19

20244E2 ELET (BE1R) AR i 3 0
872329
B SIRGE 7’0k >R THEH
MM : 35 SRTTI—IF U LR
_— LL] °
FATIY-IbNai&Es: bmgn-ns,
_— LL] °
FATIFIY-ILNaigEs: 10mg n-ns.
RABEPRAZOLE Na maters Smg,10mg onara.
$E5mg $£10mg
LUYFE -5 S KFEFE | 30200AMX00318000 | 22200 AMX00804000
) T - ERSONG LI L VAT & Wise bk 2020461 2010711
B _ 5.7 NV Iy y— - ¥n ) EEHRIIV BB, AN an
2. #% Mw%%kfi&*—brbm)u&) D 5= COARETH S - kR OEBIHE £ )~
2.1 KADWSH LBHOEDBAED b 2 B% Ny H— PO RETRCHD LA B L,
2.2 T FENERRE, VVEY ) HEE RS TR0 .
BF[10.1 18] 6. AERUAE
<ﬁ/a%; +—ielmEE. WALES. Zollinger-Ellison fE{EEE)
3. 48Rk - 5 BHE. AR IRTIYV—)vF by Ak LT 1M 10mg %
31 M 151@&Dh5¢é# LN lbl@ﬂMg%IHIEﬁ
: S DAy S D Twow D53 5 EATE S, B, B, Wi, WaBRET
Wigex, | 7777 T TAmsoms 7 g 7 A A i3 8 M F T IR T i61@|“1i“(“0)¥1“5&§'60
[F—=n7F ] 10mg [+ =7 ]
- - (HRHERER)
b lﬁqi QEPJERN leE}i EPIEN R
(el PRt K A 4 A S AP LR OBHI BT, M, AT RT T
vaﬁhw #mwwvai%mfwnm > inhuwAthlﬁum %151@@D%5?5
RSO SA aRAm i ol A AR Py 25 RIRIZED 1@20mg% 1H }Llﬁlf LG9 2 EMT
v L i 2%, &b, . $HMETORG LT B, £, TUb
tVHE—R, ATFTYYBIT AT A, ETBAT—R, NSl SN
TR FNy, BYEZLTLI— - T2 Y- X% 7)) ILiEE VRYTA MR A 2 D#?ffj]%T+ a1\l
AFNIESE. A5 2 Y VBEIHEY) <— LD, T Lk 10mg 1% 1M 20mg % 1 H 2 [\, & 512 8 ME#E I 55
FEF bYW A, KYVLAR— 80, FZVEEN) ZFIL, B LT ENTES, ttL 118 20mgl H 2 Wz 513 5B DK
fbF % >, FE="/sk AvF ooy A EE AT 556 1M,
3.2 MAOHH okl
- 2 . _ . -WA%%Mifzﬁmmﬁiﬁ%mﬁﬁfmc:zawz;t
W%, FN77 V=) Natiifidbmg| F~7 7/ —)b Nalifi m BACIETRT SV —F by ae L1 10mg
4=zl 10mg [+—/7 ] %131@#@#5@‘5 $72, FURVHES T RLES
PEIR - 7 Yellits - 74 W AT —F 1 > 75 (BpsE) 12 X 2B TR 7 I B R O MR R IS B »
Fm | ®mmo | W | &m | #Em | W tu 11l 10mg 2 1 H 2 MIfEL#%5-95 2 &0 T& o
<%§Pﬁgﬁﬁﬁﬁﬁﬁ> . N
s PN WH. WANCETNT TV = P sk LT 1 10mg
= ) | = 1H LIS 5. 5B, %, 4HHFCoR5LT 5,
(ERE7AEY CHRE5EBICETIBEEERITEBEENE
KEE | B 59mm LS :26mm | MEEF  69mm LS 1 36mm %ﬁﬂ&k i . .
HE 69.5 130.0 BN L:Li‘?’\"f‘?‘{“‘ﬂ/ﬁ'l‘l}ﬁi\ LTI@Smg 1
%Eu;- ST R e H 1 BHELHE G5 55 SR H5 084121 B 10mg & 1 H
HAIER 777 kd 777 7 1 3555 2 ENTE b,
COERE L EEAS . WA, WA R, BE BARLRT AT TN F kYT AL LT 0mg,

Zollinger-Ellison fE{&E. JEVS /u MEREERE. EAZ
%éEU>ﬁ$ﬁﬂ3ﬁé§%§1ﬂ+:ﬁﬁ%ﬁ@ﬁ%
!
OTFRICHITBEIAUaANY 42— - EOUDRKREDHEHE)
BEE. T=HBEE. 8 MALT U >/ &, $55MEm/I
SRR, RPHBECHT 2ARENAEELE. ANUaNn
78— -EOUREER

5. MBERIIRHRICEET 3FE

(hEEHE)

5.1 AHNOPEG P EHIIC X 2ERZERT L2 EMNH DT, B
TN L ZERD D 25352 & (H MALT Y > 73,
TSR 2 NIRRT BT 2N gy ¥ — .
Yo oBREOM ZERL ).

