2

20254 3 HlEl (38
%1

20244 1 HEET (
BTE L BRRF
B (35

fif)
2

70 kYR TREH
SRTFSY—=ILF MUY LEE

BARERRIEES
872329

RES
BRTTRAIE

22200AMX00817000
2010#E11H

INTSJ=bFruuLgg 10mgrovK,

Sodium Rabeprazole Tablets 10mg [SANDOZ]

2. R (ROFJBHEICIRESULEBEWVNT L)

2.1 FRIDO B3I LIRBHREDBHERED & 5 B

¥ 2.2 Ve JEREEKRSFOEE [10.1 2]
3. HERE - MK
3.1 #8R%
Hr7E 44 FRT 5V —)LF b7 LEEIOmg [ K]
BRI 1$EHHE IRFTJ—LF U P LAI0mE
D-w> = hr—), Bt %YL, ERuFs SO
Elitilo—2, KEfREL FuFr ot
] O—2Z, AT7V VBT L, TFILELTO—

2, RO =R THZIVBEBIAT L, ZUtY) ViE
BT ATV, YL7. BibF¥ >, BEZZEHRk.
JIVF N ay

3.2 REIDMER

AR5t % SRFFV—)LF b7 L5EI0mg [H > K]
PR WEEDT 4 VLT —T 1 > 75 (BVESE)
# LS A
L

-

BEfE 6.8mm

AEE Es 3.3mm

HE 124mg

4. FEEXIFFHR
OBEBEE. TTEBER. UEEES. URtRERX.
Zollinger-EllisonfElREE. IFU'SAMBRIEERE. K
RE7 AU VRSRICHII 3B EEN E T ZEREED
BFEH
OTFERICBIFBIAUINTI— - EOU DRREDRED
BEE. TTEEREE. BMALTU /. SR/ W
WAEERRR, RHEEICHT 2ARERENEEERS. \U
NG I— - EOVURRER

5. REENIFRRICEHET HFE

GheE@)

5.1 RAIOBRES P EEICLHERZEBRT 52 EFHHDT,
EUYETRWIEEZEROSZRET AL (EMALTY &~
JSHE, RHIBEICN T A NRBEMIGERBICBIT AU aN
75— -0 OREOHEZR),

GEU' S AEBRIEIETVE)

5.2 EHBLEKEEREE LTHELTERE L., EROEME
BAERD &5 NRWIEEICIE. BYERMNAOERSEZ 515
7= DD B R IRBANDEEZ BT 5 &,

(BRE7 AU VEBRESRBICHITZBEENIE T ZIEESED

EFEHNED

5.3 I - BEOEBME O OIEHE T A > & ik
ELTwarBEEZRENRE L. BEFBICELCIZ. B
B3+ IR BB T 2R T 5 2 &

(NUONTI— - EOYU DREDEED

5.4 EITHBEMALTY VISEICN T AANY aINT % — - PO
) BRENVAE OB IIRESL L T WLz,

5.5 fEFEM M/ MR HEEBDRICN LTld. A RS 1 V%%
ZHL. N ANy — - 0 RERESEL s
IR O ABREIREZ

s

172 <

o

5.6 RHIRNEICN T 2 NEBIEEEZE DIHTIE. AV any
Z— - 0 REREIC K 2 BIEORENHI T 5 BE
IREZ LTz,

57 N)anNyy— - CuVBRERICHVAEIZIE, AU
NI — - DG TH 32 ERUNEEBREICZDA

JanNyy— - Eu)BRERTHDL I EEHERTH L,

6. FENURE

(BEEB. TZEEES. WEEHER. Zollinger-EllisonfEl®

i)

WH BAIEIANT SV —)LF MY a & LTIEIOmg %
1H1EROHRS T 54, HIRICE D 1E20mgZ 1 3 1EREO#%
54520 TED, B, BE. BEE. UEREETIE
SHME T, +EBEE CIIGAME TOHRE LT 5,

GERMERER)

RN
WHREEERDOBBEICB L TIX. BE. RAICIESANTS
V—)LF b7 L& LTIEIOMmgZE ] HIERZRO#ES T 555,
RIRICK O 1E20mg % |HIEREOHR G922 ENTE S, %
B, BE., SAEMETCOREET S, £/, 7abhrRY T
A ey —ICLBIBETHRAT S 55E. 1E10mg it
1E20mg#% 1 H2[E], &5 IC8EMREO#REGT 22 ENTE 2,
7272 L. 1E20mgl 2B 5 I3 EEOHBEEE2HT 5154
IR %,

- HERREE

¥ - BREZR0RTEREEEROMREEICB VLTI,
BE. BRAICIESIRTSS Y =)L+ hY 7L & LTLEIOmEZ
IHIERO®ST 5, £/2. TR VRYTA By =
L BBB TR D LB REREROMEREEICB T
& 1E10mg % | H2EHEOH 59 5 2 &N TE S,

GEUS AEBRIEETE)

BWE. RAICIESIARTSS Y =)L+ hY A& LTLEIOmgZ
IHIEREO®RE T 2, b, BE. A cCoREET 5.

