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ALT5 RS T
F) FE—EMSEOMSBICLVERT LI L

2. BB (ROFJBEICEFHERSLREVI L)
2.1 KRIORIIIN UBBEIEOBHEE D & 2 B
2.2 7YY FULRBE, VLYY VEREERSHO

BE [10.1 2E]

3. #ERY - IR

3.1 $HAE
B TRT T = F b LEENmg [ F]
B SY §EHHB 9~"77J—LF LYY LA20mg

D-v>=bt—, Bt~ % ¥4, b RauFv 7o
Eiltro—2, KE#EEL Fu:>FauiltiL
H—Z, AT7V VBT L, TFILELO—
2, 7O A0 -7 VBIZATL, 7))t VHE
BT X7, ZLr., BibFs . BE="Fk.
FILFroNary

RINA

3.2 BHEIDMER

Hr7e 44 FRT 5V —)LF b7 LEE20mg [ K]
PR WEEDT A VAT —TF 1 v 75E (BTEE)
ES = (B
" =
BEfE 7.2mm
ARES B 3.4mm
HE 147mg
4. MEEXIFRIR
BEEB. TZTEBEE. EHMES. BRAKRENR.

Zollinger-EllisonsEf=EE

5. MEEXFHHRICEHET BiFR
FRIDOHREDP BRI L DERZERT L2 EVPHZHDT, &
HTHWT EZERD S ARG T HT L,

6. RIENURE

(BEE. TZERES. WEEER. Zollinger-EllisonfiEfl&

iz )
WE. RACETIRT TV =)L)+ vy LE LTIEIOmg%
1H1EREO#RES 9 525, HwRICK D 1EI20mg % 1 H 1 [EREO#
EgpzenTcEs. nB. BE. BEE WATEECIE
SHME T, +ZEBEE CIIORAME TOHRE LT %,

GERERER)
WHREEEROBBICBLTIZ, BE. BAILRZIRTS
V= MU L& LTIEIOmg® | HIEREO#R S 9 2 55,
FFIRICE D 1ER20mg = | HIEEA®RE T 5 ENTE S, &
B, B¥. SAME TO®REET B, 2. TR MYERYT
4 ey — Il X BB THRAT G E, 1E10mgXiE
1EI20mg#x 1 H2[E, =5 IC8EBREAORE TSI ENTE S,
7272 L. 1E20mgl A2EHEIZEEOMBIEELZH T 2158
IR %

7. BENRUBREZICEEY 238

(B85, TEma%. WEEhER. Zollinger-EllisonfElx

B

7.1 FWRPE L WIS KO EFRE - #I8E0BE1C1E20meg %
IHIE®E 952 EMNTE %,

ERERER)

7.2 TR E L WIHBEROESENE - #6105 5121 E20mg 2
I1HIERES S 22N TE 2 (B3 - B2 DRI
BEROMRFEE, 70 bR A ey —IC X288
THRAT D EHEIRL) . $/2, Tubry Ry 71k
U —IZ K 2B TR 7372 B3I U1E10mg Xid1
[20mgz 1 H2[E & 5ICGHEEHRES T 55 a1, NWRHERE
THREEERPBEEL TV ARV EEHRT AL, &
B FANER20mMgD]1 H2ER G 13, WHRERE CEE DR
BELHIALIGEICRS [17.1.1 ],

8. EEREANIR

GHEETE)

8.1 ARAIDHFSHICIE, MEEPIFHEEITER L. EHAICH
AR - MRAE(LERRE 21T S EAET LU,

(BEB. T—ERa5. Wathias)

8.2 RGNS+ THVLOT, MRFEEICIZAV W
ZENEF LW,

9. HENDERZEIEEICETIER

9.1 BHHE - BIEEEDH B EE

9.1.1 EYBEIEDEHEREDH B EE

9.3 FHieEEEEE
R B3 CHEMEDRE NP H 5.

9.5 TR
TR0 SUTHER L T W A RTREME O & 2 LI I3BR Lo B i
AEkttz LA S EHE SN HBRICOARET S L, B
MEE (v MEO400mg/kg. 7 FHE30mg/kg) Tha
BEME (v bTEEBE. VY FTHREOET. (LEE
E) PRESNTWV S,