GEV 5 AME BEWTIE)
szﬂﬁﬁkzkﬁ%EAkLTm%%%wb SEAR D UL R
WRD LN WA, BRI DIERNE 2 5N 5720

M®Lm&ﬁ$«® SHAMET A L,

(BERE7AEY UHE5HCE T2 EEERII+2EBEENE

SN
5.3 142 - ZERRDILHIIH D 72D I =T A ) ¥ & ki

LCWBEHERREGHRE L, S5 LTE. il
RO ERET L2 L,

(AYANRY E— - EO OREOHEE)

5.4 HATHIE MALT Y Y SIS T 5N I Ny y— - ¥n)

BR BB DA IVEIZHESL LT 2\

5.5 KPR/ TESRBOR I L Tld, 74 Ko 4 V%S
BL, NJanyy— .o RERESEY) &CHI S 55
BN D AR EHR T 2 &0

5.6 FHWIE BT 2 NHENBBRZEBUAMIE, Ay ans sy
— - ¥ BRBEIEERIC X D R OSAEIIHN RS A AR L
LTV,

TEXFYVY AR E LT M 750mg Jfl)) RUZ SR
o< A& LTI1H200mg (Jifli) © 3#ZFEMIICT H 2
[\, 7 HEREDO#RS 35,

B, 7oA YL, BEIS L GEERET S L
MTE D, 72720, 11 400mg (Hffi) 1 H2MH% LRET S,
TRNRYTLA e EY—, TEFT V) VKIIRD Y 5
NA2Aa=RA O 3FFEGICEEAN) ANy y— - ¥ O
RIGEPAEIOEAIZ. TR bBEFEE LT, Wi, K
ANZIEIRFSY— v+ )y 2L LT1MH10mg, 7EFY
U VKM E LT 750mg (FIfili) KUTA ba=F Y —)
E LT 250mg @ 3#IZ K1 H 2 [, 7 HEREO%S$
50

7. BARUAEICEET 215

(BiE%E. +=#EE%. WALEE. Zollinger-Ellison

7.1 IR L WA ORI - #EEE oA
1TH1MESTAHZENTEX D,

(FEFRHERER)

7.2 WIRDZE LA L O3 - G042 1 1 20mg %
1H1F#ESTAIENTESL (5 - HRER Y RISk
HEEEOHFRE, Ta MR T Y EY —IZXBEHET
w%T+\&%Guﬁ<) I/ FubyRY L ey —

CEBHEBTHREAT S LBEICH L1 10mg i 1M
2%@%1E2E\éb SHEB 53 2 ad. N
THREEERDPERB L TRV L2 HRTHI L, B,
ARA) 1 ZOmg 0) 1 H 2 m$ 513, PSS ©EE O R IBE
ERMALGAICES[17.1.1 B3],

ERLEREER

(?d)ﬁ'é,q_)
8.1 RAOFLGHIZIZ, MG IR ICER L. iy

AL - ML 21T ) S LA E L

TERE)
1 1 20mg %

IliiiRY



(BigE. +ZEE&E. MEIhEE. JEV' 5 AMBRETTIE)

8.2 RO MBS T4 ThuOT, MEREIIIHVENS
ENEF L,

GERMERE R OHEREE)

8.3 1% - MRAMY BRTHEZR T MR T ey —|Z
X DERCTRHEA TG RBEZIH LT 2 & L, ARk, HEF:
WEOLED L WEFIITI DR WEIEET LI, £
7oy BHEBIBR, 7V 3 — VIR O AR B O UE ¥ 5
L BERIREEAS RN D72 0 kb3 2 A 1 IARH DU i &
EZRTHI L. BB, HMEFRRRRE I I B A &
T 5% EHEE 5T T ENEFE L,

GEV 5 A MR BELTRE)

8.4 MZIC X elF, HEESOWBWFIERAFRY ELASND
2t (1HEMBZY 2HULE) 2RO 2555 L, &
By FANOBG-05H W BRSO NS L OB o LR
BICE 2ERZ BT 52 2B D DT, WHERASICLY
INLDOWB TRV EZ2FERTH I L,

. BEDERZETHREICHETIER

A BUHE - BIEEEOH 28E

A ERBEOREEDSH B BE

.3 T RS

JHFRE 2% JAE C I EIRIE D RS 23 % o

9.5 1Ti%
TEIR IR L T B ATt 0 & 5 eI iR Lo A et As
faltE % R % & HB SN2 BEICOAREET5 2 L, BE
B (T v MR 400mg/kg. 7 ¥ FERE 30mg/kg) THRIEHME
(7 FTLEEE, 79X TREOKT, fLFIBE) A7 S
nNTwbdb, 7. v MIIXRTI V=)V F MY T A
(25mg/kg/H). 7EF ¥ ¥ YRAY (400mg/kg/H L E)
Koz sy zua<x4 vy (50mg/kg/HU L) % 4 B@EOHHE
G U723 BT, MECRBIREOELISFEO LN TS,

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

9.7 INRE
INRFE G L U7 BRRBIZFER L T v,

9.8 SiE

HALEHEIRSE OBITE M 258 & b 243Kk % 7 LEE (S

B35k, RANGFEE LTHFETRFINL D, BiFET

IHFREREDME T LT b 2% <, BIfE S bbb 2 L

[To{oN{oN{o]

‘ZJS‘% 5 o
10. MEfEA

ARA OAH NG A HERFT P 7 o — 4 P450 2C19
(CYP2C19) K UF3A4 (CYP3A4) DL RO LN T W5,

[16.4 ZH]

F 72, AHNOHBSWIIHERIC X0 PR EEH OB 2 e

T2 2 EHDH Do

10.1 GFARE (HiA

LEWnZE)