(BAE7RAEV VRSEBICHIF3BEEX E T 2iEREED

BN
BWE. BRAIIEIARTSS Y —)LF hU L& LTlESmg#]
HIEREO®RET 525, R A5 0OHEIE1EI0mgE1H]
EREORETHENTE S,

NUONTI— - EOVUDRREDED

BHE. BAICIESIRNTS Y —)LF kYA ELTIEIOmE.
TEFTTY KM E LTLREIT50mg (Ffi)) RO 5
A0vA ¥ »EULTIER00mg (Fiffil) D37 % Rk 1H2[E.
7THEREOREST 5.
BB, 7ROV YU BRERCSCCEEEET A2
EMWTED, 7272 L. 1E400mg (F1ffi) 1H2[EZ ERET S,
Tary Ry ey — TEFTVVY VKM Y
FY2ARA Y OIFWEEICEBZA)ANTF— - O
DOBERBEI R OB AR, TNICRDBBEE LT, &
B, BAIIESART S5V —)LF M)A e LTLEIOmE. 7
EF TV KMYE LTLET750mg (Jiffi) BROA bu=
& =) & LT LE250mg D34 % [EF 1 H 20, 7THREREO
B59 %,



7. BENURZICEET 532

(BEB. TiERmES. WEENES. Zollinger-EllisonfElz

i)

7.1 WRPE L OIBE KR OHERNE - #I8E0BE&121E20mg %
IHIE#HET A5 ENTE 5,

GERMERIENR)

7.2 WRPE L WIBE KO FERE - #I8E0BE1C1E20meg %
IHIEE T 52 LA TES (FF - BRI HRE
EEROMIFEE., T bRy Y —IC K B IBE
THEATDLHE IR 720 TubrRy 1ok
Y — I XD RBECHRAT AL BEF I LIEI0mg i1
[E20mgZ 1 H2[E. &56ICSHMEREST 2541E. NWHERE
THRERERPBRL CWAEAWI E2HRT L L, &
B ARANE20mMgO | H2EHE S 1, WHREME CEEORSE
BEZERL-HEICRS [17.1.1 B8],

8. EEREANER

GgEtE)

8.1 AANDFE I, MPECRFHEEEICER L. EHMICIn
WHRIME - MBI EERITS ZEPEE LU,

(Big&B. TEEER. UaaR. EUSALBRIEER

fiE)

8.2 EMOEHZRELS O THVDO T, MHEEICIZALZWL
ZENEE L,

GERMERIER DR

8.3 ¥ - HMERVEITEESL O bR FA e
Y —IC X BIRBETHREAT S HBEIIH LT > EEL. A
K. HEFBEOBEDO R WVEBEIITOIZLORWE IR
L, -, BEEHIR. 72— VEEEIRSEOEFEE
OWENK S N ERREPRIICOZ DR T 258101
RERIIFELZ2EZET 5 &, 2B, HREERIERNIC
NRSERE 2 ERT 270 EBREZ T I ENEE L,

GEU' S AEBRIEIETVE)

8.4 MK VIR, BFEREOBYTIERSEVELASN
52 ¢ (1EMB-V2BN L) 2RO 2H/RET S5 &,
5B, ARORENEE. BEESOEEEES K MHOHEL
BEBICKAERZRKT S22 EDHHDT. NRERES
ICEDINEDEBTHEWT EZHERT A &,

9. KENHERZAIZEEICAATIER

9.1 BfHE - MEFEZEDHDEE

9.1.1 EYESEDEREEDH 5 EE

9.3 kel ERE
JFREZ B CIHEMEDRE N D 5.

9.5 Him
TR ASIEIR U C W B RTREM D & 5 RIS IHIGE OB R M
DElENEE EE S CHB SN ABRICOABRET ST &,
PIEE: (T v MEO400mg/kg. 7 U FEHE30mg/kg) T
BEE (v bTLEBE. VO FTHREOKTN., (LEE
) PHRESNTWD, Eloy Ty MIIRTFTI =T b
U4 (25mg/kg/H) . 7EF TV VKR (400mg/
kg/HLLE) RUOZ S5 2a<1 > (50mg/kg/HELE)
ELERFRARS LB T ETHRBREOELDIZRD S
nTtwns,