9.6 FFLIF
BRERLEOBRERUBARBOEREZER L. FALOMS
XIFH IR S L. BMER (Tv b)) THITHAR
ToaIEPHESNT VD,

9.7 INR
INREE R E U7 BRRRBRITERE L Tz,

9.8 SEE
HLSEREOBIER A H & b iz &3 RkET 274 L EE
ICRET 5 &, RENIEE LTHETRESh S, Sk
ECTRIFREPERLTWAZ ENZL, BIEAP D 5N
BIENDH S,

10. f8E1EH
AEIORBICIZFR#ERT b 20— AP450 2C19
(CYP2C19) K U3A4 (CYP3A4) OEGHEDSNT W5,
[16.4 B8]
F/o. BEIOBEERSWINFEIERIC X 0. HERZER ORI 2 (2
EIIFEIT 52 & nD %,



10.1 HARZ HALBWLIE)

HHILE BRARER - BEE W - fabRE T
7y HFF VBRI 7 5 L OIER A AE O B 5 Wi e
(LA T7HwY) TIEBENNDH 5. 2k, BApHA L&
[2.2 28] L. 77 %+ EILOER

HEPERL, 79 FE
LOMFEENETRT S
BENWDH 5,

VLY VIEBRIE ) LYY VERRIE O | AH O B B 5 i

(EE AN HzZEETH2BZNFH|ICED. ENpHYS LF

[2.2 2] %o L. ULEEY ViEREE
OFIRAET L, VLY
Y Y OIMAFRESET
THIEND B

10.2 HAER HAICERIZIL)

EAEE B PREEIR - BEAE B - AT
SEEES A BEA O ML FF L 7 | A o B B 5 W 1 FR
AFAVTEYY  |RTBHIEND D L&D, BHpHA LR

U A5 0 MK % (2
R
Ao aFT—L [EFEAID M RESE| R0 B B W e
FI4F=T TE2BZNA B2, [IkD. BAPHA LR

L. HFEERH ORI Z 11
HITHBENDH S,
WRIEARHTH 5,

KB TILI= A
T KL~ 7 %
> LER OFIEEA]

ARFI B 51T o ER
AIREREARA . HIERAIR S
11 P 4% IR A C P9 M 4%
FPREMR TEESZ N
ZTh8%. 6%/ T L&
DRENH %o

A S hLFY— ol
BREFPERTHIEND
%, MABEDOA ML F
Y-hrz2kEI 2850
. —RRICEAR OB S
EHRIET A EEERT

ANMBLFET—H HFITHETH 5.

&,

1. 8ER
ROBIERBH6bNEZENDHEHDOT, BEE+7IT
W, BEPRD S NBEEICIIHRESETIET 5k S0
Br{THT &,
1.1 EXZEHER
MN1.1 Yavg GEEARH). 7FIT74S5FV— BEEARH)
11.1.2 SNMEGEA BEEAREA). \|ENIKE (BHEAH). m
VRS (0.1%K0) . /AIMMEEN (S5EAH)
11.1.3 BIFERFR (BAEAREH). FFEEERESE (0.1~5%K%H) .
BB (HEARE)
11.1.4 EBEMRR (0. 19%AK1H)
FE M. IPREE, HEORY (IREE) ErRHon
TeHEIIE, RIS XREOREZEB L. R ORK%
Baibgae &b, BIBRERLE VEOBRSEDMEY)
BIEEITH L,
11.1.5 HEEE (BEEAH)
B R T EERAE (Toxic Epidermal Necrolysis :
TEN). FEASEAREERE (Stevens-JohnsonfiE®EE) . £
CAIREN DS DNLHEDDH S,
11.1.6 2EBEE (FHEARH), MEUER BEEAR)
EHmEME (BUN, 7L 7F=0%) IOEETAHI L,
1M1.1.7 &F MU LMAE (SEERH)
11.1.8 HEEARIERAE (BEREEANHH)
AR, A, CKER. MAERCRFIF 7oy ER
I E T ABRRIBESH 5 b B ENH 5,
11.1.9 RBAEE (BEETH)
11.1.10 SEELIRRE (BHEEAHA)
HAE., BETH. KEYNH. OH. AE, £lg mBks
WhHobNbdI ENDH B,
1.2 ZOftDEIHER