HHIHE HRPRAEAR - i1 B - fabrid T
T8 FCNTRERIE| T 5T C O O A AR A O H B 5w IR
(LAT759v) WGGT 2 BLNH D L. |HICE D, WA pH AL

(2.2 2]

AL, TIHFFEVDE
EVEDMKT L, 7 &%
YOV o I i BE MR F
FTAEBLNNH 5

JIE Yy sIEERE
(Y257 h)
[2.2 BH]

VVE Y RO
TEMZ BT 2B8Th
Ndbo

A 0> 8 [ 53 s I AE
Ak, BN pH 2R
L. UNVERYY SRR
WEOWINALTF L, Vv
YE Y ¥ ol pik EE s
BTFT22LvH5,

10.2 HiRAZEE (A

ICEBT B L)

kRS AR - $5 5 B - fakE
vaxT v T 2640 0> I v 5 L A% | AR 0§ IR 00 B R AR

AFNTTXRT

AT EDND 5,

A&, N pH AR
7 L. M TEEH oIz
et %0

A NFaFv—v
Y4527

AH TS o 1L v EE Y
KFT2BZNDD 50

AH 0> 1 T 53 s AR
Micxy, WA pH A L
AL, MTEH ORI E
Wl 2BThHH 5,

KEBALT VI = A7
VRN | dr e A

A HLAR A 512 Fe A~
PRI IR L Al el

B EANTH %,

2T A DA 5 1 W 2 A C R
i3 v FE R TR
MENZEN 8%, 6% T
L7z DHENDH S,
AMMLFH— AN MLFF— bOILEFREIANTH S,

hEER LR T L
Bdhb, MmmD X b
ML FEY—FEHGT
DA — RIS AH]
DG ERILT L L
EEETLHI L,

11. ElfER
ROEWER DD SbNDZ ENHLHDT, BEE 5TV,
%ﬁi‘%{léf) LNAIE G % ik 5 % L) R AL 2 AT
)&

1.1 EXLEIER

A 2avy BERH) ., 7F7147%2— (BEARH)

11.1.2 RMEKES HEAH) . EFBERIE (FEAW) . /iR
B (0.1%AK0) . AR (FEAH)

11.1.3 BUERFR CHEEAH) . FFEEEREE (0.1~5%Ki) . F/E
(BEEAN)

11.1.4 BEEMRMK (0.1%KiH)
S, Nk, TR, oY (83 S o
B izid, e Es X MEomE s £ L. AHlokG %
hikd 5 & & H12, BIERERLE VR ORGSO EY) 7 LE
{192 &,

11.1.5 EEBE (BEAW)
haEE 2 R BB B SE (Toxic Epidermal NecrolysisTEN). %
JE RGBSR GE R (Stevens—Johnson JEMERE) . ZTEAIHED D O
bNBLZEDNDH 5,

11.1.6 2HEBEE BUEA) . BEMEER BEAW)
EREERAE (BUN, Z L7 F V%) [HEETHI L,

11.1.7 &F b U LIMGE CFIEAR)

11.1.8 EMHRABE GHEAH)
WP, B, CK LA, MR ORp I+ 7aey bi%
P L 5 AR RRIE DD H DA T L 0D 5,

11.1.9 |ABE FEAW)

11.1.10 SEELIREE CHEEARW)
AR, BEATE, RRMER, LR, AR R BORMESE)S
HobNMbZ DD b,

1.2 ZOMOEHER

(BiE%E. B &E. WAIEE. FHRMEER. Zollinger-
Ellison fEf&3. JFU S AMBREWRIE. BAE7AEY >

55 H T % BiBEX I+ =iEEEEOEREDF)
0.1~5% A 0. 1%A1i SHEEA ]
FHILERIR A, FUL| AR IMERIR A b H
Mg RSO, GFRRERIY | BREEZ . U o8Bk
%, Al W
AST. ALT. Al-iBE VY V¥ ¥ D
JH Wik P. y-GTP., LDH| -5
D E5H
PGB ML 15 LUMES
MRS, T, DL M. Ok, b oA MR, B
M, WA, | Y & 9E. b8 W K B %k
P P% . g, BEA ( collagenous
iR, By colitis
lymphocytic
colitis)
BRI DIV, AL O[TAE, Bk
&, MRS MU
TR AhRER T3y HESHRR, 8
T, Lo b o
NPT
walLAruo— | 3AHH, FE | HOob5o%, M
Vo R PEIR G - B FEEL. | EIE. .
Z DA BUN @ k5., &|EiE. LONEE, |7 ¥ €= 7 IMIE.
FR, IiiH TSH|CK @ 15 2l Sy VN
Ham e ZePEAbsLnE

1) FEBUEE TSR RN &
(AYaAnya— - ¥l OREDFESE)

0. 1~5%k 0. 1%
1 ER R UFER BRI S . b BR R
i ) SEREA, ) v
INERMEZ . IR A
P i ER 3 A
N ALT. AST. y-GTP|Al-P. LDH » E¥
T B » L5
T B ®E, M LA
TR, BRI, BREEELE . [1TE. CIR%E. KgRel).
oy B RN s, W US98, K. fE
" e RS, HgE, B | BEORIR. %
sk, SR
KRR BlEbi) EA
YRR O b5 PRI, BRI H0
L O, 2K, &A
Zofth Ry IR RS FROL
O, JREED E5- IR
WS, Fhiehnh