9.6 FA.m
BELOEREROBARBOEREZEE L. BAORE
Rz @Etd s &, BMER (T ) THITHAR
TIHEpMESN TV D,

9.7 INR
INREERRE U7 BRRRERIEER L Tz,

9.8 HinE
HLEBEREORIERDY & 6 b IS EIIRET 572 OEE
5T 5L, AEIEEE LTHETRBEIS NS A, S
ETRFHEMETLTVASZ &A%, BHER S5 DbN
HZENDH B,

10. #HE{EH

AR ORBICIIFRBEEEF 70— LP450 2C19

(CYP2C19) R U3A4 (CYP3A4) OBEAIRO LN TV 5,

[16.4 28]

F72. AFEIOBEESWANFEIERIC LD, HHRZERIO TN Z -

EXIZMH T B ED D5,

*10.1 HEZER HALBWLWI L)

T BEFRREN - 5B B - ERAT
JLEE Y VIEEBE) LY VIEBED R AR O E B S E fER
(z¥a25>h) RAzE5Te2BZnAlH LD, ENpHA LF
[2.2 2] Bo L. VLYY ViEERE
OIEAETRL, LY
vy olHFEESKTR
THIENDH D,

10.2 HAES HAICERISRIL)

ESCIES BRAREER - BB W7 - fElRET
VaAFYY HH T FE R O 1 HR I B A% b | AR 0 15 B 53 0D 61 4
AFNIDTXRY Y |BITDHIENDH D, & D, BWpHA EF

L. HEFEA ORI % 72
T 5.

FHTF A o 1 8 A | ARH o0 B B 5 Wi i (R
TIBBENNDH 5. &, BHpHA LA
L. HEFEH ORI % 0
FlTHBEND D5,
IKERE T L 3 =77 L | RA BRI 512 G (BF IR TH 2.

TV - KB~ J o | BIERARA . BIBRAIR S
2 LEFORIEEE | 1R % IR T P48 m i
FBEMR TEES 2N
Zh8%. 6%E T L71z&
D|ENH 5,

A M RMLFH— oM |EFIIAETH S,
BEVPERTHIENDH
%, GHEBOANLF
Y-+ ERE5ETHHA
13, —BERICAR 0K S
EHIET A L2 EET
5T,

A4+ Fary—)
TFI4F=T

FRNINVESTEN

1. EEA

WOBWERNH6bNBZENHHDOT. BEE2THITT
W BEDSRD SNGEICIIRE RIS 5% S@Et 0
B2{TH>l &
1.1 EXZEEA
M1 Yavyg BEERH), PFIT«45FY— BEEFRH)
11.1.2 SRR (BEEREE), SEFERIRE (SHEREE). M
AWRRA (0.1%K0) . SIMMAEE (SEEEAREH)
11.1.3 BUERFR (BHEEREE) . FFHEEEREE (0.1~ 5%A) .
BE (HEAN)
11.1.4 BEEMRR (0. 1%KiH)

FEEN W, WRREE, EORE (IREE) FrFDLN
HEEITIE, PP ICEXIREOMEZ E/ L. KBHIDK
GamitdsLebic, BIBERERILE VAIORSEDEY)
BRBEITH T Lo
11.1.5 KEEE (BHETRH)

HFEERLIEEMME (Toxic Epidermal Necrolysis :
TEN). BMHRAREMRE (Stevens-JohnsonfEMERf) . £
FEABEDNH 5DNDENDH 5.
11.1.6 SUERE GHEAH), BEUERX GHEARH)
B E (BUN, ZJL7F=0%) ICEET ST &,
1M.1.7 &F MUDLIIAE (BEEARHH)
11.1.8 HEfUBRRAARAE (AR RNEA)

e, B/ CKER. MHARCRFAIAF 7oy bR
A E T HEBBRBBEN H 5 bNb WD S,
11.1.9 RABE FHETH)
11.1.10 SEELIREE (BHEAHH)

AR, BETH. KRLHE. O, AL, BB, Bns
MHODONAHZZENDH B,



1.2 ZODEIER

(BEE. TZERER. WEHES. BRERER.
Zollinger-EllisonjElz8%. FUSAMBREENE. EAS
PAEU VERSBICHII3BEEX G T ZERERE DB R
i

0.1~ 5%k 0. 1% SRREANBA
BEE |35, mEE SRS
[t BmERES, B R nRED .
MR DN, PR\ S . U
B, Al |/SERED
JiFfi AST. ALT.|[#EVUILE YD
Al-P. y-GTP.| L#
LDH®D L&
EmE M LR i
WikE  [mR. . MR, B, | &%, B, BB

R, B | VY E. B b | KB (collagenous
[WPSEA 7z, 08, #|colitis. lymphocytic
BORIR. 8 |colitis)

