20254F9 A k7T (55K

* 20254E8 H e4iT

*

BF &R
AR - 34

JoroRyTHEH
SRFSIY—IF b LEE

SNI'SY—)UNasi 5.z,
SN SYV—)UNasz 10. &4,

RABEPRAZOLE Na Tablets

BAEERLSEES
872329
5mg 10mg
RKEAES | 30200AMX00258000 | 22200AMX00767000
AR5 RAMA 20204F:6 H 2010411 H

LEZ (ROBEHICEFFEELENIL)
Z1Kﬂ®ﬁ Wzt URBUE OBEERE O & 5 B
.2 VvEe ) UIEEE A G ol [10. 15R]
3. #ARL - R
3.1 Rk
R4, T RXF T — )LNafE FRTF T — )LNadE
- Bmg [75HK) lomg [#5#K)
AR ARZXTIY—F N BRIRTZY =)k
(18EH) Y 7 L bmg U172 10mg
D-vr=b—, BB~ R UL, BLa—R
ERefxrraerivila—x, L Aa—RAh)L
VA, KBEHEL Fudxs o ikila—2R,
gl | AT TV VB~ XY U A, TF L —A b
Tuara—AT7H VBT AT N, 7YY RN
TRV, BT F . Ha STk, Ty
as=ay
3.1 HE DK
554 T RT 7Y — A NabiE FR_TZ ) — LNabiE
RIe 5mg [A5HK) 10mg [H54K)
PallfiZ JEERME T 4 VA a—TF 4 v T EE
3 403 Yk
N /Jv,
_ TGRS Z ) — )L
KRR Frk
TEL2E (mm) . 6.7
JE X (mm) 2.7 3.9
B & (mg) 67 132
4. SHEE - IR

OBESE. t-HHBAS. MEMEAS. TRUERER.
Zollinger-EllisonfEf%BE. FULAMBREFRE. ER
E7AE) VEBERKICHEITBABXE+TEREEOER
g

OTFRIZBITEZAY AN 44— - EOYOKREOHE
BiES. +iEBES. BMALTY /B, fEttm/hiREd
E. BHIBEEICHT 2RBRHIAREE. AVanya—-
EoyREg

5 EEXRIZHRICERET HFE
(BhREdtE)

5.1 ARNOEENHEICE2EREZRBHKTLIZENHDIOT, &
HTRWZ EEHRD DS 25352 & (BMALTY >, F
WIEE ISR T 5 AREMEREZEBICBIT A~ ans Z— . v
o U ORREOHBIZ <),

(EU B AT B B TR AE )

5.2 #EBRMRA%G Z B L L TR 2B L, B oS E B
MR LR WIEAITIE, BRI ORIRNNEZ 6N D=0
MO 2 IR~ DEEERRTT5 2 &,

(BAE7ARAEY VEBEBICET2BEEBRET HEEESEOE

FEHDHD

5.3 ke - BROBEMBIO-DIEHET 2 Y 2kl 5
LTWHHRFERGxSRE L, HERBICEL L. BEEBX
W+ RIS OB T A R 5 2 &,

(NYany4—- EQ) ORBEOHEBD

5.4 EATHIEMALTY 8IS 3B~ Ny Z— .
TR DA RIS LT e,

* 5.5 S fn A E I LTI, A RTA V5528,
~Yany Z—. va Y RERESED) & WSS 5ERIZ O
HEREIRIEEITY Z &,

5.6 ﬁ%ﬁ%‘ﬁczﬂﬂ“émﬂfﬂﬂﬁm%?&ﬁu% I, ~Y any
Z— - vn Y REIREIC B O FIEPNHN K95 A 2k
TENT L CTUN 7y,

57 ~Vansx— . enVERERICHWDBRIZIE, ~Yan
JHE— - EuUREETHDL I ERORAREREICLYA~Y =
Ny H— - ERERTHDL L EZMRTDH L,

b. BERUVAE
(BREs. +=5HmES.
ﬁ)

WE. BACIET AT T — L F R Y oA e LTLE10ng% 1|
LA 0353223, IR L 0 1EI20mg % 1 H 1R D& 592
ZENTED, ek, @E. BIEE., WATEE CIXSEME
T, FEBBEETIReEME To®RE LT 5,
(ETRERE )

