCRAT6EM&S). Kaplan-Meier
BICKDHEE L BEE I+ ZHEBEE0 REEHEIL, |
H1[E5mgT3.7% (95%E#EXM~:1.53,8.64). 1 H 1[E10mg
T2.2% (95%(EHXM:0.72,6.75) Th o7z 5B, ¥5248
DIFg, WHEBE IR TY =)L+ U DA T HILESmgYIE
1 B 1 E10mglct 0 &2 T JARSLERMSRS Lz,

(BEBXETTEBEBICSIFZANUINTI— - EOVDER
EO#ED

17.1.4 ERERFRGIER
ANY AN Y — - En ) BEOBEE I+ ZEREEOBRE
AR E LZENOBKRE (INTIFV = UYL T
EFTI)KHMRO T T AL 01 H2ET7 HE
ROKS) ICBU2BRERITROEBY TH 5,
BIfERIZ. IRT S5V —LF MU 7 LI0mEg. 7EF )
KFI#750mg (Fiffi). 75 ) 2a <A 2 >200mg (F1ffi) #%
B2k, 1294061 (31.0%) ICFB0 6510, EREWERAIET
1661 (12.4%). BAEI3MF] (10.1%) THolzo Fiow TS
=)+ YT L10mg. 7TEF T VIKHMT0mg (1

ffi). Y 20avA > 40mg (Hiff) B5ICED. 1236]H
5SS (44.7%) 1 BIFER AT &, 7 BIE 1L T HI260)
(21.1%) . #(E136 (10.6%). BREEE13H (10.6%). KK
TR (5.7%) THort®,

e #5 PREGR
EHAD 1 ERSR Ex | BEE [F amEs] &
SRF5— LM L10mg
87.7% 83.3% 85.7%
TEF IV KFIMT50mg (Ffi) | 2 [Bl/H
59 AIv A2 20mg () (57f51/6561) | (45%51/54%51) | (102651/119451)
FRT 5V —=)LF 7 L10mg 39.7% 87.8% 89.0%

FEFL I AFITS0mg )| 2 E/E

59 A0%4 2 40mg (1) (61451/68f) | (36f1/41451) | (97f1l/10941)

B, BN TITbN A ANy — - YuYBEEog -+
BEBEESEICNT 2REDEKAES tBWTh, AEED
BAED R ONT WD,

F3) BEFAOKREE., ROKRESHBIETEOEBYTHD.
EHNOERZEREROCHBEZRE 5,
FSNTS5V—)LF YT LELTIENME. 7TEFT Y
U KA E LT 1 E1000mg (Fiffi) RO Y 2Aa<
A 2> & LT 1E500mg (F11fi) ©3F %= 1H2ME. 7
HERgO®E

T/, Fubr Ry Ty — (SIS =L). T

EFTVYVKHMROT S Auv AT D 3FHEICLS

ANYINTH— - 0 OREBBEP AN TH >/~ N

45— u ) B0 BBRENE T EBBEEOBREENR L

L-ERO#E (ST —)LF UL, PTEFTIY Y

KR O A hu =4y —) Lo |1 H2E7 BEEO#HS) 2B

1 B BRERIZ82% (49611/60f]) LHMESNTWBEY,

18. EESHEIE

18.1 {ERR
TRTZYV = )VF ~ U LEEE VIR O R 1 SE I TR K
(ANV7z>7 3R kD, Fabrr Ry 7 HL K-
ATPase) OSHE % B L CEREEZHEE L. B2 0]
3‘630)0

18.2 BESWBINFEIVER

18.2.1 B AEFICBITAH A MY VR SWISR L. 1 H
1 [E10mg# 5. 1 H 1 ER20mgH5TL b ITBREHD 5EFH
ZMMEERAEZR L. %5 1 HERUO 7 HEOBSWEDREAD R
31 H 1 E10mg5 T72~76%. 90~9%6%. 1 H 1 [E20mg#5
T88~89%. 9% TH 5,

18.2.2 " FHHEBHRERICBI AV TFIULTA 7Y v T
AMPHEEIC & 5 BEE W ZIE9 2% (in vitro) .