1) FEBUHEIIB I T T RERE B IR T TV —
VFRMITA, TEFTIY VKA KR Y7 F) A~ v »
D 3 Fl ¥ DGR £ T ORI N O RIE e R A &

o



12. BFRBRERRICRIFTHE

(ANJanya— .ol OREOHE)

121 AUaNy4— - oy OREHELEDEE
FGRTFTV—NF M) REOTT N Ky TL Y —%
TEXFTVY VKA., 75 2u~x A Yy EORAEWE RO
A MO =F = VORRMF R G TER TR, BC-IREITA
AREROHEAMBEEC 2 B TREVED D 5 7200, BC-IRFEMPAGR
BIC X ABRBHEERTOBEIE. INO0EFORGHTH4
JLEOR T CTHEIMT 52 EDEFE L,

14, #@AELDZEE

14.1 BHIZAEFOEE

14.1.1 PTP WAL PTP ¥ — b2 S ML CTRAT 2
LT HZ Lo PTP ¥ — FOBEKIZ X | BCBIATRA R
EHIEANTA L, HI3284L % B L CHERIN £SO EE 2 4
PHEZ DT B L’ b,

14.1.2 AANIEESTETDH ) A ICH 725 TE BAZZY v
ZYRFIT, OALETEIERET BT o

15. ZOOEE

15.1 ERERfER ICE D &R

1511 RAOEHZGTICREOH R — T 28D 7 L oW
75“&);90

15.1.2 M BT 2 BB OBLEHE T, 7u by Ky 7 v e
7 =12 X BIHEBICB W CEREE S RBEET. TR
Pi. BHEFI D) 2 7 BN S Tn b, FRIC, WH=ER
gf%@(1$ui)®%ﬁ%%wtﬁ%ﬁ\%ﬁwux7ﬁ

nL7z.

15.1.3 AT BT 2 FICABBE 2 R L LB OBk
T, 7O bRy T ey —2HKG5 LBSEICBWT s 0
APNYTIA T4 T4 YLD FEGD ) A 7 BEINASH)
Hi3hTws,

15.2 FEEREREBRICE D 1Bk

15.2.1 v M2 5mg/kg Y b % 2 4ERIER O G L7zt lBs I
BWT, MiCHIZANTF 7 4 FOREDRA LN L OHED D
éo

15.2.2 B9 (5 v MRS 25mg/kg Pl E) CHURRE R
KM A 0 Y onsHmsEshTnwbso T, S
7o o TUTHARBEARREISEE T %,

15.2.3 v MZHEETH LT >V 5V =)V (50mg/kg/H).
TEFRY VY VKA (500mg/kg/H) kU7 F5) 2u<A Y
v (160mg/kg/H) Z PG L-RErc. BB coOHEED
B L & IR IROBFIH OBRA TR ST b,

16. FEMENEE

16.1 IMAPiRE

16.1.1 SNT SV —JLF b LERIRE

TEREM A 12 20mg % ME T LS ERRISHE 5 L 72RO B
?%Eﬁiﬁft%%ﬁﬁﬂﬁx—&@?ﬁﬁ%%tﬁ?%
16.2.1 2

ST AR O A P Y BB ¥ T X — 5

X Crmax tmax AUC
WA N
Bl St (ng/mL) (hr) (ng - hr/mL)
ML 437 237 3.6%£0.9 937617
% 453 +138 5.3+1.4 901 £544

(Pt +S.D., n=12)

F 72, HEER A 12 5mg. 10mg. 20mg # i~ TRER S
Lf:g)%ﬁ (#5-5 HH) OEYBRENRT A —=FIZUTOEBD T
»H 5%,
TR AR T2 B 5 EFKX G- (5mg. 10mg. 20mg) D IfiAE
HSRTSY—F ) 2 DEYFREINTG A — ¥

= . Chmax tmax AUC -0 t1/2
= )
BGE | RHR (ng/mL) (hr) (ng - hr/mL) (hr)
EM* | 146256 | o0 5 23697 | 1.8%0.9
dmg 25
PMF | 252255 | 22| 585%137 | 4.2%0.5
EM* | 383283 | 00 | 5392200 | 1.5%0.4
10mg Ex)
PM* | 509564 | (0% o | 1230200 | 3.820.3
EM* | 654348 | (50 (| 9M=477 | 2314
20mg Ex)
PM* | 8222232 |, 08 | 23312663 | 3.70.3

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

KT 7 b 7 v — 4 P450 2C19 (CYP2C19) &I, Frd#fzT
I pHEhs,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 X1
CYP2C19*1/*3

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

16.1.2 3HIBEAERS _
BEBERANBTIZTRT TV —)LF )2 A 20mgH, 7EFY
) VKR 750mg (Pl RU7 5 Av< A T2 400mg
i) 21 H2E7 HE GH12 @) EROHKS L0 S
NT??—W+FUWA@%%@%N7X—7QMT®EBD
ThrY,

RIS 12613 5 3 AR SRS G R o g 5 X7 5 —

VD) Y L OEYBEINT A— 5
Crmax tmax AUCo-12 ti/2
(ng/mL) (hr) (ng - hr/mL) (hr)
”
s | 5782203 3.0 2.0-4.0) | 934438 | 0.7220.19
PM* + + +
(ng) | 48138 3.0 (2.0-3.0) | 2600£474 | 1.80+0.32

M £S.D., tmax (EHF I (Min-Max)

