20244E2 HELET (BB T A i i 4 JE
872329
B SIRGE 7Ok >R THEHEH
HAAAM : 3% SNT5J—IF U™ LR
| ] L1 °
FATFIY-IbNaigEs: 10mg n-ns
RABEPRAZOLE Na msters 10mg onara.
YU 7 S HKEAF S | 22200AMX00804000
) R - EMSONEC L VAT A e bt 201047111
. _ 6. AERUAR
2. ®E KOBEIBSLELSZL) (B8, +=150587, WAEE. Zollinger-Ellison HEEE)
2.1 RH D5 ﬁtﬁ@ﬁwﬁgﬁwhéﬁﬁ WEL WAETRT TV =k FY AL LT IH 10mg &
2.2 7 HHF EOVEERYE, ) v e VM E 8GR0 1H 1 BRI S3 525 WRICE D 1 20mg % 1 H 1 [l
BE[10.1 ] 5352 e05T& 5, B, BF. B, WHEHEET
F8HEMFE T, TIBEETCIE6EME TCoREG LT 5,

3. HRE - MR (FFRMERERX)

3.1 #8 - ThR .
175 44 575 — )b Natigi 10mg [+ —17 ] W EE R ORI B W TE, #@F, BAZETIRT T
P T —w;bUWA&LT1EHMg%1Hl%ﬁu&%?é

AR G5 N75 = F k)P A 10mg & A5 WARICE D 11 20mg % 1 H 1 BRI 535 2 L A5T
L S e 1D 5. %, . SHMETORGES 5. F1s 70N
V= b=, AATEANVT A, KBILF B T A T e N S~ Sy 2 HL A e 2 7 B A
AR S T KR VRYTA S —IZ X DM CTHRAT G A, 1
v ENE SR v7u - Q . U
CleLa—2z, AFTY YBT I AT YA, EFOAT 10mg 1% 1 1 20mg & 1 H 21, & 512 8 HEFELIEE S5
R AL IS KU LT I— T A Y é;tﬁ‘“(“% 5o 72721, 111 20mgl H 2 A5 13 5 EE o4
7 )V A FVIREAE, A5 2 Y VT XY < — LD, Bl EEZ AT 25 EICR S,
T YNEERET P Y T A, KY Y ILR— |} 80, 7 TV b - HERERE
VIFL, LTS . Ea S W, AL osa T - PR MY R S B R OMERRR B VLTI
e - o= — - Z1H1REO%E 35, £ 7a by Ry74 ey
W 7777 ) Na bt l0mg [~/ 7 ] =12 & BT AT e WA U S DRERIEE I B
PRI - A Gellets - 74 VA a—5 4 v 7hE (BiEEE) Tid. 10 10mg 2 1 H 2 @#EI3%5§5 2 L0 TE %,
FTfi i 1 <¥Ubﬁﬁﬁﬁﬁﬁﬁﬁ>
R RAICIE IS IV =+ by AELT1H 10mg %
A5 » 7w = IHIUﬁDhQ?%O&H\E*\4ﬁﬂif®&5k?éo
o o) <ﬁ§%§xeu>&$ﬁtsw5§%%2u+:ﬁ%%%®ﬁ
FHNH
K& & B © 69mm JE & 36mm WHL A IARNT I = F M)A LT 1M b5mg % 1
g, 130.0mg H 1 #5325 SIRAT 50841 1 10mg # 1 H
T o 104D LEE 52 2 L ATCE B
RRITER Eaad E <«U:A79—-Euuwﬁﬁwﬁ@>
4. WEERITHE W, AR IRT IV —F Y yab LTl

OBBE. t-kBEE. YAREE. ¥nMEE %,
Zollinger-Ellison fEf&E. JEV S AMBREELRIE. EHAE
ﬁéeu>E5ﬁt3ﬁé%%ﬁ2ﬂ+:ﬁ%ﬁ%@ﬁ%

|

OTFRICHTBIAUINYTEZ— - EOYDREDHHED
Bi&E. T2iREEE. 5 MALT Y >/ i, 4556 m /I ros
DR, PHEEICHT 2AREMNEEERE. NUaN
74— EFOUBREER

5. RHEEIHHRICEIET 3 E

GhBELE)

5.1 KHOFGHERIC L AERZRKT LI EDBHLOT, E
ﬁf&w_a%% ®7K&5¢é & (H MALT ) » /3,
HEE ﬂ?éwmﬁm BIRBEICBITAANY aNT T — -
tnuw@@wﬁ%%@<%

GEV 5 AME BEWTIE)

5.2 %55 2Bk Bl LTHIRZMHA L. AEIRO SR
WERD LN VWIEGEIZIE, BRAHUADIRND% 2 5 b 720

ML R IEBRANDEEZ KT H T &,

<%§i§zeu>ﬁ$ﬁu3ﬁé§%ﬁ2ﬂ+:ﬁﬁ%ﬁ@ﬁ

|

5.3 Ifiife - ZEROTEEINHE O 7= DI E 7 A ) ¥ % ki
LCW2EEEHEGARE L, HEHHICE L Tk, BiEEL
IR OB EET 5 2 L,

(ANJany a— - 0l OREOHER)