HEWV, SDLD|HAE. FiE

& RA. UK

ERRER (B

BTI. N SERR.
BHET. 0o
bonh, £RY
i
Z DAt WaLvATu—|hTHEH, FE(BHOLS5DE, FEETE.

b RERER - (BERE. FEEHAR. &7 T=7
BUN®O EF, BBREE. LON|ME, K~ 7 xR DA
HIR. MHATSH\E, CKo LR |ME. ZHE(LAE

0

) BRI AL S T,
(NUONTI— - EOYU ORREOREED)

15. ZDMDFR

15.1 BRAREAICED < 1EFR

15.1.1 XAORBESFICREDOB AR ) - 72RO - L OW
EHH B

15.1.2 BIMC B 2EMOBEME T, 7o bR oA
LB — I K BRBICB W TCBHEREICE S RSB, F
MEET. BEETOY AZEMPSRESNTVS, &I,
EHAERURAR (1FM L) OmEEZI-E8ET. BiF
DY AT,

15.1.3 I BT 2 FEICAREE 2R E LI2BEHO BRI
BT, TRy TA Y —FBELLBEICBLT
JARARNYITL - T4 T4 VKB BEBELRDOY R 71
mrwEsnTns,

15.2 FEERFREHERICE D IEHR

15.2.1 T v bic5mg/kgbl £ 2FEMBEOHRE L7z BtERERIC
BWT, MTEICHLF ) A RORENH LN EDFRED
H5

15.2.2 B¥ER (5 v MEOHKS25mg/kgbl E) THIRIEE
BROMAY A OF 2 Y OBIIPRESNTNLEOT, [HH
27> TR MEEICIER T %o

15.2.3 v MNIEEETH BTV TS5V =)L (50mg/kg/H).
TEFT Y K (500mg/kg/H) ROV SY RAaw
A (160mg/kg/H) ZHRAKES L-HBET. BT
OBEMEOHEIRE &b ICRROFEEMHIOERARD 5N TV 5,

16. EYENRE

0.1~ 5% 0. 1% 16.1 MoERE
SBHE RE, BHE R IR
W T HRREE . R RES . 16.1.1 SNTSY—)LF MUDLBRIRS
VSEEA, ) > SIS RERAE TI220mg 2B T XIZBRICEORSG LR O
MRS BRI WEREBEICEY L BYBRESS X — ¥ OFHIEE FITR
FFE ALT. AST. y-GTP®»_EH |Al-P. LDH® L& 3—1) [16 2.1 %EB]
EERE g, [T 5 %°§."H9m€°_
Wi TH. BE. REER. B8 0Nk, BoT. 08 BERNRABE ORNBE/ ST X —5
. IR, BR. F R, K. ER. BKR N Crmax Tinax AUC
W . BECRRE, SR, BA (ng/mL) (hr) (ng - hr/mL)
TRUEE HBET 4374237 3.6%£0.9 937+617
EHER  |JEE BHE W a% 453+138 5.3£1.4 901 £544
Z0ht PR O L5 HESE. BEE. E0OLU (Mean+S.D., n=12)
T, B, BER. REL . R - : e
L e, mEe F7o. BERASFII5mg. IOmg; Egmgéﬁéﬁ?fﬁﬁh
R RmEY . s L7 (855HE) OEMHE AT AT I TOEDS

) RIBVEERIBBE I+ EBEEICBTIRTIV— LYY
Ly TEFTV) KHMRG T Z ) 207 A 2 r O3FIEEG D EGER
X COBRKRBN CMERERAEZ 2T,

12. [RRBRERBRICNETHE

(NUONTI— - OV DOBREDEED)

12.1 ANUONTI— - EOYUDBREHELDERE
TIRTFIIV—=LF NI TLEOTO bRy TS
T—oTEFTVIY KM, VT AuvA YU EORE
MEROA PO =Y — LOBARRBERTERZT
X BC-REMGHAEBROHE BRI ATTRESEN S 5 7
O, BC-RENTHABRICL2BREHEZTHIHEE. INnb
DERNOB G THRIBLIEDORETERT 2 ENEE L,

4. BRELEDER

14.1 ZERIRfIEFDER

14.1.1 PTPAZOHEAIZPTPY — F 2 S5H D H L TIRAT %
EHEETH &, PTPY— FOBEAICE D, BOLHALR
DEEREATIA L, FICIIZALEZBI L THBRAXAEDE
ELAMELZMHET LI ENDH 5.