MAFREHE SR T + 7 0 — 2 P450 2C19 (CYP2C19) ZBIALIL, Frl#fa T
I pEIND,

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

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

W) AR RO [EF, RACEIRTIV—=vF by wak
LT 1M 10mg. 7EFY ) YARMPE LTI 750mg (FI4if)
KUz 5y Aa<4 e LT1IE200mg (Fil) @ 37#]% [k
LH2M, 7HBROHEGT 5. b, 770 20<4 ¥ i3, BE
KIS U CHEEIRT 22 E2TE 5, 72750, 118 400mg (F7illi)
1H2m%ERET L] THDo

16.1.3 EMFEIFEIZEMHER

FNRT IV =) Natfigg I0mg [ =T | &) v M

10mg %, ZURAF—N—EllkyZznEnléE (FXxTFY

—VF )AL LTENREN 10mg) R AT IS b

[AIRE P G- LTI b R &2 W L7z 15 b 7360

/T 2 —% (AUC. Cmax) OxHEMEDFIMHEO M log

(0.90) ~log (1.11) TH Y. HowEmRER iz 2

LTWwaZEhs, MAlOEWHIESESHER S Y,

KW ERE ST A =%

n AUCo-9nr Cinax tmax t1/2
(ng/hr/mL)| (ng/mL) (hr) (hr)
FNRTF
;'ié[/lgrif 23 585.6+288.21352.5+130.9] 2.7x1.2 | 1.5%0.7
[F—=n7F]
”;QE;;‘ 23 |624.4£268.4/323.5110.6| 3.7%1.2 | 1.2%0.5
CEME+£S.D.)
(ng/mL)
400 |
—O0— X7 5/ —)INalfiE10ng [+ —/\F ]
m 350 r —o— /{1 T ~ElOmg
%iz 300 | 45 +S.D., n=23
2 250 |
7 .
e 200 |
{ 150 |
12
100
B o5l
0 1 2 3 4 5 6 7 8 9 (hr)

B E&RERE

M4Eh s X795 ) — VikEOHR

Eﬂﬁqﬂ()%ﬁﬁﬁl)‘é: AUC\ Cmax %0)/\0‘7 ){ _ 9 ﬂi\ *&Eﬁ%‘@ﬁg
f%Mﬁ®ﬁW@ﬁ-%ﬁ%@ﬁ%%ﬁﬁlcf%&éﬂ%ﬁ

§ Zu)o
16.2 ORI
16.2.1 BEORE

TERE A 12 20mg & MA T U ERISROKG Lz, &
WA EAED STV BY, [16.1.1 2]
16.4 {3

fERE A T12 10mg. 20mg % FE118 G- L 725 o L4 vh oo 4R 3
Wi, FIWCIEREEN RIS X ) AR L2 F 2 — 5 ViR
ThHolzo TOMITHFARHEEET b7 u— 24 P450 2C19
(CYP2C19) »SBA5-F B A F WALKB IS & 0 ARk L 7= 2 F
VAR, 3A4 (CYP3A4) 73B85-3 % Aok MEBUSIC & D ARk
L7z AR YARHERD 572099, [10. 2]
16.5 Bttt

TERES AT F12 20mg & RECR G- L7236, $e5-1% 24 i £ ©
WKIRHFIZ T NT 5 =V F b ) w7 2 ORBLERIZHT &S e,
R TH D I VKRV BEKRED 7V 70 [ BEREERI RS
i@@p~m%\xwwfv—»@ﬁ%%ﬁn~m%m%§
hf: 5 o



16.7 EMHEEER
I (K2 TV =) THAHESR T ~ 7 v— 24 P450 2C19
(CYP2C19) ~OfL#HEEA I X 0 MIE RSO bR T VWD Y
TENRL, INT 7YY R-INVT 7)) I LTIRT S
V= F MY T AI IS DOEF DM HEIEEY G2 v
CEPMEEINTVD, T, FHE (5 TFV—)v) THF
RS F b7 10— 24 P450 1A2 (CYP1A2) OFEIC X ) M
ERDBOONTWAETFEF 74U VIHLTHIRT STV — )L
7L6]\7)’) 7 AP REISEEE S 2 w2 PRI hTw
Z) "o

16.8 Z M1t
FGNXT 5= Natii§tbmg [F =T | &, IXTF /=
Na 3¢ 10mg [+ =T | ZFEHEREF L L2 X, BHZEE))s
S, AEWFEICESEE R XY,

17. ERERECIE

171 BHHERCREMICERT 555

(Big%. T-EHEEE. MEIEE. URMEER)

17.1.1 —RRERAREER R U —E IR LB
B, IR, R Al R WS S 2 RS
1 H 111 10mg Xi& 20mg %425 L 7c — &R AL O~ EE

*ﬁgt%%iﬁ%ﬁ (501 6~8 M) OHHTTERDOLBY TH
% - o

PO 373158 AR S TR =
i 94.0% (189 fi/201 fi)
Ris) k¢ 99.4% (159 /160 1)
S £ g 90.9% (50 f51/55 1)
% (&) HISYFIJH 83.3% (10 WU/IZ WU)

%72 He AR HARIUE OB M B 2 2 ) 22 1 H 1
10mg % 24 MG Ui (CHEMRLERER) 1280
2 NHEEIIEFEEIE 78.6% (33 61/42 H1) Tdhr - 7219,
WHEHEROCHEO 7O N YRy 7 ey —HmHICIh
PEED O B SR 2 R & LB 8 B OISR
BIZEDHEWRIETROLEBY TH 5722020, [7.2 ZH]