18.2.3 BHEBAOBEBERIIBU SRy IV, RUFHAL
U BB W, LTy MBI S2ERBEBRS WL
AH I VREE BN USRI 2 HI R 2R3,
AXBHBWVIET Y MIBIT 5 EBMIMNEERORIE X, fid
Ta bR THERNCHELEL, MFHFA MY >0 LRI
/}\7;[/)33),36)0

18.3 BApHLEER
REMABFICB T 28ApHICN L, 1 H1ESmgi5. 1 H
1 \10mg#5. 1 H 1E20mgHkEG L bICERL EAER%
AU %5 5 HEOUREFICpHALL E &2/ R 9 R OEIA1X 1 H
1 [@] 5 mg#t &5 DEM* T46%. PM*T63%. 1 H 1 [E10mgH 5
DOEM*T58%. PM*T72%. 1 H 1 E20mgt 5 DEM* T61%.
PM*T76%Td 5%,

MAFRBEIEESRF b 70 —L4P450 2C19 (CYP2C19) AL,
TERECRFREIDSHEHSN S,
EM (extensive metabolizer): CYP2C19*1/*1. CYP2C19*1/*2
NIZCYP2C19*1/*3
PM (poor metabolizer): CYP2C19*2/*2, CYP2C19*2/*3
X1ZCYP2C19*3/*3

18.4 H'. K*-ATPasefEB=E{ERA
Ty EREL VR L /-H, K-ATPaselZ®f L, W HEEH
9% (in vitro) .

18.5 HEEIER
Ty NEAWLEEEERBEED S VIIEREHERE (FiHH
HA ML, KBIER MLV A, WfHER. X773, &
-4 ) —LVRUOTAE) V) IR L. BOWIRBEERH %
Wi BRBERA SEER 2R g 9.0,



18.6 {EFER

(ANUONTI— - EOVRE DB
FTEFTVVYKHIMREOZ Y AavAd ., TEFTDY
VIKHIIR O A ba =y — L&D 3FIFABEICB T 5T
TV =F M) T LADOEENZBENpHE FERSEAZ EICK
D, TEFTV)KIMET 7 5 20< A ¥y OfEEE
EEOBHIEIIHDHEEZLNDD,

18.7 BREFIR

NUONTI— - EOVEREOFEED
AFFAIZHVIAYINT Y — - 0 BERETILICB N
T, BRABEBICNT A 7EF ) ke S5 2a~w
L VD2BBAOMRIE. TIRTSV—ILF MU LEIZ
B LK HEDEPRD 5Nz,

19. B ICET 2IFEFHAR

—f&% : ST 5V —)LF UL (Rabeprazole Sodium)

{k2£44 * Monosodium (RS)-2-({[4- (3-methoxypropoxy) -3-
methylpyridin-2-ylJmethyl}sulfinyl) -1/7-
benzimidazolide

A7 CisHoNsNaOsS

SFE 0 381.42

% R BEE~HEAEDHRTH S,
KITHD TET P T8 =)L (99.5) ITEIT*
T,
0.0lmol/L/AKEEt.F b U o AFIRICIE T 5.
g% TH 5.
KB (1 —20) FFEEEERS 20,
EmBENRD 5N,

g

O—CHs

OJJ
N
\ / mossses
L

20. RV EDER
T I RFARRITER BT TRFET S &,

22. @&
(SRFS5Y'—)LUNagt 5 mg [JG])
10088 [1088 (PTP) x10. ¥ZMEAIAD]
(SRFSY'—)UNagg10mg [JG])
1008 [1088 (PTP) x10. ¥ZMEAIAD]
5008% [1088 (PTP) x50, Z/EHIA D]
10088 [7V 348 N, ERAIAD]
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