- IR

WIRMEBIER OIEFICRB O T, @E., WAKIETRT TV —
b R U AL L TClE10mgZ 1 H1BREO&KEST 22, HiIkic
XV 1E20mgZ I HIEIER OG5 LN TE D, 2B, #@H.
SHEEETHHEE LTS, £/-. T bRy TAf e EH—
W2 X DECTHRAF 7056, 1E10mg XX1[E120mg % 1 H 2

v VR

MEER:ES. Zollinger-EllisonfElE

B, &5 Biﬂfﬁ%xlﬂ%':fr’d“é:&ﬁiféfé L, 1E
20mgl A2 ST EEOMEEEEZ AT 25 8ICRS,

* HEFPRRIL
FE - PR D RS T BB R OMERFRIEIC RV T, 18

LRI i7»<f7/—ﬁv+}xJﬁﬁd:bflllm@%la1
EAO¥ET S, i, Ta bRy FALA e X =Tk BB
ﬁ?@%*+%ﬁ@ﬁ%ﬁﬁ%@ﬁ%%&ﬂﬁmfﬁ\1!
omgZ 1H2ERE ARG T L ENTE D,
(EU L AMBERESTRE)
WE. RAZIETRT T /“~/W‘ MU DAL LTLEI10mgZ1H
AR D8535, ek, W%, 4l EcoE LTS,
(ERE7AEY VRERICEITI2BREXE+TEHRAESEDE
S
W, RN T RT TV — v b oA LClEbngz1H1
B AFEGT 203, 2IRAR+5 055 1X11E10mg A 1 H 1ERE A
W55 LNTED,
(NYanyg—- EuU@ﬁE@ﬁM)
WEL. RACE TR FY— L F R AL LTClAE1Omg, T
TXRT VY K E LTLET50mg (Fifli) ROV TV An~
A 2L LT1REI200mg (i) o3FZ FKFIC1H2[E], 7HRH#E
n&54 25,
B, 77V ARYA U, LEIDS U CHEHMETDHZ &
NTE 5, 2720, 1E400mg (Jiffh) 102M0E% FRET 5,
Ta kAR T e B — TEXTVY KR F
Jzm<wA 2 rD3FNIEIC 5«\9:{/\7&?~~t"ﬂ9@[&’+§
BIRRA R OGEIT. ZHUCTRD LIRS LT, @i, k
ANZIFETIRTZ = Y v sk LClEI10ng, 7EF TV
U LokF & LT 750mg (Jiffi) ROVA hr=FY—L & L
T1[A250mg D 3AN A [FEFC 1 B 20, 7THMREO#&EET 5,



1. AERVAEICEET 5FE
(BERE. +=BES. WALHES. Zollinger-EllisoniElRE

3

1.1 IR E LA R OESRM - R0 SLA121E20me % 1 H
1R 59 252 N TE D,

GEFRERER)

1.2 FIRDSE LWEA R OEREM - A0 5A 11 B20mg % 1 B
a5 322 LN TED (FR - FREG 0 K wimtEfiE
ROMEFIEIE, 70 bR, e EX—IT L HIEE TR
RESRERIEHRL), £/2, TR bRy T e B —IC
X BB TR AR 43 2 Rk L1EI10mg X I 1EI20mg %1 H 2
B, S SIZ8EMBEET 2 5E1E, NREMRE CHmMERER
BB L TWRWNWZ L 2MERT L2 L, B, AAILEI20mgD1
HoME #5013, NERSEMRA CEE OGS 2B LA
B2 [17.1. 18],

. EELGEARNIER

(ZhRE3tE)

8.1 AR OFEEHFIZIL, MRE-CHERICER L, EMNICImK
IR - MR AECFRIRAEZITH 2 EBEE LU,

(BEE. +t-EHAS. WEHAES. FULAMBEREER

§iE)

8.2 EMIOMERREBRN 1+ TROO T, HEFFFIECITAWR NS
EMEFE LUV,

GESRMERE X OHEFRE)

8.3 3% - FRRZBRVIETHEESL T bR T e EX—IT
L AR CNEAR e BFICxt LITH 2L & L, Ak, s
PIEOVLEDRNBEIIT) ZLEDRVWEHIBETHZ L, £
7=, BEHEFIR, 7L — UBEHIRS O AEE B O ENK S
o, BRREERRINCO Y k3 2 5 A I3RS U E %
BETH L, B, MEEERETIIEHICNESTRE % SEE
T EBEETHITAT) ZEMEE LU,
(FUBAMBERES TR

8.4 BIZIT L 0 aol), RS OMFAER SV IK LA DND
2L (LEMHZV2HLE) ZERDO ZEETDHI L, 72
B, AFNOF G0N HEE, BEEE OB &K UMb O W bas R
BICEDEREZBMT 22 RNHDDT, NEEHBRESICLY
INHDEBTRNI E2HERTLH &,

BEOERZETIREBICET IR

.1 BBHE - BEEEOHIEE

1 EBBEOBEROSH S8E

.3 FFREREERE

FF 28 B CHFERIE OS2 H 5.,

9.5 LEHF
TEAR SRR LTV B AR O & B ot IRiB IR E oA i
fEltE% a5 SR SN D GAICOREET L L, BiE
B (7> MEO400mg/kg, 7Y FEE7E30mg/kg) TheIREM