14.1.2 KANIBBESETH O RAICH > Tk, BALZD.
W7z DETIC, OALLETEIOFRT A &,

DTH B
BEERABTFIc B 5 ARG (Smg, 10mg, 20mg) OiMEHhT <7
T/ =G b U LOEMENE ST A—Y

. 1 Crmax Tmax AUC (01 T2
il s (ng/mL) (hr) (ng - hr/mL) (hr)
Smg EM* | 146%56 | 3.0 (2.0-4.5) 23697 1.8%£0.9
PM* | 252455 | 2.5 (1.5-5.5) 585+137 4.2+0.5
10mg EM* | 383%£83 | 3.3 (2.0-5.0) 5394200 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) 994477 2.3x1.4
PM* | 8224232 | 3.3 (3.0-6.0) | 2331+663 3.7+0.3

(Mean=S.D., Tmaxl¥Median (Min-Max) , EM n=16, PM n=8)
MIFREEESREF b 20— 24P450 2C19 (CYP2C19) FEHAENL, TEHEGET
BEDaEsSNS,
EM (extensive metabolizer) : CYP2C19°1/°1. CYP2C19°1/2 1%
CYP2CI19°1/°3
PM (poor metabolizer) : CYP2C19°2/°2, CYP2C192/°3X 1%
CYP2C1973/73

16.1.2 3RS
BERABTICSRNTS Y —LF b U7 420mgH, 7EF
T2 LAMMTS0mE (i) ROZ T ARTA Y
400mg (/{fi) %1H2EI7EHRE (§t12E) RERKOEES L7
DT NF T —LF kU LOENEEST X — 7 IR
DEBYTHBY,



BRBABFICB B3FHARERSHEOMBEFRTRT T —)LF Y
LOFEMEIREIST X — %

Cmax Tmax AUCO*IZ T2

(ng/mL) (hr) (ng - hr/mL) (hr)
(Ei’[g) 5784293 | 3.0 (2.0-4.0) | 934+438 | 0.72+0.19

PM* + + +
G | 9138 | 3.0 (2.03.0) | 26004474 | 1.80£0.32
(Mean+S.D.)

MFRBIEER T b/ 1 —L4P450 2C19 (CYP2C19) RIAENL, TEEET
BIonEshs,
EM (extensive metabolizer) : CYP2C19°1/°1. CYP2C19°1/°231&
CYP2C19°1/'3
PM (poor metabolizer) : CYP2C19°2/°2, CYP2C192/°3X 1%
CYP2C19°3/'3
) ZRABERCHER BE. RAICEIRT I —LF bUTLEL
CTIEI0mg. 7EF ) KM E LCLET750mg (i) XU F
J2uvA & LTIE200mg (F1ffi) O3AIZ=RKICIH2E, 7HHE
BOBET 2, 8B, 77V AUA U3, RBEIEC CEERE
TEHIENTED, 72720, 1E400mg (Fiffi) 1H2EZ ERET S,

TH5B.

16.1.3 E£YFHREIEESER

SRTPSYV—ILF NUDLEEIOME [ K]
FSRTS—)F YT LHEIOmg (¥ R &8) Ty b
$I0mg#z. Z7aRxF—N—iEic kD FNENIE (ST
V—)LF b7 A10mg) BRI RRERIORS
LR REMABELZRE L. BoN/T-EMEHRE/ ST
A —% (AUC, Cumax) IZDWTIREHEXEEIC THETF
W &4T - 72458, log (0.8) ~log (1.25) O#HENTH Y,
WA DD ZH RS E SR S h iz,
SNT5—)F M7 LEEIOmg [ R #E58OMmEE
BB

(ng/mL)

350 N e S
—o— FNTF =) NI LEE10mg R

300 - —o— /N TyMElOmg

950 Mean£S.D., n=46

FERET — NN, D NEREE
— = Do
S o o
S S S

w1
>
T

o

4

0 2 6 8 10 12
P55 (hr)
EYIBIEE/S T X — %
AUCO*IZ Cmax AUCw MRT Tmax T1/2
(ng - hr/mL) | (ng/mL) | (ng - hr/mL)| (hr) | (hr) | (hr)
;’;j;i;;b 503.90 | 305.66 | 509.36 | 4.06 | 3.3 | 1.29
lomg [ o p) | F194.01 | £118.46| £192.82 |+1.18| £1.3|£0.71
JSUT v RgE | 491.81 | 292.77 | 496.70 | 4.23 | 3.7 | 1.21
10mg +197.55 | £123.95| +£199.71 | +1.10| £1.2|+0.55

(Mean=£S.D., n=46)
Jfllﬁﬁq:'(%fgiﬁ(ﬁKAUC‘ Cmax%@j\oﬁx“—yzi\ *&’5%%0)