5.4 #EATHIE MALT YV v 28I T AAY) any y— - ¥a)

FR B DO H I, LT v v,

5.5 FRFEPEIM/ MR TESEBER (<t LTt A4 K94 V5% 5
L. AV any sy — . ¥o) BRRESEIEY & B & h 2 iE
BN OARBRWHEFR AT 2 &,

5.6 RS 2 NSRS E DAMCIE, N ans s
— - ¥ ) BB & B B OFREIHN T B AR E
VLTV,

5.7 ANV any y— - vu ) EEHRZIHCLEICIE. AN an
gy — - ¥a) pETH AL ROBEREICL YA 2
Ny — ¥ BEEEATHLIEZMRTHIE,

7%#//U/mﬁ%tbf1umwg(ﬁﬁ>&0
<4 e LTl 200mg (Jiffi) @ 3 %% FKIC
b, 7 HEFO3S-3 5,
B, r)AuxA4 Ui, LEIS L CHEENET LI
NCTED, 72721, 10400mg (Hfli) 1 H 2% FRET 5,
7nbyﬁy74ytey~‘7%#>>Uymﬂ%&07?
VALY O 3FFEGICEEAN) TNy y— - ¥ O
WIS AR O A1, ShICRb bt LT, W, ik
Acu7«77/—w%bU¢Athlmumm\7%#9
YU VARME LT 1 750mg (Jiffi) ROTA Fa =8V — )b
& LT 1 250mg @ 3 #1 % [IKEC 1 H 21, 7 H #3853
Z)O

7. BERVAEICEET 3=

(BiEE. +=&EaE. Uadias. ZoIImger—EIIison

7.1 FERDE L WA RO - $RETE0 Y
1H 105352 ERTE S,
(FRERER)

7.2 RDE LA R O - BEETEOS412 1 10 20mg %
1TH1IMBES T2 ERNTEL (FIE - FRERY B3 S8k
ﬁ%%@ﬁ%ﬁ&\TDFJ£7747E89—KI6MﬁT
w%r+ uﬁooit.7ubyﬁy74yt57—

i%(u%ﬁf;ﬁ]%T"I‘ 77 BEZR L 1 [l 10mg & 1 [al

20mg Z1H2Mm, 52 8BS 35513, NHEMRE
THHMEEERPAER L TRV E2ERTHI L, 4B,
ARH) 1A 20mg @ 1 H 2 FH513, PRSI CHEE ORI

Omg
FA
1H2

TERE)
2118 20mg %

ERRER LA IRA[17.1.1 B,
8. ERLEXRNEE
(shEetE)

8.1 AHOFG-HIZI, MIIRRLITFRERICTER Ly @I 2 i
FRRRAL - MR LA 2179 S E DR T L,
(BB, T2EEEE. UaREE. U5 AMEREYRE)

&2%%2@%%&ﬁ+%f&w®v\%%ﬁ&tumm&w:
ﬁ)Lﬁ Lu\
(5 mﬁﬁﬁ£®ﬁﬁﬁi>
8.3 % - MMM KTHHERTu b Ry Tf e sy —(C
LD WHBETHEA TR BR ISR LT 2L & L, Ak, KR
%&@M%@&w*% ATH)TEDBVEHIRETHI L, £
v BFHIR, 7OV I — VI R o AR E O YGE A S



A, FERRIREASRIWIC D72 0 ke 3 B Ui IR Lk %
FET AT Lo 2B, MEFPRETIIE NI AT &
THLREBIREE T ZEREE L,

GEU 5 AR BEWRIE)

8.4 MBI X VIR, RS OMSTIEIRDHR D B L ASND
2t (1L#EMH»7Y 2HULE) 2RO 2BEGTH L, X
By AHOHGAEHE, FERE OLPRIES; & OO LR
BICX ZIERZ KT 2 2 EWH DD T, WHEMAFIZED
INLOREBTHEVI L EMHERT LI &,

. BEDERZETHREICHETIER

A BHHE - MEREOH 2 8E

A1 EYEBUEOBREEDH 5 B2E

.3 e ERE

AR 2 JA A C I EIRIE D 523 % o

9.5 11w
Il SO ITHR LT 2 W BEE 0 & 2 2 1k iR E oA 28D
falitE % LN % & HB SN2 BEICOAREET5 2 L, BE
B (T v MR 400mg/kg, 7 ¥ FERE 30mg/kg) THRIEHME
(7 FTLEEE, 79X THREOK T, fLFIBE) A7 S
NTwb, 72, v PIZIXRTIFIV—=)VF MY T A
(25mg/kg/H). TEF Y VKNP (400mg/kg/ H LI L)
Koz sy zua<x4 vy (50mg/kg/HU L) % 4 @B OHHE
G U723 BT, MECRBIREOELISFEO LN TS,

