* % 20264F 7 AT (56 6 i) HAZEEm D EES

#2025 7 AStET (B8 5 hi) 872329
B | BRRE AiRES HRFERasG
BYMHAR - 34 #E 5 mg | 30200AMX00248000 | 20204 6 H
#E10mg | 22200AMX00667000 | 2010411 H

7OV KRY TEES
SRTSV=ILF bUDLEE

5/\“7°3‘}“—JbNaﬁ5mg JG)
FINT Y —)VNasi 10mg JG)

Rabeprazole Na Tablets

b i)~ [S=NEER
2. 2R (:A@%%Iuli?z—ﬁlﬂ&b\v_t) l;?_fﬂ’ ;ﬁﬁfﬁgfgi‘g@fg@ RIERRLTCE, FRE
2.1 &H| 120 UBBEEDBHER O H 5 BE (ANUTANTI— - EOYU OBREOREE)
2.2 })l/l:l: ‘) /ﬁ@f%&EfﬂP@%% [10.1 2H] 5.4 EFHEMALTY > SIEIC T 5~ 287 5 — - P01 &
s EIGEOAZNIEITHETL L TR0,
iaﬁﬁ{&“ 5.5 SN MRRAEIC R LTIE, #A R4 Y S25E L,
2 __ ANYINT Y — - Oy RERESSEY) &S A ERICO
o i AR HRERERITY &,
D-v>= k=, Btz 7%V 74, @t 5.6 EHIBREICNT 2 WRENRZERE DM, AV any
Lu—2Z, e RaFyFoitio—2, ¥ — 0 BEREICE A BEORENEICNT 2B EIX
o o Z‘y)bxua—xmlwyﬁzh {%Em{gt Fmﬁ“— YL LT,
IRT I —VHE IRTIV—L|yTuiltilu—A, AF7) VBT %
Na$t5mglJGl|F U4 5.0mg |¥VA, TFLELO—R, EFOAT—2 57 ANV anNyy— - En Y BERERICHVWAEICIE. AYan
7Y VBIAT by T k) SRR AT 75— ) pBETHSEI ERVAREREICIDAY O
j@%{t”/‘ BEZ Rk ALY NP5 PO BRI b A HEE D o
Vox ik saviine s 6. FERURE
A ?;;‘ ;;;ﬁg“/zkx{%%ﬁéigj (BilS. +i5AES. WEENAS. Zollinger-EllisonfElZ2E)
;aﬁlo?ngUGJ A 170.0mg Shn. TFNERO_. EFAATR B Ekj\mi—]/\\jjj\y—)lff hUTALELT] EOmgE
THNBIAT L, 7)) BT AT IHIERO®RES 225, RRICED 1E20mgz 1 H 1 [El#F
oy BALT 5 v\ HEZZRIEH LT O%5952ENTES, 2B, BE. BEE. WETEBET
. AL i 8EME T, +IBRE T 6 M E TOREE T B,
3.2 SAIDHER GERIEREY)
[ @ - A S - ka«é ) R v
- H R A DREIT BT, . RIS KPS
7179/ M pEomE7 &) . @ 77 AFRUPLELT I ElomgE | H | BEOEET 54, fik
[EXE [ I2&D 1[E20mg% 1 H1EREOREGT A ENTE S, 58,
> 7mm 2. 7mm 67mg B, SHEEETORGET S, £z, Tubr Ry TS ree
i 5 —I2 & BEECHREA+S LA, 1 E10mgXid 1 F20mg
S NT S| RO 4 . . @ " % 1H2ME. S50 8;@?%[@%?5*@3‘?%5 7 L.
Naftlomg[JG)\ 3 =71 > 75t = 10je 1 [E20mg 1 H 2 @53 EEOKBEELET 5HEIR.
6.7mm 37mm 132mg - MERPRRIE
" - FREROETHREEEROMERREICBL TR
- FRER(3THR . ﬁj‘zJ\L:Lﬁ«“f—ay“—»%ru#mat,flliuomgtrl
OBEE. TTEEER. MEEES. ERERENR, Zollinger- HlEEORE5T 5, £/, TO YRS TA Py —
EllisonfElREE. JEUS AMBRIEETE. EEE7AEUY BB T ER S A B A OEREEICB W T i\ 1
BEFICHIT3BEEX G+ ZEREEDBEFEINE [@10mg% 1 H 2 EE 25952 N TE 5,
OTFRICBIFBRAUINTI— - OV DREDHFED GEU'S A BB
BE%. TTEBEESE. BMALTU VNE, SE /IR BE. RAICIESIRFS Y —LF bY L E LT EIOmg
DIE, FRBECHT SHRENRER. NUINTT— 1B 1 EROEET 5. o5, B 4EHECORS5ET 5,
B0 RREY (BERE7ZEU VRSELSD3EEER G+ HBEB0E
5. MHERIIHRICEHET BEE S
GhEetE) BWHE. RAICIESIARTSY—LF h) A ELTLES5mgs
5.1 KEIOBEFEEIC L AERAEHRT A EAHIOT, & 1 H1EREOKREST 55, DRATTOEE ] EI0mgE 1