1 1] 20mg 1 1 10mg 1 1] 20mg
1H 1M 10 20 1020
otk 58.8% 78.4% 77.0%
=P (60 51/102 1) | (80 1/102B) | (77 1,/100 f51)
grade A LU 65.1% 87.1% 79.5%
grade B* (56 411/86 151) (74 41/85 %) | (66 1/83 1)
grade C L U8 25.0% 35.3% 64.7%
grade D¥ (4 %1/16 1) (6 1/17 1) (11 #1/17 1)

H1) 9RTIFV—VF YA 10mg/H. TV 75V — ) 0mg/
Hy + 275V =)V 20mg/H % 8 AR LA EHE5- 02 ARG S AHE
RIS SE

MOtV A (W 2) 12X B EREE

ﬁﬁm%&wm§®7mLy£y74ytey—%ﬁmmm
P2 O FTE 9 & i G & L 7R 52 8 E - o A
B & IR () WTROLBY THo

23)

RS O REN
LF 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 f51) (119/161 1) p<0.001

a) 10mgl H 2 [H-10mgl H 18, b) x2 i

H2) XTIV —=)vF b4 10mg/H - 20mg/H. ¥V TV —
V30mg/H. X7 V=) 20mg/H., =V X275V =) 20mg/
% 8 S LA P51 |2 RO I AERR I IS 158

GEV 5 AME BENTIE)

17.1.2 —EGHRIEBHER
S AN B E % 552 1 El 118 10mg 25 L7-—
EEMRILEGAER (3504 ) 1281 2 WL ER DS
R OHRARIE, TNEN 43.6% (44 B1/101 1), 55.4%
(56 /101 ) T o7z
FIERIE. 10mg $5-0 102 Bl 12 61 (11.8%) (ZRED Bz,
EREIER. 36 (2.9%) KOWEREH 25 (2.0%)
T o 72 25),

(BRAE7AEV U BE5EICHIT2BEEI T KB EEDE
FEED

17.1.3 —EG5RIEEHER
HE7 AEY ¥ (1 H 8lmg XiZ 100mg) DEWHS %2 LE
L. o BEE UL T IR OMA IR 2 B3 5 BE L)
Kb L —EHEMRILBERBEOKE, Kaplan-Meier 312 & b i
L7355 24 I 00 B 8005 5131 s 00 U
ETFROEBY THo7z0
FIERIE. 9 X759V —vF b)Y A 10mg $5-5 T 157 il
14 61 (8.9%). 5mg #5156 Bl 7 61 (4.5%) 2D 5
N7z EEMEM I 10mg J"’“ﬂ-ﬁi“(T#‘&U‘m%}% 2 Bl
(1.3%). 5Smg #G-HETTH 36 (1.9%). FFFERER T 2 6
(1.3%) Td o 722020,

1H 1\ 5mg | 1H1ME 10mg xiFHEe)
(150 #1) (151 1) (151 1)
FIEBIEL 4 2 1 32 Bl
B 2LABRORB 5y 1.4% 21.7%
sy | 104700 | (0.355.51) | (15.84,29.27)
ﬁﬁfa’.biﬁg?/\% o1l 0.05 ]
(95% 15 I i) (0.04,0.31) (0.01,0.23)
P> P<0.001 P<0.001 -

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

(%)

001 o 1 H1msme
90 -©- 1 H 11810mg
e S
80
70
;ﬁ 60
50
P
s 40
30
0 4
10
0 R &
T T T
0 12 24
At Risk $53- Bt & DI ()
1H1ME5mg 150 150 139
101010ng 151 151 142
K 151 151 114

Kaplan-Meier :12 & % B #0553+ 48505 0 AR HIEF

EHIS, #5248, XTI —)vF M) 7 A RIRK 52
Rk G- L7246 (BRET TRk 76 M P 5-) . Kaplan-
Meier 12 & O HiE U7z B85 503+ 35 o SR E =
id. 1 H 1M 5mg T3.7% (95%15 X [#:1.538.64), 1 H 1 [
10mg T 2.2% (95%fEHHIX[H:0.726.75) TH o720 BB, Y-
24 EPLRE, RBEHIE I XTIV =+ M) 241 H1E Smg
12581) 1 H 1M I0mg 28 ) £ T, Kk 52 MM HeHS L
728,

(BEBXEITEBERICHITZAVINTZ—-EOUDKE

DB

17.1.4 ERNERKHER

AN any y— - ¥a Y Etko B+ T IRInEE o B g
EMRE LEHNOEERRE (ST —=VF b )T A, T
EFTVYUAHMMBEr F) 2ux 401 H 207 0
RIOHL) KB 2BRRERITROLEBY TH S,

FIERE. ST 5=V F b)) A 10mg, TEFT T
KFIW 750mg (M), 75V Au<A4 ¥ v 200mg () ¥
5z, 12060 40 B (31.0%) 12380 S, FARIVEHIZ
THI16 B (12.4%). #AE 1361 (10.1%) THolze T/ I
NT GV —)VF MY A 10mg. TEF YV VKN 750mg
i), 799 2a<4 ¥ 400mg (i) #5112k 0. 123
B 55 B (44.7%) \CRIVEHI 2538 v, F 2 EIENE THI
26 51 (21.1%). HAE 13 %1 (10.6%). WRELEF 1361 (10.6%) .
W 7 B (5.7%) T o 722930,

vers [STET
S v H B X — L E
A O 1 L& Tl % — +;@% A
biss 22
AN VA D 2 N
v A 10mg
7 4 10m §7.7% | 83.3% | 85.7%
T s T %ﬁ”% 20/H | (571/65 | (45 B1/54 | (102 /119
-l 298 ) f31) )
200mg (Jyfifi)
A VA ESD 2 N
v A 10mg
74 10m 89.7% | 87.8% | 89.0%
T s T %ﬁ”% 20/ | (61 B1/68 | (36 /41 | (97 $1/109
P Bl ) ) )
400mg (7))