9.6 BRI
EH O R R OCBAREOFEE L ZE L. FIAL O L
AR T2 2 & B (7 v ) TR ABATT
LT ENMEIN TS,

9.7 NRE
INRFE G L L BRI FER L T v,

9.8 SiE

WALEHERSEOBIER 2 S S b 72 A 13K 5 7 L (IC

HHT AL, RANZTE LTI TR# I NED, SiE T

[To{oN{eN{o]

FIFHREAMET L T2 2 0% <, BERY S Hbh s 2 L

ﬁf% 5 o
10. MEEA

AH OB T HFAHEEHLF b7 o — 24 P50 2C19
(CYP2C19) JUF3A4 (CYP3A4) D573

[16.4 ZH]

F 72, AHNOH B WIIHERIC X0 PR R OB 2 e

PRS2 eDdh b,

10.1 GFARE (HiA

LEWVnZE)

RO HNTWVW5D,

ESIERS

BEARAER - A58 5

BT - fabi

7 & W E OV ER Y
(VAT 5 v)
[2.2 BK]

7 EZFFENDOERN
WIS T A2 BETNDD 5.

AFH O H 5w A
Ak, BN pH AR
AL, 7T FELVDOHE
AT L. 7 7%
YL o I H i EE AT
THEBENDD 5,

JyIE Yy IEERE
(Y257 h)
[2.2 BH]

Yv¥vey sHREREO
TEMZ M5 T 5 BZ N
b

AH > W 53 s B0 AR
Ak, HNpH 2 R
AL, Vv SR
WEOWINAET L, v
¥ B v oA
KFTAHZLDDH5H,

10.2 HiRAZEE (A

ICEBT B L)

Sk AR - H5 7 B - fakE
vIxT v T 2640 0> 1 v 5 L A% | AR F) 0 T IR 0 I B R 4R

AFNTTXRT ¥

AT EDND 5,

ACE D, BN pH Ak
7 L. M TEEH oWz
et %0

A F7arv—u
y74F=7

AH TSR o 1L v BE A
KFT2BZNDD 50

AFH O H 5w AR
Mk, BN pH 2R
H L. HFEA oI ZE
Wl s2BEN2H 5,

KEBIALT VI = A7
VRN | dr e A
LA DI

A JLAR A 512 He ]
PRI IR o Al el
5 1 W 2 A I C 3
i A5E F e 182 i AT TR] R
MENZEN 8%, 6%IET
L7 DEDD Do

B EATH %,

AN PLFF—T

ARMPMLEY— ol
FRES ERT AL
Bdbo MmO X b
| e Al N 5 A
DL, —REIISARA
O ERIET L L
EEETHI L,

WA TH %,

1. BEA

ROBWEH DB 5N D Z W BDT, BEEZE TV,

FEDRRD O NI A3 HG 2 Pk b % L) R L & 47

HT &,

1.1 EXLENEAR
M1 2avyy BERW)., 7F7145%>— BIEARD)
11.1.2 RMERR D CHEAR) ., SEFERERAE CHEAH). M/
WA (0.1%K05) . SBmEEm GFEAY)
11.1.3 BUEFFR CHEHEA). FFHEEEREE (0.1~5%4K) . BE
(CBEEAE)
11.1.4 BEEMME (0.1%Ki0H)

FEEG WML, PRURREE, Wi ofE (Je) StiEo b
WA, e I X ok E L, AFlofs %
PRS2 2 312, BIBRE RV E VR OR5-50wY) 7 JLE
o TR
11.1.5 BEESE (FEARH)

haEE 2R R B B SE (Toxic Epidermal Necrolysis: TEN). %
JE RGBSR GE R (Stevens—Johnson JEMERE) . ZTEAIHED D O
bNBLZEDNDH b,
11.1.6 SMBES BUEARH), BEMEER BEARH)
ke (BUN, Z L7 F= 0% I0EETHIE,
1.7 |€F FUYLIE GHER)
11.1.8 HRUHRAEE CHEHEAH)
WA, B, CK B&. MR ORE I+ 7uey bz
B & 3 DR RIIE D D S b b Z L DD D,
11.1.9 |AEE FEARH)
11.1.10 $EELRE (HIEEAH)

HAE, BWATE, KRR, K. e M OB
HobNbZENDH b,
1.2 ZOMOEIER

(Bi&E. t=iEBEaE. WAKEE. REEER. Zollinger-
Ellison fEf®E%. JEV S AMBREVRE. EAE7XEU >#