E’Cl‘;bn_c‘:%:ﬁﬁu D> A4%k54 %52 & (EMALTY >/, B 1 EREORET S5 ENTE 5,

SHIEEICNT 5 NREREREICBY A INT 5 — NUINTF— - EDU OIREDHED)

Yoy OREOREEIZRS ). WH BAICEIRT IV —)LF b UL E LT EI0mg.
GEU'S A B EEERE) TEFTY) KM E LT LET0mg (Fffi) BT TR
5.2 5 2 Ak BR S LCHRERR L. EROUEER B4 ¥ > & LT 1 E200mg (1) o 37% R 1 H 2,

BRO 5N ZVIFEIE, BERMNORESEZ 5N 570 7HEREORST 2.

OB IABEADLEE 2 ST 52 & BB, 7)) AuvA T IE, REIGSCTCEEEET S L
(ERE7ZEU VESEICHT2BEE T EBEE0E BTEBo 7272L. 11E400mg (Ofll) 1H2E% LRET 5.

SN TR VYR T oY — TEFT V) VKRR O T T

5.3 1Ml - EROERMEIO: 0 EHRT A > 2 #ES YAOTVA YYD IEMEIEBAY INY S — - ) Ok




EIRBEP AR OBE . TR ZEEE LT, BHE. K
NZWEFIRTZ—=LF b7 AL LT 1 EIOME. 7TEFT
U KR E LT L E750mg (Ffff]) RUA ha=FY - &
LT 1 [E250mgo 3#IZ R C 1 H 2 [, 7 BEROHS5T 5,

7. BENURECEET 2R

(BiE%. TZiERER. WSER&ER. Zollinger-EllisonfE(RE:)

7.1 R E L WA R OB - #8054 1 F20mgz
IHIEEE T2 ENTES,

GERERIER)

7.2 ERAPE L W BARUERE - #ia%E05 410 1 [H20mg%x
lHIEHET AN TES (FHF - BREE0E TR
BEROMFEE, Tu bR TFA ey — I K BRET
MERTD RGBSR ). £/oo 7O R YRY A EY —
Ik BIEETHRAT S22 BHEICH L 1 [E10mg¥id 1 E20mg
Z1H2ME, 35128 EMIKET 25813, NREME TRtk
BEXPBEL TV AW EEZHERT AL, B, AH 1 [H
20mgod 1 H 2 [Bl#%513, WHRFEME CEEOMBEEE = iR
L7581 R2 [17.1.1 28],

8. EELEAIER

GhEEHE)