(7 v FTLERBIE, VX TEREOKT, {LiFEE) i

INTWD, F72, 7 NIRRT Z Y= F MY 7 A (25mg
/kg/H), TEXT VY KFIY (400mg/kg/ HEL L) RO
Yzam~<A 3 (50mg/kg/BLLE) Z4BRBOFRABS L7255
T, MECRFBREOEANARD SN TN D,

9.6 B3L%

TR EOR MR OB ORREEZBRE L, O X

EHIEEBRFT 528, BER (7> b)) THHF~BITT

L2 ERHESINTND,

D o O o

9.7 NRZ
INREEZ TG & LT BRI SE G L Cuvieny,
9.8 EEE

HALFHERFEDORIENN S b oI Ha 13RI 27 LIHEIC
BHET LT L, AFFEE LUFBTRE SN D2, &ilE T
FIFEREAME T LTS ZE&AE L BEA RS bbb D Z L
BdHD,

10. HHE{EH
AAN DR ITNFRFHEERE T L 7 o — LP450 2019 (CYP2C19)
K OBA4 (CYP3A4) DOBIERBD LN TS, [16. 45 H]
FEio, AHO BB WIHIEMZ L0 OF SR ORI A (2 itk
ST D Z e DD D,

10.1 RS (BFALGLIE)

HFH 5 5

FRPRIEAR - HFE 1k

BERF - fEpRIA -

YAE Y e
(m¥=27h)
[2. 2]

Uyneey ok
DIEM 2599 53
TN H D,

AN D F 8y sl
fERZ X v, BHpH
HNEFL, Vrrey
U R OW A
KFL, yaeey
VO HREME T
THZERDH D,

10.2 gFREE (BRI

EETSHIL)

AN 5 BRI - IR | BT - SR
SEET FRTFSE D ML TP | AR 00 8 1 53 WA
AFAVART Y | S ERT B Enn FERICE Y, Hiph

Do B EF L. FHFHEA
DY % LT 5,
A bT IS [ARTAN O P | A0 T B Sy
BIAF=T METF 232028 | ERICE Y. HpH
b5, AN AN IR S ]
DRI BT % 3
25,
KL T 71 3 = 7 I | A 5 L | BRI T .
Bu - KB~ 7 % | WERAIREAR A, ]
O NG DBIREA | WA 5 LR 4 IR
G A
R TR 2
N8k, 6UIET L7 &
DGR D B,
ARRURH—F | AR LR — b0 | BFEERRCH D,
Mrh A RS
Sinbb, ERR
DA B R LFH— b
B G BWA I,
— I AH D $E
EPIET S L2
T 5L,
1. BI4EF

WOBERBH oD ZLBRHDDT, BEETZITIT,
SN SN GEIIIR G 2 PILT 57 L R QL E E 1T

ST &,
1.1 EXGEHER
.11
11.1.2
i
11.1.3
(HHEERIH)

1. 1.4 FEMEMZ (0. 1%4)

Yavy BEARW). TFI43F— BERYD)
RMERED GHEAAH), |EBEMERE HERH). @/
A (0. 1%A0) . RS (FEARH)

BUERF % (HEEARID) . FFMEERE (0. 1~b%kim) . BiE

FE, Gk, FERIREE, W ORE (REE) EXREO LN
WaiE, B XM EOBREE Ei L. AR O#KL %
BT 5 & & bIT, FIRAERLE - H 055 0t 72 ALE
iTHZ &,

11.1.5 EEEE (FHERH)
rhEE 2R R SR Al EIE (Toxic Epidermal Necrolysis:TEN).
FE AL BIRAE (B2 (Stevens—JohnsonSEBERE) . ZIALEESE 2N &
LbNbZ ERD D,

11.1.6 SHEEEE BEAY). MEEER WEAH)
BHEERAE (BUN, 7 L7 F=0%) ITERTDHI L,

11,7 BF YD LMGE GHERH)

11.1. 8 HBUHRRE (B AR)
WP, B, CKES, AL ORFIA T e ERZ5E
BT HRBARAIEN H bbb Z LR 5,

11.1.9 RAEE GEEA)

111,10 $8ELIREE (BEIEARH)
WA, BETHE, KRN, 5. AR, B BEEEn,
HobNDZEnhHD,



1.7 £D4hDEHER
(BEE. T-ERES.