BN, (RROFEEIE - BRESORBRERIC L > TRRZ ST
MDD 5
16.2 ORI
16.2.1 BEOFE
RERRR A B F1220mg & & T AT BRICROKR S L 72K,
BEREBETIREETREICH LU T’ 7TREEIET 2 & &
HICRIUCEAEZAERD 5TV SY, [16.1.1 B8]
16.4 X3
BRI ABFIZ10mg. 20mgzEO#H%ES LzRomEEFRoR
B, FICHEBRNLBTURBICEVER LFA T —T
WETH 5720 ZDOMICHREEESEF b7 0 —24P450 2C19
(CYP2C19) AR5 Bk X FIALRIGIC & 0 A42R% U 72 i A
FILE, 3A4 (CYP3A4) »BEET 5 ALK AERIBICED
R U7z RV MEDERD Sz 90, [10. B8]

16.5 HEtt
RFRRAE T1220mg 2 R OHK S Lzi5A . 552480 &
TIZRFIZITRT T —)LF M) T L ORBILEIIHBHEE N
T, REMITHDHIVRVBRIEROZ DTV 7 0 Biaeik
PIREEDR29~40%. A H 7Y — LVEEIAEEH13~19%
PRt s N7z,
16.7 EYHEEIER
HE (A XA ST7V ) THREEEEF M7 a—LP450
2C19 (CYP2C19) ~oR##HEEIC L VHEEERAPRD SN
TWBIYTEA, TLT 7YY (R-TLT 7)) I3t
LTIRT IV —)LF b Y7 LSEEL NS OEEH| O IR E
B 52 W EPFEEN TV S,
F- BE (S VTITV—L) THARBEBESETF N 7u—L4
P450 1A2 (CYPIA2) OFEIC X VHEEHADSREDSNT
WATAT 4 ) VI LTHIRSTY—)LF b LRI
MAEEICEEL2EZ W EPREENTNEY T,

17. ERIRAHE

17.1 BMERUR2EICET 5 HER

(BEE. TTERES. MEEES. WhRkRER)

17.1.1 —RERARSBR N U S 5R LB R

Bi&E. +HEBEE. UREEERAK OV EIREE %05
IC1H1E0mg X I320mg # #3457 — R R R B R O —EE
MRIEGEE (5 6~8EM) OBMEIETROEB DT
% %)8) *17)0

RHRER R

BiES 94.0% (189¢f3il/201 1)
+iEnEE 99.4% (159fl/160f)
R B R 90.9% (50f11/5541)
V& EES 83.3% (10%1/1241)

T/, MRAFERABRTEOBRERER 2 HRICIH]
[l10mg % 24:BHH% G L MERE (CEERIEHEER) (I
B 2NEREIEFFREILT8.6% (3361/42(5]) TdH -7,
BEREERCHEO T b YRy 71 e €y —iaBICiii
PEE) OB REREE 2R E LR E8RRDONHSIE
BICLDBWRITROEBY TH 700, [7.2 2]

1[8120mg 1[E10mg 1[8120mg

1H1[E 1H2[E 1H2[E

Sk 58.8% 78.4% 77.0%
(60f51,/102451) (80f5il,/102/51)) (77{51,/1001)

grade AU 65.1% 87.1% 79.5%
grade B¥* (56l/86f51) (741511/85(51) (66/83151)

grade CK U 25.0% 35.3% 64.7%
grade D (451/1661) (6f1/1751) (111/1741)

El) SARTTY—F YT AI0mg/H. TV ST —L30mg/H, #
R F5—)L20mg/ B % ST LL_E % 5% 1 RIS MR RE R
xufjﬁt“»x%iﬁ (Z2) 1Tk HEREE
BEEAEROCHEO 7O YR T4 e By —IBRICHET
HEE) DR RAER TR E U ERERES2ER S DR
FHEEICKD2IEEHEE (FRAE) TTROEBOTH-

7‘:21)\ 22)o

JEEFERORM =D
1[E10mg 1H1E | 1[E10mg 1H2[E | (95%EHEX )
Pfib)
5528 % D 44.8% 73.9% 29.1 (18.9, 39.3)
FEFFEE (73/163f1) (119/1614) P<0.001

a) 10mglH2E-10mgl H1[El, b) x2&E
F2) IS5V —)LF b Al0mg/H - 20mg/H. SV TS5V -
30mg/H., X5V —=N20mg/H. TV XFFY—)L20mg/H%8
B DB 55 1T RIBHUS MR REA I 5
GEU S A BRIEETIE)
17.1.2 —E5RHEEER
VS AMEBEEMIEZSRICIHIEIOMgZ &5 Lz —
EEMEERAE (RSHE  4E8E) 1I2B8T 50 ERD
SEAHRREREREIL, #nEN43.6% (44651/10141) .
55.4% (56%1/10141) Ta -7z,
BIfEAIZ. 10mg# 51026151261 (11.8%) IR 5N,
FEaRIERE. EM36 (2.9%) KOMEEE 2 (2.0%)
Td o8 ),