8.1 RAID#KEHITIE, MAEBGCHHEREICER L. EHAICIMmK
FRRE - MEE(LEREZITO CENEE LW,

* %8.2 AHORBEICLIVEY /AT AMENH DML &

WdHHDOT, Kz EHEES T A3, EHMICIIF~ 7%
VLABERZHET S L, [11.1.11 ]

(BER. TTEEES. USIREER. FUSALERIEETRIE)

8.3 EHOEARKENS T TR VWD T, #MEEERICIZAVEZNLS
ENEFE L,

GERMERER DHIFEE)

8.4 ¥  HMERVETEEL O Ry IA o EY —I1
L BIBRBETCHRATDREBBFITH LTI EE L, Ak, #H
BEORBEOLRVWEBHEITIZEDEVWEIEET LI E, £
7ov BEHIR. 7L 3 — ) LVEEHIREOEEZBOWNENIR S
N ERRREPEIICO - 0T 21556 1IIRE T REE %
EZEERTDHI L, oB. MERRERERIIEHNICARGEEE = EiE
THREBEZTDITIZENLEE LU,

GEU' S AEBRIEETRE)

8.5 MRZICK DL, FREFOBETERPBEVERLASNS
Z& (1EMB-V2HLE) 2HROIZARETHIE, 2
By KB OHREPEE. BEEEOENEEE X OMHOHELERE
BICEAERZEBRIT A2 ENHHDOT, WEEREZICKD
INGDBEEBTHRWI EZERT A &,

9. HEDERZAIDIEEICHI IR

9.1 &HE - BIIEEDH 2 EE

9.1.1 EMBSEDIEEDH 2 EE

9.3 FripEREEEE
A B E CHERMEOREN H 5.

9.5 1w
TR LR LT W A AT O & 5 2012 IKIRIE OB RS
febEttz LE2 EHE SN 2BEICOARETH L. BYE
B (T v MEO400mg/kg. 7Y FERE3OME/kg) THREEE
(7w FTILBEE, 7Y FTHREOEKT., LBIEE) Ml
ENTWB, 720 T NIRRT IV —=)LF b UL (25mg/
kg/H). 7EFT L) KM (400mg/kg/HELE) RU7 5
Jz2u~vA vy (50mg/kg/BELE) % 4ERMFRBES LR
BT, MTHRBREOE(LISREDOSNT VS,

9.6 1Z5Liw
BE LOAERERUBAREOEREEZER L. HAORGEX
BHIEZ T 5 2 & BIER (T ) THHFARITT
HTEMBEENTVL S,

9.7 INE
NREZNRE U7z BRFHERIIER L Tk,
9.8 Sl

HILEEREORIER D & 5 b 7B EIRET 572 EEEIC
BE5IHI & FAIBEEL LTHETRE SN SN, afET
EHFREMET LTS 2 XL, BIfFfP o bS &
DHo.

10. #EE{ER
AHEIORBNCIIFFREEERE T 7 10— AP450 2C19 (CYP2C19)
T U3A4 (CYP3A4) OBESNED LN TS, [16.4 %]
F7-. AFOBESWINEIERIC & D, HEEEF O IR % 2
RIZMET 5 &N DB

10.1 HEAZZE (HALBWLWI L)

HE LS B RAER - $EE S E W - fEAET
VLB VIEBRIE| ) L E YY) VIERIEOIER % | KA O BB S WAIHITERICED,
(zvas>h) WETHBENNDH 5. BEWpHA LR L. VLEEY
[2.2 5] VIEBEOIRAE R L, YL

Yey yolfEESMETT 5
ZEWH B,

10.2 HAER HAISERTS L)

B B HRIER - B B - fEEET
D= HFER O MAPRES RS | AHOBEE S W HIERICLD,
AFVNYTFRYY | BTENDH B HWpHA L5 L. #HEEA O

INERHET %o
A bFary—)v HEFFEHOMAEESE TS | ARE O BB BIIHERICKD,
FI4F=T HBENNDH B, BHWNpHA L& L. HFEA O

REMHT 2B END D5,
HFIIRHTH 2,

KEALT L I= L
TN - KB~ T %
T LERDOHIBRA

RN-IERE A N 3=
BEARFE. HIERAI% S | BRI
R A C P A R A AR
HEPSZNZN8%. 6%
TLLo®ENH 5.