MERES. URMEREL.
Zollinger-EllisonfEf%EE. ULAMBRESRE. ERET
RE) UEEHIZHEITZBRBEXRIE+ZIERESOBERING)

0. 1~5%Aifi 0. 1%Aif RN
IBHOE W5, RIERR | SRS
i B ER e || AR i BR D |
Fof Bk 500 | A ER HE £
If e BR B8 2% | U 2 oRERED
=yl
JF ik AST, ALT, Al- | E VU L E
P. y-GTP.,|®LH
LDH® |5
B MmE -5 B
M AL, T\ BEH. .| HR. B
T S R R L | v Y A NE L | BEOEE R K
E, ON%E |[Hbah, 0%
8. BEKARIE, | (collagenous
537 colitis,
lymphocytic
colitis)
TR R SR DEV, AL |HBAE, S
S &, RA.
VYRR 7. #n
TR, B
KT, nob
o, KEY
P
ZDfth Bav 27 |hTiA, BIHOBLOXE,
o—)L - i il R, | BER. A
JENG - BUNO E | 524, BLEIE, R, &7 v F
H. BAKR.,|LONE, CK|=7 miE, K
MmAHPTSHEI | D EH ~ RV A
e, Z& Pk
ILE
) B T REER R RA 2 & e,
(AN)anya—- EQ) OREOHED
0. 1~5%AT 0. 1%t
B EOE R, FHIRB JEPERR
Mg 1 1fn Bk g UFERERIE % . AFHER
B U BRI
LU Rk
/R A ik
s
Tk ALT, AST. y-GTP® |Al-P, LDH® -5
5
PEER AR g%, IfE RS
L& T, HR{E, SRR | DB, ARk, Ko
W M. MR | . AR, EE
B A, AL, | RIE . BACRIE.
K. BEATRL, B | BB
J5s SR
FErRtRE R SHR BHEN
Z DAh, FRPERENS D -5 B, R,
HTO LU, B
B, EAR, IREE
H., FROLON
. REBo LS. R
BERLE . Ehisgeh
) FEBUEE 1T EES T+ AR IR 2 7T T —

ANFRVTA TEXTVY KRR ORI TV ZAa~A
2 DIFN P G- D A G E T O ERR R K O & IR 5 % TR
EE 5T,

1. RERBREBRICRETEE
(ANYyansys—- Q) OKREOHBE

121 Ayans 42— EQ)ORBREHELDEE

FGRFSGS— I F M) T LEDTa h R TA e B —R
TEXVVI VK, 7T ) Au~A v EOTAEWE RO

A bw =2 — VORI R A T & Tk, BC-RFETX
PR OHE DR IBVEIC /R D FTREMED & D 728D ”CW A IS
BUC X DBRBEHEZIT O Haid. b OEADOFEHK T %4

WD R CEMT D Z ERHEE L,

4. BRLOIEE

14,1 FFIZFBHOER
MJJPW@%@%MMPWV~%#6@@&LTW%T5£5
¥giE9 %5 = &, PTPL — bk DREMKIC o BB S R TE RS
EA~HIA L, HICIXEILER S Lfﬁ%ﬂ*%@é%@ BHE
ORI ERH D,

14.1.2 AFNIGESETH O . IRAICH 7= - Tix
WD ETIZ, OB ETLOEETLZ &,

15. ZDHDTE
15.1 BRERBEAICE D < 1R
15. 1.1 KRHF o KW b+

CBEATEY | W

BMEOERY =7 2R L oms

N b,
1&L2ﬁ%h%ﬁé@ﬁ@ﬁ$ﬂ%f fﬂb/f/i%/t
B4 —|Z LB IRBIC W CTEHERIE I fE 5 B BEEiEdr, TR

B, BHESHO U A7 8MR#EEShTns, Flio, mAE
LOEHM (4ELLE) ORBEEZT-EBET, o) 27
NEIM L=,

15.1.3 #BAMCH T D EICABRBE ZIS L LIEEEOB L%
T, Fu bRy I e e —52FKE5ELEBEEIBN T/
ARV T L F 4T 4 MK D BIBEIED Y 2 7 BN
HEEInTna,

15. 2 JEBRPREAERIZE D < 1HR

15.2.1 7 v FiZhmg/kglh E&2FERIR O &5 Li-miERBick
T, MECTHICHNLF /A RORENL LN EDOWREND 5,

15.2.2 ® s (7 v MEOEG25mg/kgbh |) THURIRE & K&
QLA a X ofIRgREINTHE0T, FRICH
7o o TR IR AR IS T 5,

15,23 v MR THDL TV 7T —v (50mg/kg/H). T
EX U K (500mg/kg/H) KOV Z VAR~ A v
umm&ya>%ﬁﬁﬁﬁbtﬁﬁf BEi ORI
e L HIZHRIROFEEMH OHERATBD LT D,

16. ZEYEE
16. 1 MAARE
16. 1.1 SRFSY—JLF b)Y LEHIRE
TREERR A B 11 20mg & HE & T XL RZRICR O 5 L - ROy
BICHH LR T 2 —X Ol E TRICRTD,
[16.2. 1ZH1]
#16-1 BHENERBRIFO MITF Y BRE T X —F