0.1~ 5% 0. 1% SN
BHE FE. BER EHE
iiki¢3 BmBREAD . B\ R MR 15
MERIEI . AFER PERIEZ . U~
HEZ, Bl SEHED

0.1~5%Ki 0. 1% SEEEREY
i AST. ALT.[REYLE YD
Al-P, v-GTP.| L&
LDH®» E&F
B MmE E5F BiE
HILER Ef. TH. BE(ER. k. 7|ER. R, FEHEN
S BX. | Y YRE. B b |KEB% (collagenous
R % 7. 0B, #|colitis. lymphocytic
WA, ###5  |colitis)
BrmiER | R HEV., HASD|HAE. BiE
&, R&. Ui
77, EIESR.
EBHET. 0o
Hon, KRN
#
ZDfth WaLZ2ro—|»dirE, BHE | BOL5O, BHEIE.
Lo RERERG - (BRI, HELHRE. &7 v EZT
BUN® LR, E|HEBE. LUON|ME. €< 7 %274
HR. M TSH|E. CKo LR |IMmE. 2 (tHE
i

F) HBUHESHERTRRAEE &,

14, BRLOER

14.1 EEIZ(BFDER

14.1.1 PTPRZEDOHEFIZPTPY — b2 oWV L CIRAT 5
£OEET B L, PTPY— bOEKICE D, BOHALR
WEEREAFA L, FIZZELEBI L THIRBRAAEDE
ELAMELAMFET S LD 5,

14.1.2 RANIBGESETH D RAICH Iz > Tk, MAZD,
BV DRTIC, OALETEIOITFET S &,

15. ZDMDER

15.1 ERERERICE DL B

15.1.1 AAOEHZESHICEEOER) —T2R0 - L0
5055,

15.1.2 BAMC B 2EROBEMILT. Tu bRy T 1>
LBy —IC K AIBBICB W CBHERE IS BREE BT, F
MBI, BHEEITOY A7#EIPRES N T WS, T,
BRAERCERE (1£MLE) OmEZZILEBET. BT
DY) A7 HHEML 7z,

15.1.3 MBI 2 EICABRBE 2R E LI EROBIEF
BT, TRy T ey —2HRELEZBEIIBNT
TJUARNYITL - Tt 74 VMK B EREROY) A 718
MARESNTNW5B,

15.2 FEERPREAERICE D 1B

15.2.1 5 v bic5mg/kgbl £ 2FEMBOHRS LB IC
BOWT, TBICHLT ) A RORENHSNT EDOHEN
H5,

15.2.2 #¥EE (5 v MEOKSE25mg/kgbl |) THUIRERE
BEXOMHAY A OF > OEIMPHESNTWA2DOT, {HH
IZd 7z > TIXFRIEBREICIER T .

16. FWEHRE

16.1 MHNRE

16.1.1 SRTFSV—=)LF MU D LBAIRS
RIS TI220mg Z A8 T XIS RRIEOHRS LIZFEOD
WEREBICHL LI EYBRRST X — 5 OFHEZRITR
3V, [16.2.1 ZH]

BENRBRBROENE/ T X -5

U= Az Cmax tmax AUC
B (ng/mL) (hr) (ng * hr/mL)
fET 4374237 3.6+0.9 9374617
B 453+138 5.3+1.4 901 +544

(Mean+S.D., n=12)
F7-. BEBRAETICOmg. 10mg. 20mgz i N TRER
B L7 (855HE) OEMFHEAAIA—FILUTOLES
DTHBY,



BREABFICBI 5 REREGE (5mg. 10mg. 20mg) OliEHT X7
T =T P LOEYHREINT A —F

= Crmax tmax AUC (0+ ti2
BSRERY (no/mL) (hr) (ng - b/mL)| ()
Smg EM* 146+ 56 3.0 (2.04.5) 23697 1.8+0.9
PM* | 252455 2.5 (1.55.5) 585+137 4.2+0.5
10mg EM* | 383+83 3.3 (2.0-5.0) 539+200 1.5+0.4
PM* | 509+64 2.8 (2.04.5) 1230200 3.8+0.3
20mg EM* | 654348 | 4.0 (2.5-8.0) 994+477 2.3*+1.4
PM* | 8224232 | 3.3 (3.0-6.0) 2331 +663 3.7%0.3
(Mean#*S.D., tmaxi¥Median (Min-Max) , EM n=16, PM n=8)

MAFRBERT 7 u—L4P450 2C19 (CYP2C19) FIAEUZ., FEl#fET
BMEOAEENS.