A N b UFY— hOMmAEE
BEARTHZENH B, EH
BOXMMLFY - 2HE
ERCE o> N1l N1 1)
BE5EFIET AL EERT
5T &,

AR RLFT—F BFIITATH 5.

1. 8MERA
WORWERANH 6bND I EDHHDT. BIEE+HFITITV.
BENROSNIZBEICIIREEZHIET 274 EWEY) 2 0B 21T
P Rup

1.1 EXIGEWER

MN.1.1 vavd BHEARH). PFIT«S5FI— (BHEREH)

1.1.2 RIMERRES (BEEEAEA). SERAIRE (CSHEAH). M
WRiRiA (0.19%A) . SIS (5EERER)

11.1.3 BIERFR (BEEARHEA). BFEEREREE (0.1~ 5 %K), &
B (BEEAH)

11.1.4 RAEEMERR (0. 19%KH)
FEE WM, WIRREE, MEORE (1REE) ErRvsoni
BEICE, B2 ICHBXKREOREEZER L. KFOKE%
FIET 2 & &b, BIBREEARILVE VHIORSSOMY) 2 LE
DT &

11.1.5 REEE (BHEAH)
FREEREZEIEMMAE (Toxic Epidermal Necrolysis:TEN),
B RS RERRAEMR Y (Stevens-JohnsonfEMREE) . ZALREE S
HobhdB VD5,

11.1.6 SHEEE GEEAH). MEMER EEARH)
BHfERE (BUN, ZL7F=0%) CEBETAHI L,

M.1.7 &F MUDLIMGE (BEEREA)

11.1.8 HEREARIRRAE (SHEEANEA)
e, B CKER, mMHARURHPIA oy L%
R ET 2BNBBEN S5 bNE I ED D5,

11.1.9 |RAEE BHEAH)

11.1.10 SEELIREE (BEEEARHA)
AR, BETEH. KEYHE. R, RL. EE BUESHy
HobhdZENDB,

* %111 1M BT RYDLME BEETE)

FAORMKSICED, QTER, BE, LUNEZHEI KT
TRV LMENDSDND I ENDH B, Tz KT
LMEICEER U 7R AV > AMFE. R 7 A MES O B
BREZHEIGEPH L. INOOEREREVPEDONSER
Ma bbb HEICE, P~ 72T LBEORIEEZITV,
REVPROSNIHEZ, 73T LOMTEDEY 2 LE
ZT5 2 &, [8.2 5]



& %k

11.2 Z0thDEIER

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

0.1~ 5 %Ki 0. 1% SEEERE
BBE FE . RIER HFRZ
i BBk Bk | 7R R, o R
P, EFEEERIEZ . EI| 2. Y 2 SEED
e AST. ALT. Al-P. [V LE>ODLFR
v-GTP. LDH® k5
BB MmEEF iz
R, TR, BRI | R, R, o D AE. SR IEM, BEMEEN
fe B MRS, O %E Bbzh, 08, & KB % (collagenous
& 5 colitis. lymphocytic
colitis)
B HEVL, H5OF, KR | TAR. B
, - VOGRS ) HIEESERR, 48
R AEF, OobDOn, %
e
BIALATE—L - DT HE, FE BRE | Bob 5O, Bk,
Z DAy HERERF - BUND E& | F2h, HEIE, LONE, |HiE, &7 v E=7
EAR. MHTSHEN |CKO & MiE, ZHEALAE

) FEHHE SRS RAEE & .