BB, W TIThh Ay any y— - ¥a)Etos -+
TR ISR IR 3 B B O BRRFABRE IS BT FREREDO K
WE LN TWAB,
1 3) KA OPEGRL, KOS TRoLB) TH Y. ERNOK
PINER O L 3% 5,
FRTFGV—)F Y aE LT 20mg 7EFY Y VAR
P& LC 1 1000mg (Jffi) K7 99 2a<4 e LTl
500mg (i) @ 3%1% 1 H 2|, 7 HRHEOES
I/, IO YRYTA VR ES— (S UV TITV—)), TE
V) VKPR 5 A< A4 YD 3FEGICE B A
Vansz g — - vn) OBRKIGEEIARY) TH > 7z T3,37
F— - vn) o BEE T ZIRBEEO B EEE NG L
L7zEHNOWE (XTI —=NVF b )L, TEFTVIY Y



KA R A ba=Fy— o1 H 207 HER%RS) 128
B BRE I 82% (49 /60 B1) LHiE SN Tw53,

18. FEhEEIE

18.1 1EAF
FGNRT 5 — w%buvA@% WA 1 O 15 A SIS C IR AR
(ANV7 273 FR) ICARY, 7a by Rr7 (H, K-
ATPase) @ SH 3% 15 fii L“CE%%?E@%BEEL 1 531 ’S_’?fﬂfﬁﬂ
T ho SHICHHESNBREEORBIIE, EISERTAL Y
5DIMY DR HWVIET N E FF I & BIEHARD LA
HLTwsbntkEzoNb, ZOMl, 7 VvyF+ 2 icdo-T
BT VEASIAE 3 5 W HEVE D B S 53930

18.2 BERSINEIIER

18.2.1 MR AB T IZBI A H A MY VHIEEES WKL, 1 H
1 I8 10mg #%5-. 1 H 1 8 20mg $#%5-CT& i &Ef?}]lﬂﬁ 5HFEW
ZEEER 2R L. 5 1 HH RO 7 H H OGO 3
X1 H 1M 10mg 5T 72~76%. 90~96%. 1 H 1 [ 20mg #%
5. 88~89%. 99% T %3930,

18.2.2 v H FRHEMERICBITILY TFINYAL 7)) v
AMP Fl#C & 2 B GW % #3530 (in vitro) o

18.2.3 BUHHA I FEBRKIIBIFLLAZ IV XY TANY
VIR EER W, WIS T v MICBIT B RS L O e 2
53 VS R ALt U BRI e SR & R 730 3D 38)
4 ZXHBNIET Y ML ﬁﬁé%@%ﬂ%ﬂﬁﬁ@ﬂ@u\ﬁ@
7a bR FHEFNCHKELELS, P A A MY o R
7339

18.3 BN pH ER1EH
R AN B T ICB A2 HN pH I L, 1 H 1 H5mg %5, 1
H 1M 10mg #%5. 1 H 1M 20mg?x5f'Ck SIZEW 7 L AE
HaERL. $%5 5 HH® 24 WK C pH4 DL % 7R R o8]
A3 1 H 1M 5mg &5 D EM*T 46%. PM*T63%. 1 H 1M
10mg #5-® EM*T 58%, PM*T72%, 1 H 1 [ 20mg %5 ®
EM*T 61%. PM*T 76% T 510,

MRS F b 2 10— 2 P450 2C19 (CYP2C19) #HLAZ,
TREETEI ) HEINS,
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*
2 Xix CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 X
1Z CYP2C19*3/*3
18.4 H*. K*-ATPase [A=/EH
75 HRIEE L B L 722 °HY,
&2 R339492 (in vitro) o
18.5 HiEBERA
I v b EHOBHEEREE S 5 VI EREHBRE (S5
WA RV A, KRR LA, MR, Y2773,
-5 7 —VROTAEY ¥) 5t L, B EHE & 5w
13 B RBR 2 BRI 2 7R g3 440
18.6 1EAF
(ANYanyg2— - €Ol BREOH)
TEFTIY) VKNP ROT 2 ) A< vy, TEFTIY
VKA RO A b= &/—wt®3ﬁ%mﬁ¢ 3H57«
TIV—=NF P AOEEIENpH # EHSEAZ LI
D, TEFVYY /7}(%[1%&0‘7 Sy2a<A{ Y /@?ﬁ?ﬁl&
FEOLIEICHDHLEEZLNLPH),
18.7 BERIR
(ANYanyg a— - el BREOHE)
AFFXIFBHGTAY TNy F— - B EEEFIVIZBWN
Ty HNAERBICHTATEF YY) ke 79 2Aax
4O 2HPBHOREIEE. TRTFTV—=VF M)Az
W& 0. HERERD RS Sz,

19. B#IER2CEAT ELEMHMA
— &R 9 X7 5V — )b F b U w4 (Rabeprazole
Sodium)

K*-ATPase {Zh} L. SR BHE/E

1t %% % : Monosodium(£S)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylmethylisulfinyl)-1 /4~
benzimidazolide