SR | Gm | (ng e/l
MR 4374237 3.6+0.9 937+617
Rtk 453+138 5.3+1.4 901+544
(Mean=S.D., n=12)
F7. @EHEREA B T-125mg. 10mg, 20mgA A A T CREHRS LT

e (Be 550 B) OIMERE T A—XIZLLTFD LB THHY,
#16-2 R A B 1 IC B 5 K 5 R (5mg, 10mg, 20mg)
DIMFEFR T T Z =) U T LAORYTEE T A —H

o pmn) (| G |
g EM¥ | 146£56 |3.0 (2.0-4.5) 236+97 | 1.8%0.9
PW¥ | 252455 |2.5 (1.5-5.5) 585+137 | 4.2%0.5
Lomg EM¥ | 383+83 |3.3 (2.0-5.0) 5394200 |1.5%0.4
PW¥ | 509+64 |2.8 (2.0-4.5) 12304200 |3.8%0.3
EM¥ | 654348 | 4.0 (2.5-8.0) 9944477 | 2.3+1.4
2omg PM¥ | 8224232 |3.3 (3.0-6.0) 23311663 |3.7£0.3

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



MITREIEER T b7 v —AP450 2C19 (CYP2C19) RIEAARUX, T
BT LY SEEND,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 1XCYP2C19%1/%*3
PM (poor metabolizer) :CYP2C19*2/*2.  CYP2C19*2/*3X|%
CYP2C19%*3/%*3
16. 1.2 IBGtRKRS
RN BFIZFTNT T —F R Y A20mgE) | TEX L
U K FT50mg (Il . KOV Z U Amr~< A 2 400mg (]
fili) Z1H2BI7HKE Gr12E) KERAKRE LIZKEO T T Z
Vb F R U T AOIMENRE T A —Z T T D LB TH DY,
#16-3 HEHER AT 131 2 3HIOFHH SE & G- RF o i = ~
77— N U LOIEYERE T A —H

Chax Lmax AUCo-12 ti/2
(ng/mL) (hr) (ng * hr/mL) (hr)

B\ (n=15) 5782293 |3.0 (2.0-4.0) 934438 0.72%+0.19

PP (n=4) 9484138 |3.0 (2.0-3.0) 2600474 | 1.80%£0.32

(Mean=S.D., tpaxtIMedian (Min-Max))
MR REIEESE T 7 v —AP450 2C19 (CYP2C19) #:EBIANZ, F
BRI SESNS,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/*
2 XCYP2C19%*1/%*3
PM (poor metabolizer) :CYP2C19%2/*2. CYP2C19%2/*3X|%
CYP2C19%3/%*3
HD) ARAELOCHEX EY., RAKIETRT T — )
MU AL LTLEIONg, TEXFTUU KR E LTI
\750mg (J1fl) KROX27 Z VU Am~A b LT1E200mg
() o3 EFEFIZ1A2[E], THRRO®ES T2, 72
B, 77V A~k LECGC CHEEEET D
ZEMNTESL, 277, 1E400mg (Jiffi) 1H2[E % LR
L9%,1 Thob,
16. 1.3 SRS
(FRTZ > — N Nabigbmg [F54K))
T RTZ Y —NabiEbmg [H#k) &%) = MEdmgd 7 1 A4 —
N=EIZX v ZEnThisE (FRTITY—LF Y TLaELT
5mg) . MERER A 3044 ISR HEIR O 5 L Tt 2 <75
V= b U U AREGRRER A E Lz, 56 3EEhhe
INT A —5 (AUC, Cpax) IZDOVNTI0%1E #E XK RAIE I CTHEEHIAT %2
1T > 72 HE R, AUCIZ10g (0. 80) ~1og (1. 25) DHIFHN TH 5720 Cuax
1$1og (0. 80) ~1og (1. 25) DFIFAIN T o 723, RELEHUE D -1
fEDFEN 10g (0. 90) ~1og (1. 11) DEEFANTH Y . 7>, IR
THEHZEEIELL L TV D Z b, WA DAY RS M) e
Banzy,
MIMSEF T _T T — )RR T _T T — )L b Y o ARFEIC
L TWD,
#16-4 FEYBRE T XA —X

HENRT A—H BBRT A —H
AUCo-10 Ciax thax ti/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
FRFFY —)Wa| 124.5 81.3 3.2 1.1
§iEsmg [#4K) +40.9 +31.9 +1.0 +0.3
NY oy MEE 124.7 73.5 3.8 1.0
5mg +39.9 +28.3 +1.8 +0.3
(Mean=S.D., n=30)
(hg/mL)
80 - —0— ST 5V —)LNafE5mel ZHk |
_ —O0— /N Ty ES5mg
70 B Mean=+S.D., n=30
60
o %O
3
40 -
2 At
E gl /7
20
10
0 — L
0 2 4 6 8 10
HBE %R ()

X16-1 MiEH 7 X7 T ) — Ly

(FRTF V) — L NafElOmg [F54K))