S58ICH T2 BEEXITZRBESOHFEDED)
0.1~5% A 0. 1%Ani BHEEANH]
FHILERIRA, P | AR IERR A i o
iRV 3 ERBOIN, WFRRERIY | BREEZ . ) o8Bk
%, Al A
AST, ALT, Al-[#BEV V¥ YD
Ji- Wik P. y-GTP. LDH| -5
D LR
TR I 5 B
RS, T, DLW, Ok, b o | MR, S
W, WA, 0P &9, BHb728 W K B %
P P i, g JZHRAN ( collagenous
k. B colitis
lymphocytic
colitis)
e BE WV, AL EAR, KiE
&, MRS DU
TR R PANEE 1
JHEF, Lo b >
(NPT
BRIV A7u—|»3AH, FE | HOLb5o%, M
Vo PR RR R - (B, TR | . e, =
Z Dl BUN @ k5, &|EiE. LONEK, |7 ¥ €= 7 MfE.
FJK, IiiH TSH|CK @ & K~ 27T n
K i, AL

) FEBUEE TSR RN AL &
(AYaAnya— - ¥l OREDFES)

0.1~5%:k 0. 1%kl
1 ER R UFER BRI S . v BR R
i B OREREA, ) v
INERMEZ . IR A
ERiiEzEp]
ALT. AST. y-GTP|Al-P. LDH o L5
I )
T B2 BE, IME 5
TR B, BREEE. [1TE. CIR%E. Kgel).
WL B BEERAE i, W US2. P, fE
' S R, TYE. B | BRI, %
P, s EUE
KRR BlEEi) DE W
YRR O b5 BHINFE, BRIk, H0
L O, 2K, &A
Zofth Ry IR RS FREOL
Ok, JREED E5- JR
FESLE . EhEERR

1) FEBUHEIIB I T T RERE B INT TV —
VFRMITA, TEFTDY VKA R Y7 7Y A~ v
D 3 FH - DIARKFREF T T O MR AR L CRGEIGGE e A

o

12. BRRBERRICRITTHE

(AN 8— - EO OBREOHE)

121 AVany7 42— EQYORKREHELDEE
FGRTFG)=VF M) EDOTA N Ry T ey —%
TEXFTI) VKA, 750 204 Yy EOFEWE RO
A U= F Y= VORI R G TER TR, BCIRFETR



AR DPE BB 2 HREVED D B 7200, BC-IREFAA
BRIC X 2 BRRHE 2 A7) HEiE, IO OFEAIORGH T 4
WUAREDRE L TERS 5 2 EDEE L\,

14, BRAEODEE

14.1 RAZHEROTE

14.1.1 PTP W O#HNL PTP ¥ — 2 bMWY 1L CTIRAT 5
LT HZ Lo PTP ¥ — FOBMKIZ X | B BUATRA R
EREANTA L, HI213284Le B 2 L CHERIN £SO EE 2 &
PHEZ DT B L’ b,

14.1.2 AANIEHESETH O IS H 72> T BAZZY L B
ZYRFI, OALETEIERET BT o

15. ZOMDEE

15.1 ERER{ERIICE D 1%k

15%;$%®E%&5¢KE@@%%U~7%%btt®ﬁ%
5o

15.1.2 M BT 2 BB OBLEWE T, 7u by Ry 7S v e
7 =12 & B IHHICB W CEREE R S RS, TR
Wi, BHEFI D) 2 7 BINDHE S Tnb, FRIS, WH=ER
%f%%(1$ui)®%ﬁ%%wtﬁ%ﬁ\%ﬁmux7ﬁ

nL7z.

15.1.3 WAMI BT 2 FICABRE 2 WL L LB O BE%
T, 7O YRy T ey —%2HKG5 LBSICBWT s 0
AZAPNYTIA T4 T4 ML B FEEGD ) A 7 BN
HE3NhTws,

15.2 FEEREAREABRICE D 1Bk

15.2.1 v M2 bmg/kg Y b % 2 4ERIFE TS L 7z v lBs 1
BWT, MiCHIZANTF 7 4 FOREDRA LN L OHEDD
E)o

15.2.2 B ER (5 v MEOES 25mg/kg Vi F) CHURRE R
FCIMHH A 0 Y onsHmsEshTtnwbsoT, IS
7o o TUTHARBEARRE ISEE T %,

15.2.3 v MIHETH LTV 75V =)V (50mg/kg/H).
TEFRY VY VKA (500mg/kg/H) kU7 F5) 2u<A Y
v (160mg/kg/H) Z PG L-REk<. BEW ToOHEED
Bl LD IR OBEWH QBT ST b,

16. EHERE

16.1 MARE

16.1.1 SNT SV =)L+ M) LEFKRE
FERER S 12 20mg 2 8 P USRI RS Lz B o
%ﬁ%ﬁl:iﬁﬁjbf:%%ﬁb%”? X =5 OFIHE FIRT Y,
16.2.1 =l

SRR AR O AL P Y BB ¥ T X — 5

X Crmax tmax AUC
AN N
Bl St (ng/mL) (hr) (ng - hr/mL)
ML 437 +237 3.6£0.9 937 +617
% 453 +138 5.3+1.4 901 +544

(F¥fti+S.D., n=12)