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

(ANUANTI— - EOUOKREDHE) SEe o) o (o )
0.1~ 5%kt 0. 1%F:1 AT 437+237 3.6%0.9 937+617
SBBUE RE. BRZ SREER Bk 453+138 5.3+1.4 901+544
H Ik IFERERIE 2. FHERED. U o% (Mean%S.D., n=12)
3 “‘n /J\‘ 1] > /{’ ‘i% N 7N ‘u
itk N RE R F72. BERASTICSmg. 10mg. 20mg# iR T T RER
T ALT. AST. y-GTPDER AP, LDHO ER LK (#55HE) OEMFHERNRTIA—FIILITOEBD
TER A BiE, MFE LA THBY,
T, (B, EER. WA, B|08. OMk B0, OB o
L MR, B, F. S4. B[Eg BEK. BARE. B BEBABFICBT 2 KERSE (5mg. 10mg. 20mg) OMiEHFI XTS5 — )L )
BRI, BERUR ~ U LDOIEIEREIIT A -5
it | BHE L = 551 Crnax tmax AUC (0 ti
AR O R FAEFE., BRE. F0 LU, BoR | =Rn (ng/mL) (hr) (ng-hr/mL) (hr)
s, BAR. BE LR RO . EM* 146456 3.0 (2.0-4.5) 236+97 1.8+0.9
zof U O, RO 5. R M8 Tpmr | 250455 [ 2.5 (1.55.5) | 585+137 4.250.5
TR lomg EM* 383+83 3.3 (2.0-5.0) 539200 1.5+0.4
) RBEEREEE NI EBREICBIAIRT T — LT UL, TE PM* 509+64 2.8 (2.0-4.5) 12304200 3.8+0.3
F2 U VKRBT 7Y AT A ¥ D 3G ORI E TOMWMKIRE somg EM* 654348 | 4.0 (2.5-8.0) 994+477 2.3*1.4
ROBERTE AT R a . & [Tpme 822+232 3.3 (3.06.0) | 2331+663 3.7%0.3

12. ERAFREERBRICKRIFTRE
(AU ONTI— - OV DOREDHED)
121 AUINTI— - EOVUDREHELDFE
SRS = LF I LEOTO MRy T ey —%
FTEFIVY VKM, 75 2uvA ¥ EOREME R D
A MEZFY = VORAFPEREKTER TR, "C-REFR
HREEOHESBIEMEIC L 2R REEN B 5 72D, BC-REMRR
BIC K AREHERTOEEIE. Tho0EROBREKTHR 4
EDEORETEMT 2 ENEE LU,

4. BRHLOER

14.1 FRIZAHROER

14.1.1 PTPEZEOEANIPTPY — b2 SBO H L CTRAT % £
SIEHT 2T L. PTPY — FORMRKICK D, BOSANIRIE
MBEARIA L, BICEEFLEB I L THBRRAEOEE 2 &6
EEHRTHEND 5.

14.1.2 RANGBESETH O RAICH > TE BWAZZD, B
WD HEFIL, DAL ETLSERT ST &

15. ZDMDFE

15.1 BRARERICE D < &R

15.1.1 AFORHESEFICREDOE R — 72RO L OHE
WH5o

15.1.2 B B 2 EHROBEMIEE T, Ta bRy e
EH —IC X BBBICBWTEHEREICHES RESTET. TR
BT, BHEEHTOY XA 7BIIPRESN TV S, KT, AR
ROEMSM (1FMLE) onEEsZ8ET. B0y 2
AL 72,

15.1.3 BB 2 EICAREEZWNRE L EROBEE
T, Tu bRy ey —2BE5LZEEICBWTIO
ARYIIL T T4 VIS EBEBREGRED ) X7 EBINSH
HEashtws,

(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 IKFPIT750mg (7). RO*Z7 59 2a~<xA ¥ >»400mg
(i) #1H2ME7HB (§F120E) KEZOBRS LEDO S
RTFT=VF M) T LDOEYEREISNT XA = IZDFRDEBD
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 [|]750mg (/i) "7 F) 2u~vA &L T1HE
200mg (A © 37 &FECH2E, 7HEEDR
53 5%, B, 77 AuvA T oE. BREIZSUTHE
BB T A 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—=FICLDZNZEN]1EE (SXTFTV—=)LF YT
LELT5mg) BERABRTFOAICHEERBZEORS LTI
RIS T =)L b7 LR URBET Z2HE Lz, 5
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
90
80
70
60
50
40
30
20 5
10
I e — B