FRT T — NabElOmg [ &% = MEIOmgE 7 1 A
F—N—EC L ENENIE (FRT T =L F RV TaLL
T10mg) fEFHER AT 1234 (Tt B HERE 0 b L TilgEh 7~
Z = U U AREURREZRE L, 5O mEhieo]
F A—% (AUC, Cnax) I 2V TI0%E HEIX I THREGHIENT 21T o
TofER, log(0.80) ~log (1. 25) DFFANTH Y | WFIDAEWFHY
[RIEEPEAHERR S =Y,

716-5 FKYEHE T XA — X

HIE/NT A—H BENRT A—H
AUCO*IO Cmax tmax t1/2
(ng * hr/mL) | (ng/mL) (hr) (hr)
FRTF ) —)Wa 407. 4 256. 5 3.24 1. 06
$El0mg (74K +161.3 +120.9 +0.84 +0. 47
Ny Ty ME 408. 7 243.7 3.20 0.90
10mg +141.2 +75.6 +0.84 +0. 18
(Mean=S. D., n=23)
(ng/mL)
300
—0— S5F5Y—)LNafE10megl &K1
—O0— /) TyhiE10mg
250 - Mean+S.D., n=23
200

i i B X B
@
o

it

50

0 2 4 6 8 10
1551 DB
X16-2 IMiEH 7T T ) — LR

IAE RN ONCAUC, CoaxBE DT A —4 1%, #EBRE ORI, 1K
TROBREUEIL - R OFRBRZIEIZ K > TR D W REMEN B 5,
16. 2 IRUR
16.2.1 BEDOXE

fERERR A B 12 20mg e FUIBBICRA®R G Lz, &%
B CITHMR TR U tna?S L TRERIZIE T 2 & & 12X
R ZENRD B TWAD, [16. 1. 1B]
16. 4 58

TREEERR A Y 112 10mg, 20mg % #% 1 & G- L 7= By o> 14t vh o {9
1, FICHEBFRNE TN KV ER LT A =—FT KT
o, TOMIZHRB#MELET b7 72— ALP450 2C19

(CYP2C19) M BEEF WA FNALSISIT L 0 ERk L7l A F
UK, 3A4 (CYP3A4) MNEE53 B AR AT L 0 ARk L
T2 AVIR ARERD B0 9. 0 [105 ]
16.5 HEit

R AT Tl 20mg 2 R O 5 LT=35 6, #& 5 1% 2416 &£ TlT
JRAFICTRT T —)F U U LAOREMEIHBRE ST, K
T DINRUBERRNED T VT v RN
DFI29~40%. ANH T — LA RN 13~ 19%HEH S
7‘*:1)\ 5)O
16. 7 EWMHEEER

K (AT TV —u) THAR@EEFET 7 72— AP450 2C19

(CYP2C19) ~DORFHEAIC L VHEMEARTB DL TWVDH Y
TERL, ULT7 Uy R-UIALT7ZVY) K LTIRTT
A2l NURVN G S (WY OE Sl [T Reeh - Ji a2 i e AN
ZERREESh TS, £, |1 (YT IV —0) T
RBIEEHET - 7 10— AP450 1A2 (CYP1A2) DFFEIC L W FHAE
HARBOOLNTWLTAF 74V KL THIRT T — L)
MY O AFMPRECERELEXR2NERREIRLTWY
56)‘ 7)O

17. BRER AR

1.1 BERUREHICET 58

(BEE. T-ERES. WARNES. ERtRER)

17.1.1 —fRERERERBRR U — E TR LB

B, IR, W AE R L O A I A kAT
1 H 1[E]10mg X 1%20mg & #¢ 5- U 7= — il AR AR BR M O 1 5 4 Ll
a%g&@%%wmﬂﬁ%)@ﬁ%@?%@tﬁ@f&
68 ~17 R




KGR R RS IR

HIR% 94. 0% (189f41/20144)
+ CHEREE 99. 4% (1594/1604)
W AT 2 90. 9% (50%l/55H5)

BENEIE 83. 3% (10%/1245)

F 70, W2 BEETANEPE O WMt S E K 2 X581
10mg % 2438 ] % 5 U 7= e E (BB RIILEGAER) (2
PIAREEAIFE TR RIAT78. 6% (33f5l/4205)) Th 7218,

WEAERCHEDO 0 R T A e B X IR

1H1[A
BIF5

PEED ORI RIE R BE KR L L 58l % O NHELRA
CEBBBERIITEDOLBY Tho7219, [7.28H]
1[7]20mg 1[E]10mg 1[5]20mg
1A1E 1A2ME 1A 2ME
o 58. 8% 78. 4% 77. 0%
(60f511/102451)) (801/102451) (774511/10041)
grade A K 65. 1% 87. 1% 79. 5%
grade B¥ (56151 /864) (74451 /8551) (66451/83151)
grade C KN 25. 0% 35. 3% 64. 7%
grade D¥ (44511/ 164511) (64511/1741) (11451 /1741)