(RRAE7 AU VEBESRICHITZBEENIE T ZIEESED BEER

FISEHIAD) SEAOIERSR | Gp gy | TEE | g
17.1.3 “EERLEHER

et
EHE7 2 >~ (1H81mgXix100mg) DEHES % K
L. POBEENET_HRBEBOMIREET 2EESL
WRE L “EHEMEBEBOME. Kaplan-Meierikic &
O HERE U7 B 524 ER% 0 BEE X3+ HEBRE O REE
HERITEDEBY THoT
BIfEAIE. SRT TV —)LF MU 7 L8E10mgH 58 T15741
1461 (8.9%). Smgik 5B TIS6GIHRTHl (4.5%) 123D
57z, EZBWERIZI0mMgIR SR T TH &K EZ K20
(1.3%) . Smg#x 58 < TH3G] (1.9%). FFHHEEE 264
(1.3%) TH-o7>

TEF T VKA

FRT 5 =)L
F+ bYU T AL10mg
87.7% 83.3% 85.7%

288 (s7451/6501) | (4501/5481) | (1026/11961)

750mg (/1)
o) AuvA v
200mg (F71i)

TEFTT VKW E/H 89.7% 87.8% 89.0%
750mg (/1) (61151/68431) | (3641/41451) | (97411/1094)
AN Su b G
400mg (/1)

TRT =)
7 b7 410mg

1H1E5mg | 1H1E10mg xof )
(150%) (15141) (15141)
BRI Afl 201 3261
1 52458% O RIEFHH R 2.8% 1.4% 21.7%
(95%fE X ) (1.04, 7.17) | (0.35, 5.51) | (15.84, 29.27)
RRRICR g 25— RH 0.11 0.05 o
(95% {5 X ) (0.04, 0.31) | (0.01, 0.23)
P{ED) P<0.001 P<0.001 —

a) Kaplan-Meieri%lZ & 2. b) Log-rank BE. c) MEBiZT 7L/
> (1E50mg! H3m)

(%)

100 -8~ 1 H 1A 5mg
90 -o- 1 H 1[110ng
A X
80
70
ff:_ 60
i 50
7%%
o 40
30
20 4
10
0 5 Mmoo &
T T T
0 12 24
At Risk 5 B S ORI GE)
ITH1ME5ng 150 150 139
1H 1E10ng 151 151 142
i i 151 151 114

Kaplan-Meieri%IC & 2 &5 I3+ "IEHES5 O RIEERR

S5, HBE2ELE. ST T =) b T LSEERRK
S2EMMEHRE L-HE (REFTHRATOGEBE®RS).
Kaplan-Meieri%ic & O #7E U 7z B85 U E+ ZEBES O
REEHFERIL. 1HIESMET3.7% (95%E XM @ 1.53,
8.64). 1H1MEI0mMET2.2% (95%EHEXMH : 0.72, 6.75)
Tholze 2B, HE2ELIE, WHEFHIEITT TV —LF
MUY LASEIHIESMgIZIHIEIOMgICI V&2 Ty &k
S2EMRERR G L 722,

F/-, Fur Ry TA ey — (SUUTITI—)),
TEFTVYVKNMKROZ S ) 207 A Y D3FIFEEIC
KBANYVANT Y — - 0 ) OREIREPREINTH > 7o
Janyy— - vnUBtoBEE T+ ZEBEEORE
ERRELEENORE (SRXTFSY—LF UYL, TE
FIV)UAKMIROA Fu =Y — L] H2[E7HRBREO
#5) 1B ABRERIZ&Y (A61/60F]) HMESNTNED

18. E3pEIE
18.1 {ER#RF

TRTZ YV —)LF b7 LATER S WA O Bt E IS TUE R
(ANT7 27 IFNE) 12z, FTarrR 27 (HY, K-
ATPase) OSHEZEHi L CTRAFEZEEL. Bow%
WHEIT 5., SSICHESNBREEOREICIE. FICEA
BRI & DM DML D HVIE T IVY FF 1 & BIEEED
HEPEELTW2bDEEZOND, ZOM, TV FF
SR - TRREEPSEET 2 REL IS NS,

18.2 BEESNEITER
18.2.1 BERBMABFICB T 2T A MY VRREE T L, 1

H1E10mgi 5, 1H1E20mgk5TEbICRESHHN 5E
B MEIER 2R L, %518 BRO7HE OB RE DM
I3 H1E10mgiE 5 T72~76%. 90~96%. 1H1E20mg#k
5788~89%. 9% THBY I,

18.2.2 7 FHHEBERIERICB T AV TFILT A7) v

AMPRIBUC & 2 BEET W2 1% 9 2% (in vitro).