FeH e

BERmY» 5 OHE (E)

150 150
151 151
151 151

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 BEELI T+ ZHBBEEO REEHREIL. 1
H1E5mgT3.7% (95% X M~: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 H 1 EI0mgIctI DX T mAS2EMMGRS Lz,
(BEBXFTEBEBICBIIZAVINTII— - OV DR
E DR
17.1.4 EABSKRGER
AV ANy — - o) BEOEBE I+ EREEOBE
EXRE LENOBKRRE (FXTITV—LF  ITL T
EFTVV VKK T AU AT O 1 H2ET7HBE
REOKRE) KBTI SBRERIITROEBDTH S,
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

At Risk
1 H1[E5mg
1 H 1[E10mg
AR

139
142
114

SV —)F b L10mg. TEF YT VKHIMTS0mg (11
ffi). 75V Aa<A > 400mg (F1Mf) #5512k 0. 1236+
5561 (44.7%) CEBITER A ER® & . F 7z BIFE R & T #2661
(21.1%). BRIEL3MI (10.6%). BRE FRHI36 (10.6%). M
76 (5.7%) TH-o7=0-5),

" ) BE REE
EHAD | EBSR E% | mEE [oamen] &
SRT5 LT M L10mg
A 87.7% 83.3% 85.7%
TEES S ARINTS0me V)| 2B | (57 sy | (asfil/sa) | (10260/11981)

2592042 >200mg (F11if)

FIRTFV—=)F 7 L10mg

0, 0, 9
FEFL L AKAITS0mg () 89.7% 87.8% 89.0%

2EVB | (6 11/681) | (36f1/4161) | (9761/10961)

25) 20742 400mg (F11if)

nB. WHTIbAEANY IRy — - Pu Y Ekos -+

BBEEEICHT 2REOBKRES BV, HREED

BEMELNT WA,

F3) BEANOKEE, ROKRESHBIETEOEBYTHY.,
ENOERZEREROCHBEZEL 5,
SNTS5V—)LF U LELTIENME. 7EFV Y
Y KR E LT 1 [E1000mg (F1ff) ROZ 5V Aa<
A &L T1E500mg (/1) ©3AFI%1H2[ME., 7
HERRO®RS

F/, o brRYTFA v EY— (SYVTTI—)), T

EFTVYUKIMIRO Y S) A0vA YD 3FHBEICLS

ANYaANTE— -0 OREIREBEPARINTH > 7z~ aN

75— - V) BHEOBBRENE T EREEOEE LR E

L7-ENO#S (SRS —)LF UL, TEFIIY Y

KR OA hu=4y—) Lo 1 H 207 BEEO®RS) 2B

B RERIZ82% (4961/6061) LIMESNTWLBY),

18. EIEIE

18.1 {ERR
FIART TV —=)LF b U7 LIS IS AL O B SR T IS MR
(ANVT7 273 RIK) 1z, 7a bR T (HL K-
ATPase) OSHEZ B L TBREEZHE L. BoWwEIH
3—530)0

18.2 BESWBINFEIVER

18.2.1 B AEFICBITAH A MY VREE ISR L. 1H
1 \10mg#5. 1 H 1E20mgkE T bIcHEHD 5 EH
ZMEHERAEZR L. %5 1 HERVO 7 HEOBRSWEDRAD R
&1 H 1 [E10mgk5 T72~76%. 90~9%6%. 1 H 1 [E20mg#5
T88~89%. 9% TH 53N 32,