D) FRTFV—F R YT Al0ng/ B, 3//f5f~w
30mg/ H. AxAT7TY ~w20mg/ HZ 8L E#& 51412
B X T HERRR LA
>< PR ( E&%Z) L: K2 EAEE
WHEAEROCHEO 0 F Ry 7 A v B 7 — 1R
PETED D3 BT A A i & U - HERRR IR 2 £ 5- 00 PR BB AR

2 & ZIFFREE (PIHE) TTROLBY Tho7220- 2D,

= R g 5 a)
ISR 1H2M PiED

P 552181 44. 8% 73.9% 29.1 (18.9, 39.3)
DIEFHEE | (73/1634) (119/16141) P<0.001

a) 10mgl H2[E[-10mgl H1[E], b) x2MRE
H2) IR =) F MU U A10mg/H - 20mg/ B, TV T
F Y —N30mg/ B, AATS T —N20mg/B, =Y AT
V' —/v20mg/ H % 81 M LL_E# 552 I RIG M XUTHERHRIE
RIS
(IEU B AT B B TR AE )
17.1.1 —EEREEHR
FEOS A inﬁj_:l‘mr%ﬁ%c:lElllEllOmg%&“‘iw::E‘é
T LR R (&EB;HFEJ 4 2R BT ER D FEAE K
R OREMRIT, T h4as. 6% (4415 /101451) . 55. 4% (564/
10145) T&;oto
BIEMAIL, 1omg#k G 10261261 (11.8%) 2RO SN,
ZRRERIE, ERL3H (2.9%) K OMEHME2H (2.0%) ToHo
7L:22)D
(BERET7RAEY VEEBICEIT2BESXIE+ EHESDE
FEHDHID
17.1.3 —EEHRLEBEE
EHAE7 AU v (1H8ImgX1%100mg) DOREHHG 2 L5 L
L. 220 BEE T+ ZHEBREOBERE A 63 5 BE 2 x5
L L7 T HEHEBEEEBR O B, Kaplan-MeieriEIZ X W HEE L
7o ¥ 5243114 O BB T+ IR S O REFEERIL TR
DEBYTHoTZ,
E'Wﬁﬂqli\ FRTZY— ) U T A10mgf 5-EETL57H] EP14

| (8.9%) . bmgixHRETLIS6HIF7H] (4.5%) [ZFRDH Bz, =
fxﬁ' YER ilOmg?&%ﬁifFﬁ&U«ﬁr%zfﬁ ] (1.3%) . 5mg$§zEf
BECRHI3H (1.9%) . NFHRESR 261 (1.3%) Thol,
1H 15mg 1 H 1[=]10mg oyt
(150%1) (15141) (151431)
B 4451 201 3243
b4tk o RREmRE 2.8% 1. 4% 21. 7%
(95%ZHIX ) (1.04, 7.17) | (0.35, 5.51) | (15.84, 29.27)
FRIZRT B AP — Rk 0.11 0.05 -
(95%(EHEX ) (0.04, 0.31) | (0.01, 0.23)
P D) P<0.001 P<0.001 -

a) Kaplan-Meieri&EIZ X A HEE. b) Log-rankiiiiE.

77 v/ v (1[5]50mgl A 3[a])

x5 3‘&5241_%% FGRTZ =) R U T A K521
F'EJfL{fﬁ% L7-3A (BECHRAT6HE#S) . Kaplan-Meier
CEVHEE L %‘ta BT+ IRIGIE S O RAE R RIT
E 15mg'(“3. 7% (95%(EHEIX M 1. 53,8.64). 1H1[E10mgT2. 2%
(95%{EFEHIX[H]:0.72,6.75) ThHot-, B, HEHE24E LI,
RPRREIL T X7 T Y —) L) N U v A1H 1[E5ng X %1 A 1[E]10mg
0 B2 T, BeRb2 Ik G L 722~

(BRBXE+_HEREBICE TS ~VaNI 58— ERY DK
B DB
17.1. 4 EINEREREHAR

AU Ry 2— - vn Y B 5O TR O £ F

EXRE LEENOBERRR (F_XTI7Y =L NI TA T
:EﬂF//) /7J<$D%&Zﬁ7 FUzxu~A Ol A28]7H MR
AE) ICBITBRERIITFROLEBY TH D,

EIERX. 7«77/~/v% U ZA10mg, 7TEFT Y K
¥ 150mg (Sifli), 7 7 U Aa~A 2 2200mg (Jifli) & 512
0. 129644061 (31.0%) 1258 Hiv, EARFEIEMAILTHILE
Bl (12.4%) . K136 (10.1%) Tholz, £, TXT T
' — ) k ) 7 110mg. 7:539//) /7kfu%750mg (i) .
75 2u~A 3 400mg (J11fh) kv, 1234 H 554