18.2.3 BHEAH>EBEERICBIA LAY IV, RUIAR

MU VRSB, T v MIBISERE R
e 2% I VRIBE BRI Uis A 2 IHIER 2R 932 30,
AXHBHNET Y MBI 5 EBSWIIFIEROEIEIX. f
O7u bRy THEAICHE LEL . MHRAA M) Yok
B30 )

18.3 BApHLEZF{ER

BEFEBRABTFICB T 2BANpHICH L. 1H1[ESmgi S, 1H
1E10mg# 5. 1H1ER20mgHkSE &b ICERH L FRIER%
AU B55H B 0248 ICpHAL L2 R 3 B O A 131

(BBBENETHEBERICBIFBDZANUINTII— - EOUD

FRE DR

17.1.4 ERERREER
AV ANy — - Eu ) BEOBEEN I+ ERBEDR
BEWNRE LENOBKRRE (IXTF7V—LF )Y
Ly TEFVVY KR F) 20<A 2> O1H2[ME
THRERO®RE) ICBI2BRERITROEBY TH S,
BIEAIZ. SRSV —LF b AI0mg. 7TEFT Y
> AKH#750mg (Fff). 750 2w A 2 >200mg (FI1)
512K 0. 12961704061 (31.0%) IC@RD SN, ExEIE
FIETRHIL66F] (12.4%). EKIEI3F] (10.1%) THo7z. F
72w SRTSV—)LF by L10mg. TEF TV VKA
#750mg (Sffi). 75 2a<A ¥ >400mg (Hffi) &5
12 &0 12305561 (44.7%) ([CBIERD D 5N, £
BITEFIETRI2660 (21.1%) #R(EL36] (10.6%). HKERE
1361 (10.6%) . BERETHI (5.7%) TdH 727,

H1ESmgH 5 DEM* T46%. PM*T63%. 1HI1E10mg
B DOEM*T58%. PM*T72%. 1HI1E20mg#5 DEM*T
61%. PM*T76%Td 5%,
MAFREEESRF v 70 —L4P450 2C19 (CYP2C19) FIRAI
3. FEEETFRIOSEE NS,
EM (extensive metabolizer) : CYP2C19'1/°1.
CYP2CI19'1/2XixCYP2C19'1/3
PM (poor metabolizer) : CYP2C192/2, CYP2C192/3
XIECYP2C193/3
18.4 H*. K*-ATPasefBZE{ER
Ty ERE L TR -HT. K-ATPaselcxf L, WL EE
ER A 7RS¥ (in vitro).
18.5 JUEBIER
Ty bEAW-BEEEREEDH S WITERBAERE (Fs
WA ML X, KRWERA ML R, WPHEER. AT 73
v HEB-IY ) —LVROT AEY V) 1T L, mLHiEE
TER® 2 W3 BRBREEERZ RS 9 0,



18.6 ERR

(NUONTI— - EOVURED#HED
FTEFVVYVKHMBERST S A0y, TEFVY
U VKR O A a4 — )L ED3FIFRBEICE T
TIRTFTY—)LF M) LOEENEEHNpHZE LRSS A
LIZED, TEFIV) KPR ZY AUu AT D
HEEEEZEDDEICHDHEEZHNDY,

18.7 BREIZIR

(NUONTI— - EOVREORED
AFARIZHANAYINT I — - YO BEREFILICE
W, BRAEBERICHTA7EXI VY VKIEZ 5 2
Ov A Y OBIHRAOEIE. TRTFT—=)LF MY T A
EIAAZ &K HEDRITZD 5174,

19. BIE T IEEZHFR

—RREEFR
FXRFFYJ—)LF b)) 7L (Rabeprazole Sodium)

==
Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylJmethyl}sulfinyl)-1H-
benzimidazolide

2F
CisHaN3NaOsS

nFE
381.42

527N
HE~HMERBDHMRTH 2,
KIHEDTEFR I TH /=L (99.5) 1EFPT L.
0.0lmol/L/KE&Mt.F b ) 7 AFIKICIET 5.
g TH %,
KB (1-20) I3RS 50,
TEmBENERD 5N 5,

{E2EER
0O—CH;
H;C 6]
N\ RO R
[:j:&ks% N

20. BURL EDFR
20.1 PTPREIZ 7L ISR, N T AR IIFRE. BKZ
BT TRET B &

22. @&
1008% [108% (PTP) Xx10.
1005 [NF. FEAIAD]
1408% [148% (PTP) x10.
500%% [108E (PTP) x50,
7008% [148¢ (PTP) %50,

FIRAIAD ]

FIFAIAD]
FIFAIAD]
FEIRAIAD ]
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