18.2.2 VU FHHBBRERICBI A T7FILTA T ) v
AMPHRIEIC X 2 BEE W A2 IEI4 2% (n vitro) .

18.2.3 BHEBAOBEEBERIIBI 2Ry IV, RUFHAL
U UHIEBE R, LTy MIBUISERBE®RS WL
AH I VREB BRI USRI 2 HIER 2R 3%,
AXHBWVIET Y MIBU2BBPINGEERORIE X, fho
a bRy FHERNCHEB LEL ., MMHRATA MY >0 LRI
/}\7;1{333),36)0

18.3 BApHLE1ER
BERBEABFICBIT28ApHIC L. 1 H1ES5mgi5. 1H
1 [E10mgH 5. 1 H 1 [E20mgiE T &b ICERZ EFERA%
~Us 85 5 HEOURERFICpHAL, B2 R T R OEI&1E 1 B
1 [E] 5 mg# 5 DEM* T46%. PM*T63%. 1 H 1 [E10mgH5
DEM*T58%. PM*T72%. 1 H 1 E20mgt 5 DEM* T61%.
PM*T76%T& %%,

MAFRBETEEZRF b7 0 —2L4P450 2C19 (CYP2C19) FIEAUIL.
TEECRFHEIDSHSN S,
EM (extensive metabolizer): CYP2C19*1/*1. CYP2C19*1/*2
NIXCYP2C19*1/*3
PM (poor metabolizer): CYP2C19*2/*2, CYP2C19*2/*3
NIZCYP2C19*3/*3

18.4 H'. K*-ATPasefEB=E{EH
T ERE L D FHE L /-H K-ATPaselcxt L. 5L EHEER
9% (in vitro) .

18.5 FUEEIEA
Ty NEAWLEEERBEED S VWIIEREMERE (Fihh
HA ML, KBIEA MLV A, WIFHESR. X773, &
B-T% ) —VREOTAE) V) IR L. BOILEEERH 5



DI ERER A B R 2R 9. 0,

18.6 {EFRH%R

(NUIONT 99— - EOVREDHED)
TEFTVI)VKNMIROY 7 S) Aav ATy, TEFITY
VKR O A ba =y — L&D 3FIFFRABEICBIFS I
TS5V —LF )T LADERENIENpHE FRESEH I EICE
D, TEFTV VKRG S5 20<A ¥ rOREEE
EEOLHIEICHBHEEZHNDHY,

18.7 BREFIR

(NUONTI— - EOVRE OB
AFFRIZHAVEZAY AN Y — - O BERETILICB N
T, BRABBICNT A 7EFT VY ke 2S5 ) 2u~
£ VD2BBAOMRIE. TIRTSV—)ILF MU LEIZ
BT LICkD. HEBWRPRD SN,

19. BMESICEEY 2EBERHER
—#4 1 IS IV —)F 7L (Rabeprazole Sodium)
{E2£45 * Monosodium (RS) -2-({[4- (3-methoxypropoxy) -3-
methylpyridin-2-ylJmethyl}sulfinyl) -1/7-

benzimidazolide
373 - CisHoN3NaOsS
518 381.42

=0
% R EE~HEAGOHEKRTH S,
IKICHBD THETRT L, T4 —)L (99.5) ICIETS
ERR
0.0Ilmol/L/KE&(tF bV 7 LFIRICIBT %,
WEETH 5.
KIEH (1 —=20) EHEEMHEEZRE 20,
EREZEFRDONS,

O—CH:

e OJJ

Na
N
\ / mossses
Lo

20. EURWV EDEER
T I RHERITER 2B TRET 5 &

22. @&
(SRTFSY'—)UNagE 5mg [JG])
1008% (1088 (PTP) x10. $ZEAIAD]
(SRTFSY'—)UNagg10mg [JG])
1008 (1088 (PTP) x10. #Z/EAIAD]
5008 [108E (PTP) x50, BZIEHIAD]
10088 [TV 3I%, NT, EEAIAD]
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