(44.7%) WCRIERARRD i, Trtﬁaa {ER X T #2641
(21.1%) . #1345 (10. 6%) . PRFEEHE 1361 (10.6%) . M7
Bl (5.7%) T o720 20,
5 BREA =
- GG R s . -
U] s | ommm] a
FRT T/ =t M) 0 hlng : .
87. 7% 83. 3% 85.7%
TERYY ) kRE50ng (hill) | 28/R '
25 274/ ng 1) (57fsl/6afl) | (45fl/54%) | (1026/1194)
FRT 7=t b7 Allng : ‘
89. 7% 87. 8% 89. 0%
TEXYYY kR0 (i) | 28/0 ‘
95 2824 tling (1) (61451/68%1) | (36fl/4161) | (974l/109f3)

Rk, WA TIThTa~Y any H— .
FENGTEIE 53 2 BRI o B bR AR B TED |2
BERELN TS,
H3) AEAOFEE, KOEGHMITTRROLBY THY .,
ENOARAELOCHRE L TR0 5,
FRT T — ) Y Al LTLE20mg, TEFT VY
LOKFM & L TLEI1000mg (FUfili) ROV TV An<A v
v L LTLEI500mg (i) D3A1Z1H2E], 7HMEOE
5.
¥/, o hrRUVTA e E— (FUVTTS—) T
EXTV KRR NS T Aav A DIFEGITED

vo YBtEoE -
BWTH, FRREDRR

ANY IRy L= vn ) OREBFEN TR Th o 72~ 33
s —-en ) BHEOBEERE L LEENORE (575

V= F MV T L TEXFVVY VAFMEOA P =g —
JVO1H2ETHMROEE) 2B 5ERERIE82% (49441/60
Bl) LGSR TNWD2),

18. ZEZhER

18.1 i8R/
TRT T =) U T DR S WA O R T SRR ORI IR
(A7 =7 I REK) IZ78b, r bRy (HY, K-
ATPase) DSHE:Z &£ L TSR é?a‘:[ﬁﬁib MP U 3
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FIHMEEE D ATREME & HEM S 1 530 ~32)

18. 7 BEEH iNHER

18. 2.1 RN B FITHBIT AT A MY HlEER Sy wicxt L, 1H
1E[10mg#e 5. 1H1E20mg# 5T & b IcHK 50 H /5 EH M
HIEHAZRL, %510 B KROTH B ORI EDRADRIZIAL
[B]10mg#% 5- T72~76%, 90~96%, 1H 1[A120mg#t 5 T88~89%,
99% Tdp %) 3,

18.2.2 o FHiHE REARIZ
FRIZ K 5 H By W% B 5

18.2.3 Iﬂriaéomtﬁf BiFseAzIv, «“/577‘% bk
U RN EBE W, WNTT > MBI 2 EBEBOWKE O
A& X R E RS (z %t uﬁﬁﬁﬁnﬁwﬁﬂ%%ra‘w 35), 36)
A X B BT > MBI B F IR WmEIER o BIE X, ﬂﬁ@
7u bR CTHEANCHE LS, P AT A RY o ERIT
VN A NN

BIDZPTFINYA 7Y 7 AP

4530 (in vitro),



18.3 BARpHERERA
RN B FICBI 5 HWNpHIZx L, 1H1EbSmg# 5. 1H1H
1omgfe 5., 1H1EI20mg# 5T & bICEM R ERIEMEZR L, &
550 B 0240 P pHALL 2 R T HRERI OB 4 131 H 18] 5mg #%

H.OEM*C46%, PW¥63%, 1 H 1[E]10mg#k 5-OEM*C58%, PWT
72%. 1H 1[E20mg$ 5-OEM*T61%, PW¥TT6%Tdh 52,
MATRHIEESR T 7 v —AP450 2019 (CYP2C19) FEHHAZ, F
LEGFRIVSEEND,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/*
2 1FCYP2C19%1/*3
PM (poor metabolizer) :CYP2C19%2/*2. CYP2C19*2/*3X (%
CYP2C19%3/*3
18. 4 H*. K*-ATPasePAE{EMH

72 BRI L 0 SRR L,
%Tw% 38) (1'17 Vz'tro)n

18.5 MABER
Z v FNEAWESEERESED D O ITERERERE (SEn
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NI T R RS 25 R A e g70) s 39)s 400
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18.7 BREZER
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K*~ATPaselZxf L. SRV FHLE(EM %

— &4 T T Z Y —)F ~U A (Rabeprazole Sodium)
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benzimidazolide
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478 ;381,42
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KV (120) 1XHESEMEZ R S 220,
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