F 72, EER AP 112 5me. 10mg. 20mg i N TRER S
LK’E? (#5-5 HH) OEYBRENRT A —=FZUTOEBD T
»H 5%,
e NP T2 B 5 EP G- (5mg. 10mg. 20mg) DIfiAE
MSNT SV =) b)Y AOEYBFE T A—F

= . Chnax tmax AUC -0 t1/2
= y
ha | KB (ng/mL) (hr) (ng - hr/mL) (hr)
EM* | 146256 | o0 5 23697 | 1.8%0.9
Smg 25
PM* | 252255 | ZD | 585137 | 42205
EM* | 383283 | o o) | 539£200 | 1.520.4
10mg Ex)
PMF | 509564 |, 0% o | 12302200 | 3.8%0.3
EM* | 6542348 | (o 20 | 90477 | 2314
20mg R
PMF | 8225232 | (o 08 | 2331663 | 3.7%0.3

CPHfE=S.D., tmax (I (Min-Max) ,EM n=16,PM n=8)

KT R 7 b 7 v — 24 P450 2C19 (CYP2C19) &I, Fid#fzT
[IBSUR RS (W

EM (extensive metabolizer) :CYP2C19*1/*1., CYP2C19*1/*2 X i
CYP2C19*1/*3

PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 X &
CYP2C19*3/*3

16.1.2 3 HFRAEZRS
RSB T RT I —VF b A 20mgH, 7EFY
) YRR 750mg (OIfli). KU7 5 Au<A4 ¥ Y 400mg
(Ofi) Z1 B 270 GF12E) KEROHES LB S
Nfﬁ{—w+bU@A®$%E%N5x—7muT®tBD
TH 5,

TR AT T2 BT 5 3 FIPEH KA SR o s h 5 X7 5 ' —
VF DU D L DHEYFRESF X — %

Cmax tmax AUCo12 12
(ng/mL) (hr) (ng * hr/mL) (hr)
X
(nEi/Iw) 578+293 | 3.0 (2.0-4.0) | 934438 | 0.72%0.19
PM® | 948138 | 3.0 (2.0-3.0) | 2600474 | 1.80+0.32
(=g | 98 0 2.03. * 800,

EFiLA]ﬁ +S.D. , tmax ‘i qﬂg&{ﬁ (Mil’l’MaX)

MAMCHIER T b 7 1 — 24 P450 2C19 (CYP2C19) #BURNL, TRli(st
I I ND,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 X
CYP2C19*1/*3

PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 X I&
CYP2C19*3/*3

1) ARMEROCHE B, BAEIRT I =V F bk
LC11H 10mg. 7EF ) YAMPE LTI 0 750mg (JIii)
ROy 5y 2a~A e LTI 200mg (Jifii) o 3 %% [
1TH2ME, 7HMEIEST %, 2B, 770204 ¥ g, L%
CIB U CHERET 22 A TE 5, 72720, 11 400mg (F74li)
1H2MH% FBRETS.,] THbH,

16.1.3 £HFEIRIZEMHR

FNRT IV =) Nasfige I0mg [A—1nF | X))y M

10mg %, ZHAF ==kl YZEhEN]1sE (SXTTFTV

—VF MU LAELTZERZN 10mg) fEHERA T T ICHEf

[HE 2 5 U C S b R ZEALARIREE 2 A U720 15 57z 38

BHE/NS X — % (AUC. Cmax) DX EME O D#H log

(0.90) ~log (1.11) TH Y. HoEMRER CHHZE) A

LTWwWaZ RS, WHOEWANESES MRS Y,

HWFE ST A =%

AUCo-9nr Crax tmax tiz
n (ng/hr/mL)| (ng/mL) (hr) (hr)
FNRTF /
—ib N 23 585.6+288.2|352.5+130.9| 2.7+1.2 | 1.5%+0.7
%€ 10mg
[F—=n7]
/\l):r_y b 23 624.4+268.4|323.5+110.6| 3.7+1.2 | 1.2+0.5
%€ 10mg
(CF¥fii+S.D.)
(ng/mL)
400
—O0— FRTF =) Na¥ibg10mg [F—/\F]
f 350 f —o— XU v hELOMG
45 T -
B g | VA £S.D., n=23
4
,7\; 250
i 200
7 150 |
;é 100
B 50
0 1 2 3 4 5 6 7 8 9 (hr)

B 5 1R

e 5 X T T — Vi O HER

MR ONIC AUC, Cmax D85 X — & 13, b o
ﬁ%MﬁW%ﬂMﬁ-%%%@ﬂ%%ﬁtiaf%&éﬂ%ﬁ
5o
16.2 TRIR
16.2.1 BEOHE

R A 112 20mg AT S BB ISRIRS L2k, &
B G TIIHE TR GICH L tnax 25 1.7 BRHBES 2 & & 4
WA EAEZD STV DY, [16.1.1 2]
16.4 X3

R A 12 10mg. 20mg % FR % G- L 72K o 4 v oo A3
Wid, FICIERERZETIOSC X Y EK L2 F F = —F vtk
Tholeo TOMICHAHEEFEF + 2 10— 2 P450 2C19
(CYP2C19) 2SBH5-F B A F VALK IS & 0 A1 L 7= 2 F
VIR, 3A4 (CYP3A4) H3BI5-5 2 Ak ARSI & 0 Ak
L7z AR VRHERD 572099, [10. ]
16.5 HE;tt