45 T 3 CisH20N3NaOsS

& 381.42

{3 K ARRIAC~EARORETH 5,
AREEANHED THEIFR I % 7 —)V(99.5)I2
BRI,
A3 0.01mol/L KERALF b 1) o7 & GRBISE
é o

AAEWERETH 5.
Rt D IRV 1—>20) FhetE 2 R E vy,
ARG RZ RO 55,

O—CH,

HsC 0

N \ ) RUSEKREEE
©[ / S\\ N
N O

20. BiRV EDEE
20.1 PTP %13 7 v I 48B3 4.
FTRIEET 5T &,

22. ‘@

(SNXFFYJ—IU NathsE 5mg [F—/1F])
(PTP) 100%% (10§ x10x14%, BHEHFIAD)
(NF) 100§ GZIEHIAD)

(ST FYJ—IL NatEsg 10mg [F—/1F])
(PTP) 1004t (10%Ex10x 148, WA AD)
500 58 (10 $Ex10x5 48, WHEAAY)

(NF) 100§ GZIEHIAD)

23. EEXH
1) Yasuda, S., et al.
(9) : 466-473
AR NAERER N B 2 k5 & U 7z iR SEBIERER (%) = » b
$E 2014 4 12 ] 26 HAKGE. HEHFERHEE 2.7.6.1)
3FIPEA RN BB (EIN) % (8 v bE : 2007
AE1H 26 HARGE, WEHEREE 2.7.6.1)
IKINATZ A« Bk & R, 2010 5 59 : 1722-1733
Yasuda, S., et al. : Clin.Pharmacol. Ther., 1995 : 58 (2) :
143-154
Ishizaki, T., et al.
155-164
Ishizaki, T., et al.
(Suppl.3) : 27-36
K TR AL FENERE - A W22 i [ S5 1 5
= J5fl © Modern Physician, 1994 ; 14 (S.) : 38-68
ARF Wl : Modern Physician, 1994 ; 14 (S.) : 23-37
A28 At © Modern Physician, 1994 : 14 (S.) : 69-84
JUZMEEAE : Modern Physician, 1994 : 14 (S. ; 85-99
S.
S.):

FIhRE, R

: Int.J.Clin.Pharmacol. Ther., 1994 ; 32

2)
3)

4)
5)
199558 (2) :

6) : Clin.Pharmacol. Ther.,

7) . Aliment.Pharmacol. Ther., 1999 ; 13
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)

H{E Z Rt © Modern Physician, 1994 ; 14 ( 1-22

117830t © Modern Physician, 1994 ; 14 ( 100-107

7 #Ath © Modern Physician, 1994 ; 14 (S.) : 108-115

HEFHTAl - Modern Physician, 1994 ; 14 (S.) : 116-123

ZFNIFA © Modern Physician, 1994 ; 14 (S.) : 124-136

T H &4 : Modern Physician, 1994 ; 14 (S.) : 137-147

— MR R M O ERULEGARR (0XY) = MEE : 2003

7 H 17 HARRE, HEHEREZE N1, B) -1.3))

Kinoshita, Y., et al. : Am.J.Gastroenterol., 2018;53 (7) :

522-530

— MR AR N O EHERLEGAER (X) = MEE : 2010

12 J1 21 HIRRE, At )

Kinoshita, Y., et al. : Aliment. Pharmacol. Ther.,

33 (2) @ 834-844

— MR RIS M O EHRULEGARR (XY = MEE : 2017

FE9 H 22 HARRE, FAmEE)

Kinoshita, Y., et al. : Aliment. Pharmacol. Ther.,

33 (2) @ 213-224

TEERILEGRER Oy =y e 2010 45 6 H 18 H A

i)

Iwakiri, R., et al.

40 (7) = 780-795

gﬁahrﬁx@t%ﬁ (%) v bgE 2014 4F 12 A 26 HAK

A AR 2.7.6.2)

gﬁahrﬁx@t%ﬁ (%) v bgE 2014 4F 12 A 26 HAK

A, HIEEEREE 2.7.6.3)

Kuwayama, H., et al. : Aliment. Pharmacol. Ther.,

2007 5 25 (9) : 1105-1113

FENERRRER (%) = v Mg 2007 4F 1 H 26 HAKRE. H

BRI 2.7.6.3)

/\ﬁx)jf AR OFE RO LBIRE (%) v bEE 2007 4F 1
H 26 HAR., WaEare 2.7.3.3)

Isomoto, H., et al. : Aliment. Pharmacol. Ther.,

18 (1) : 101-107

55+ N H AR J&) 5 it 35

6001

Fujisaki, H.,

321-328

FIREAT FLA -

I RIEBUD

Fujisaki, H.,

20)
21)
22) 2011
23)
24) 2011
25)
26) ¢ Aliment. Pharmacol. Ther., 2014 :
27)
28)
29)

30

=

31)

32) 2003 :

33) R 2021 C-5995 -

34) et al. : Biochem.Pharmacol., 1991 ; 42 (2) :
35)
36)
37)
38)
39)

40)

SEPR & 59,1999 ;27 (4) 1 705-712

PR %,1994 ; 41 (7) : 143-150

et al. : Drug Invest., 1991 ; 3 (5) : 328-332
A E 2 0 G.I1.Research, 1993 : 1 (5) : 493-496

& BEfh : G.I.Research, 1993 ;1 (3) : 274-280
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