EM (extensive metabolizer)
CYP2C19°1/"3

M (poor metabolizer)
CYP2C193/3

16.1.2 EMPHNRES IR
SANFSY—)LF hUD LEE0mME [P R]
FIRTF—)bF M) LEE20mg [ K] &%) Ty b
$820mg%. 7O AL —N—HICED ZhENIE (FRTSF
V—LF b A20mg) BERARTICHEARERORS
LTSt R A LA 2 HIE U, 5o N EYEg s
A —% (AUC, Cumax) 12D TI0%(EHEX % I T MiEHiR
W &4T > 72455, log (0.8) ~log (1.25) DHENTH V.
RAI O EM RS AR S N7z,
FRFTV—)LF U LEE0mg [ K] BE5%OMmE
R
(ng/mL)
700

: CYP2CI9°1/°1. CYP2C19°1/72X1%

:CYP2C19°2/72, CYP2C1972/°3XiZ

—o— INTF = F M) LEE20mg R
—o— N TyhE20mg

Mean=S.D., n=46

600
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200

FERET — NN D NBE

100

0 .
0 2 4 6 8

#4514k (hr)

10 12

BB ST A —F

AUCo-12 Cmax AUCw MRT tmax ti2

(ng - hr/mL) | (ng/mL) | (ng - he/mL) | (hr) | (hr) | (hr)

;’;?;i;i”’ 1038.65 | 589.67 | 1050.35 | 4.45 | 3.6 | 1.48
20mg [+ K] +381.37 | £219.85| £386.36 | £0.91| =1.0|%0.49

IS Ty MEE 1131.67 679.82 1144.03 | 4.61 | 4.0 | 1.32
20mg +501.1 | £286.17| +503.98 | +1.23| £1.4|+0.47
(Mean+S.D., n=46)

MAEFEELCICAUC, CraFD/8T X =51, HERED
IR FAROREEE - REZEORBEMFICE > TREZ ST
HEMED B 5
16.2 DRI
16.2.1 BEDEE
R A F1220mg 2 #E & T IS BRICEOR S L 72k,
BREE TIIMETHREGICH Utna?S] . THRERBIET 5 & &
BRI BERZEDS RO 5TV BY, [16.1 BHE]
16.4 X3
R A B FIC10mg. 20mgxFOH 5 Lz Ko mEHoR
B EIERRNLETRICICE VER L F AT —TF
WETH 5720 ZOMICHFREEERF b7 1u—2LP450 2C19
(CYP2C19) 2EEET A A FIALKIGIZ & O AR L 72l X
FIUE, 3A4 (CYP3A4) 5T 5 ALK AERIBICED

ER L7z 2R EDSRO 51149, [10. 28]
16.5 HEtt
BB FI1220mg % B OHKES L7256 S5 524 &

TIZRAFIC 7A77/—»%FUWA®$Wmmiﬁﬁéﬂ
. REMTHE2HWIVARVBAEROZO T 70 BIaEE
PHREEDRI29~40%. XK T — LVEEHE&{EA13~19%
PEtt s Y,

16.7 EYHEE(ER

HE (A ATV — ) THREEEEF M7 u—L4P450
2C19 (CYP2C19) ~oR##HEIC L VHEEERAPRD SN
TWAHITEISL, TLT77UY (R-ILT 7Y V) I2xt
bf%Nfij—wbeWAﬁi’h%@iﬁ@m¢ﬁﬁ
B REZ VW EPRESNTWD, /-, HE (5
VI =) THREESRZT o u— AP%OLM
(CYPIA2) OFBICIVHEEEAPROONT WS T A
T4 )R LTHIRT TV —)LF b U7 LSEIXIMAFEE
ICHEBEEZ W ENRESNTNE>,

17. BRPRRLHE

17.1 BUERUTREEICEET 28R

17.1.1 —iRERREER N U —EE R EGEER
BEE. T HEBEE. SREEEBRROWEENEE 2R
t:lEIIEIOngLiZOmg%&’——}bf:—ﬁ“ﬁﬁﬁfﬁ%ﬁ&vgit
MR (B EHR  6~8EM) OB RROEBD T
% é7~16)0

e WREIAER

BiE5 94.0% (189¢f3il/2014)
+ I ES 99.4% (159fl/16011)
W EE R 90.9% (505l/55f1)
W& BRI S 83.3% (10f5l/12151)

BEREERCHEO T bRy 71 e €y =g
D O EEREE 2 NRE L RE8ERONHER

BICEBBERIITROLEBY TH-12T10, [7.2 8]
1[8120mg 1[E10mg 1[8120mg

1H1[E 1H2[m] 1H2[H

Sk 58.8% 78.4% 77.0%
(60f51,/102451) (80f1/10251) (77{51,/1001)

grade AU 65.1% 87.1% 79.5%
grade B¥* (56l/86f51) (741511/85451) (665/83151)

grade CK U 25.0% 35.3% 64.7%
grade D* (44511/1641) (6511/1741) (11411/17%1)