TEHER A 712 20mg & RIS L2 a, e 5% 24 BEf E ©
WRPIZ T XT V= F b A ORBACERIHL & §,
R THDHNVE Y BERTZD 7V a BRI S
E@ﬁp~@%\xwﬁiv—wmmﬁwﬁw~w%mw§
nzvsy,
16.7 EHEE(ER

B (K AT TV =) CTHRHEEE T 71— 24 P450 2C19
(CYP2C19) ~ofRRE@HHAIC L W HEMEH SO N TWE Y
TENRA, TVT77Y Y R-TVT77Y V) I LTINS T
V= b)Y A INS O DM E L X v
ZEFMEEINTWE, T2 HE (575 =) T



RHEERF b7 o— 24 P450 1A2 (CYP1A2) OFEIC X ) M
ERDBOONTWETFEF 74U VIHLTHIRT IV — )L
+ )L)U AP REICHER Sz 2w e s Tw
56‘7 o

17. BRERELHE

171 B ROREMICEAT 355

(BB&E. t=HBEaE. WANEE. SRMEER)

17.1.1 —RERRRHABR R U —E 518 BB
W T IR WU A S O A R e xRS
1 H 11 10mg Xi& 20mg %425 L 7c — &R AL O —EE

*ﬁgt?%ﬁﬁ%ﬁ (G- - 6~8 M) DHHETTERDOLBY TH
% - o

PUE 373158 AR B TR
i 94.0% (189 fi/201 fi)
Rtic) k¢ 99.4% (159 /160 1)
S £ g 90.9% (50 f51/55 1)
Wy 45 5 5 83.3% (10 #1/12 1)

%72 He AR HARIUE OB P B 2 2 0 22 1 H 1 |
10mg % 24 MG Ui (CHEMRLERER) (280
2 NHEEIIEFERIE 78.6% (33 61/42 H1) Tdpro 7219,
WHHEROCHEO 7T N YRy 7 e By —mERICIE
PEED O B S 2 R & LB 8 B OISR
TICLDHEHRETROEBY TH 571920, [7.2 BH]

1 1] 20mg 1 1 10mg 1 1] 20mg
1H 1 1H 20 1H 2
otk 58.8% 78.4% 77.0%
=1 (60 /102 %) | (80 B1/102 %) | (77 /100 1)
grade A LU 65.1% 87.1% 79.5%
grade B* (56 151/86 1) (74 151/85 1) (66 151/83 1)
grade C LU 25.0% 35.3% 64.7%
grade D* (4 51/16 1) (6 1/17 1) (11 B1/17 B1)

1) 9X7IV—F YL 10mg/H. V75V =) 30mg/
Hy + 275V =)V 20mg/H % 8 AR LA EHE 504 1R U AHE
RS TS

XtV A (W 2) 12X B EREE

HEEL RO T T bR T4 Y ey — B
P2 O FLE I & i G & L 7R 52 8 E - o A
BAC & 2 mEE OPHE) 3B TROEB) TH o2

22)

R DR
LI 10mg |1 K] 10mg (95% FE I )
1H 1 1H2m "p@b)
552 Mtk DIk 44 .8% 73.9% 29.1 (18.9,39.3)
JERAES (73/163 1) (119/161 1) p<0.001

a) 10mgl H 2 [H-10mgl H 1A, b) x2 i

H2) IXRTIV—=)F M)A 10mg/H - 20mg/H. V75—
V30mg/H. X7 V=)V 20mg/H., =V X 75V —)L20mg/
H % 8 S LA P G- |2 RO I AHERRR I IS 158

GEV S AME BEWTIE)

17.1.2 —EGHRIEBHER
QFUf%/u‘fﬁ”c%'ﬁiEﬁbﬁﬁ'E%ﬂ%b: 1 EI 118 10mg 25 L7-—
HEEMLEGARR (35014 AR 12B1T 2 WL FEk D54
R ORARIE, TNEN43.6% (44 B1/101 1), 55.4%
(56 /101 ) TdH -7z
EITERIE. 10mg % 5-0 102 i 12 61 (11.8%) 127D b7z,
T e, R 3B (2.9%) K OBEERIZG 2 61 (2.0%)
Td o722

(BHE7ZXEY CEBE5BICE T2 REEIITZEBEEDE
SN

17.1.3 —EGHRIEEHER
BHRET AEY >~ (1 H 8lmg Xix 100mg) ® RS % w3
L. o BEE LT ZIRERE S OMA IR 2 F T 2 BE L)
Kb L “EHEMRILBRBEORE, Kaplan-Meier #:12 & b i
B L7285 24 Ja 1M o B 5 O3 T IR o B TIE R
ETFROEBY THo7z0
FWERE. 9T IV =)+ MY o A 10mg £ 58T 157 fih
14 1 (8.9%). Smg $5-% T 156 Bl 7 6 (4.5%) IZFEDH 5
N ELEMEM I 1I0mg 5B TR L TRE K 2 6l
(1.3%). 5mg & 5-BCTTFH 361 (1.9%). MR 2 6
(1.3%) Td o722,

10 1E5mg | 10 10 10mg R
(150 f31) (151 1) (151 f31)
TR B 4 41 241 32 Bl
B3 20 MEORK| ) g 1.4% 21.7%
(osergncny | (LOL7I7 | (035,551 | (15.84,29.27)

ﬁﬁﬁbiﬁs}fz\ﬁ 011 008 ]
(95% 5 IX ) (0.04,0.31) (0.01,0.23)

PAED P<0.001 P<0.001 -

a) Kaplan-Meier 12 & 245, b) Log-rank M, ¢) stz 7L
> (1" 50mgl H 3 )

(%)
100

-8- 1 H 1 5mng
90 -©- 1 H 110]10mg
o I
80
70
?‘i 60
50
z&
s 40
30
0 4
10
0 R — s
T T T
0 12 24
At Risk $2 3.6 5 ORI ()
1H1M5mg 150 150 139
1H 1E10ng 151 151 142
X 151 151 114

Kaplan-Meier :12 & % B #5533+ 48 5E5 0 AR HIEF

a6, 5 241’1U\]311:‘ FTXRT T —=F b)) Ak 52
BERHE I TE A A REFCIHRAK 76 M5 ). Kaplan-
Meier {12 & D ?EILK WS ST RS o R EER
iE. 1 H 1M 5mg T3.7% (95%fSHHIX[#:1.538.64), 1 H 1 1
10mg T 2.2% (95%fEHHIX[H:0.726.75) TH o720 B, &Y
24 WPRE, SHREEIE ISV =) M) a1 H1 M 5mg
12L7i 1 H 1 10mg (28 ) ¥z T, K 52 MK S L
7‘,

<ﬁ/%g%61+:?5%5§%t:m16/\ Yanyg—-enl oBrE
17.1.4 EXERKHER

AN any y— - ¥a Y Etko B+ T IRmEE o B g
Extg L L-ENOBKRRR (5 X795 —VF b )T A T
EFTVY VAN KR T S) Au A4 D1 H 27 HRY
RIS BT 2BRERITROLEBY TH D,

BIVEIE, XTIV =+ b)) A 10mg, TEFT V) ¥
KHW 750mg (i), 27 5V Au<A ¥ 200mg (Jifii) #
5z, 12060 40 B (31.0%) 23R S, FARIERIZ
THI16 B (12.4%). #AE 1361 (10.1%) THolze T/ T
NT I —=)F M)A 10mg. 7TEFT Y YK 750mg
(). 799 2a<A4 ¥ > 400mg i) #5112k 0. 123
B 55 5 (44.7%) (CREIVER 2538 S v, F 2 EIERIE THI
26 51 (21.1%). HRAE 13 %1 (10.6%). WRELEF 13461 (10.6%) .
W 7 B (5.7%) T o 72829,

e HGES
HH D 1 MG X —Jep
FHEA O 1 M5 e — +éggﬁ s

FNT T =T R

7 A 10mg
7 4 10m 87.7% 83.3% 85.7%
7”&73;0/ “](}7;%‘)*”% 2W/H | (578165 | (45 B1/54 | (102 B1/119
fovmg [N 1) i) 1)
7o) 2aavf v
200mg (F71fh)
SRTTT—NF Y

7 5 10mg 89.7% 87.8% 89.0%

TEFT VY VKA
2/ | (61%1/68 | (36 B1/41 | (97 $1/109
750mg  (Jifili)
P Y I 1) 1) 1)
400mg (i)

BB, WHTIHDNIAY IR ¥ — - Ca) o d -+
TR SR I3 B B O BRRABRE IS B W T MREEORK
PO TV A,
1 3) KA PSR, LOESGHMIE TRoLBY) TH Y. FRNOK
PIER O L 3R 5,
SNRTFGV—)VF Y aE LT 20mg 7EFY Y VKA
P& LT LI 1000mg (i) KO2 5V Au~<4 e LTl
500mg (i) @ 3# % 1 H 21, 7 HHZEI%S
I/, TN YRYTA VR ES— (S UV TITV—)), TE
FII) UKAR T F) 2ax A T D 3HEGIZL BN
Vany g — - ¥n) OBRRKIGEEIARY) TH > 7z~ 3,327
F— - ¥ ko B i U+ R o B S A 0 S &
L7zEHNOKE (XTI —=NVF b )L, TEFTVIY Y
KA RO X ba=%y =)o 1 H 207 HE&ZORES) 128
5 BRHER L 82% (49 B1/60 B) & s X Tw B3,