F) IRTSFY—)LF FYUTAI0mg/H. >V F5J—L30mg/H. *
A5 =V 20mg/ H % SR 54% I RIS IS
¥ud LS (82 ICLHEER
F7o. BREEABRICBOWTENpHLERERAN IS S
V=)L MU A%ELH1E20mg 5 1 H1E10mgik 51 b
N, BB ICNT A2 IS TV —)LF b7 LSE
1B1[E20mg#H 5 OB AENTRD 5T 2810,

18. FENEIE

18.1 {ER®
FINRT T —)bF MU LIEE SIS O BRI SR TR (A
(A7 zr7 I RE) 122D, FabkrrRy7 (HY K-
ATPase) OSHEZ B L CTERGEE2HEEL., BOW2E
MHEIT 5, SSICHESNBEBEEOREICIE. FIC(EH
BRI & DEYIDIEE D B WL TV EY F 7 12 X B IEEED
HEPEELTWAHDEEZONS, TDM. LY FF
NSk - THREELEIET A gk s N5,

18.2 BEEDMIHIVER

18.2.1 EEBRABFICBIFAH A MY VHEERS WIS L, 1
H1E10mg#H 5. 1H1E20mgik 5 TE b ICREMH» 6 F
B2 MEER 2R Uy 5 1HBEOT7HB OB WE O R
RIF1H1E10mgi% 5 T72~76% 90~96%. 1H1[E20mg#%
5788~89%. 99% T 5202,

18.2.2 U FHHBBERICBI A TFINLTA ) v
AMPHIEIC & 2 BEE W% H] 5 52 (in vitro).

18.2.3 BHEAIEREERIIBITALAY IV, RUFHTA
) RSB EESW. NS Y MBI AEBEBR WL
Uk 2% 3 VHBE RS USRI 2 EIEE 2R 922,
A4 XHBNVIET Y MIBT 2 BESWNHIEROEEL. f
o7a ARy FHEEANCHEBE LELS . BT A M) >0k
%ci/}\fxbﬂz,%)o

18.3 BHNpH LFER
BERABTFICHB T2 EWpHICH L. 1H1ESmMg#RE., 1H
1E10mgH 5. 181E20mgH5TE b ICERHE ERIER %



R U, #55H B O24R B ICpHALL L2 R 9 B E O EI &1
H1E5mg# 5 DEM*T46%. PM*T63%. 1H1E10mgik
EOEM*T58%. PM*T72%. 1H1E20mg5DEM* T
61%. PM*T76%Td 5%,
MAFRBEEEE T b 7 u—A4P450 2C19 (CYP2C19) FIFA
. TREGETFRE IO SES NS,
EM (extensive metabolizer) : CYP2C19'1/°1.
CYP2C19'1/2X1ZCYP2C19'1/3
PM (poor metabolizer) : CYP2C192/2. CYP2C192/3
XIZCYP2C193/73
18.4 H*. K*-ATPasefH=/ERA
Ty BRE L DFEL -H. KT-ATPaselcxf L., L EE
YER%Z77RT72 (in vitro).
18.5 FLEBIER
Ty bRV EEEREED S WITEREAERE (Fs
WHEZ ML A, KBBHEZ ML A, WAEER, V2T
V. BBy ) - LVROT A V) IRl L
TER & % VI3 BRBERE CEEH 2R 9329,

19. BIWEICEY IEEZHFR
— By R
FXR7FYV—)LF b)) 7L (Rabeprazole Sodium)
=
Monosodium(RS)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylJmethyl}sulfinyl)-1H-
benzimidazolide
TFR
CisHaN3NaOsS
nTE
381.42
HE~HMERBDOHMRTH 2.
KIZEBDTHET T T/ =)k (99.5) IKHETRT .
0.0lmol/L/KE&MtF b ) 7 AFIKICIET 5.
g TH %,
KB (1-20) I3FEeEa RS 50,
TEmBTENERD 5N %,
{bEE =
0—CHjs

HsC

N

\ N4 (4 LIV £)

[::I:/; . \_/ RUsERE
N

\
‘0

0]

20. BURVLEODER
20.1 7V IEERRITER ZE T TRFT S Eo

22. =
1005 [10%E (PTP) x10. ¥RAIAD]
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