18. ZEyhEEig

18.1 {ERHF
FGNRT G = F b NG EE G WG o0 B BE T g 1k
(ANV7 27 3IFK) IZRY, 7a by Ry 7 (H, K-
ATPase) @ SH 3% W56 L CEERIGTEZ KILE L. BR /- % 3]
T 5, SHICHESNBRERO BB, FISERTRA A
5DIY DN RS DNV TN FF I & BIEHAAON LA
BLTwabntEzohb, TOM, V¥ FF 2 itkoT
BESIG MEAS I 3 2 W REVE b il S h 23939

18.2 BEASBMEIEA

18.2.1 MEHER AR TICBITAH A+ Y Y HEmEER WIS L, 1 H
110 10mg %5 1 H 1 [0 20mg $%5-T& H (250 H 5 5 FHH
ZEHIER 2R L, %5 1 HH RO 7 H H OB i O A
121 H 11 10mg #%5-T 72~76%. 90~96%. 1 H 1 [i] 20mg #%
5.7 88~89%. 99% T 5303,

18.2.2 v HFRHHBEMERIIBITILZ Y T7FINFAL 7)) v
AMP HIF0C X B HER W% B 533 (in vitro)

18.2.3 BUH A ) EHEHZERIIBIFILILAY IV RYFHTANY
VB E W, BT v MBI A EBEERSW L X
53 VS WALt U BRI e SR % R 978980037
1 XHDHVIET v MBI L GEamIHEH omga. tho
7a s AR THEANCIEL#EL, WHAA M) o R
IR 33.38)

18.3 BEA pH LR1EH
AR FICBIF 2 EN pH I L, 1 H 11 5mg #%5-. 1
H 1M 10mg#%5. 1 H 118 20mg #%5-T& b I2HW 2 LA
MERL. #6455 0 Ho 24 B HIC pHA BLE % 7R3 RF] o)
4131 B 118 5mg 5.0 EM*T 46%, PM*T 63%., 1 H 11
10mg % 5-® EM* T 58%. PM*T 72%. 1 H 1 [l 20mg $%5-®
EM*T 61%. PM*T 76%Td 53,

MRS T 7 10— 2 P450 2C19 (CYP2C19) FBIMIZ,
TREETR I ) S5,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 X% CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19%2/*2, CYP2C19*2/*3 X
1Z CYP2C19*3/*3
18.4 H*. K*-ATPase FAZ/EHA
7% HREIE X ) B 72 HY. KP-ATPase (2xF L, SV PHEE
HZ&27R$4040 (jn vitro) o
18.5 HiEB1EA
I v RO BHEEREEH 5 VI EREHBRE (JE5H
WA PLA, KEHHEZA ML A, BIPMELK Y2773 0, B
-8 ) — VBT AEY ¥) 5 Ly BB EHE & 5 W
13 REBOR ZE YRR 2 R §7304243)
18.6 1ERHE
(ANYany g— . €0l BREOHE)
TEFYVY VKNP ROEZ S 204 VY, TEFV VY
VKA RO A b a =g — v k@ 3HIPERFREICEIT S SN
TIT—=NF )T AOHENIEHNpH 2 LA SELZ LICX
D, TEFVV) VARHBEYZ ) 20<4 ¥ PN
EFEBODLIEICHDHLEEZLNLWEH),
18.7 BRERIE
NJany a— - OV REOHE
AFARI BV IzAY) AN F— - ¥R ) BRYEFIVIZBW
T, BAAERBEICHTATEF VY Yk E Y 5) 20<
AT 28O, FTRTIV—=F M) T AEINZ
HTEITED . HFEREDITED L),

19. B2 ICEAT 2 BLENMEA
—WFR: 9 N7 5 v — v+ b1 v 4 (Rabeprazole
Sodium)
1t %% % : Monosodium(£S)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylmethylisulfinyl)-1 4~
benzimidazolide
3 : C1sH20N3NaO3S
w: 381.42
K ARIAG~EARORETH 5,
AEIIARITHD THEITFR T T 7 —)1(99.5)12
BRI,
A% 0.01mol/L KER L F b ) 7 2GR IE L

Z)O
AR TH % o

A DR~ 20 T2 IR E v,
ESTIESCTTE 2 Loy g

O_CH3

HsC o)

N /_@ 3 TELIE
guNe
N @)

20. BURV EDEE
20.1 7OV I EHHEZIIBR T @ TRET A2 L,

22, A%

(T ZJ—IVNai&de 10mg [F—/17F])
(PTP) 100 %% (10 $Ex10x 148, #HFHIAD)
500 42 (10 $2 X 10x5 48, HHEEAIAY)

(NF) 100 $¢ (EERRAIAY)
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$E 2014 4512 7 26 HAKRE. HEHERHYEL 2.7.6.1)
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ETH 17 HAKRR, HWREEEMMZE N1, (5) -1.3))
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et )
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26) —HEMIERE 0% v ME 2014 4 12 7 26 HA&
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