06

20244E2 HET (100 A 3 5 4 7
872329
Bk SRR 7Ok R THEE
MM : 35 SRTTI—ILF U LR
L L1 °
FATFIY-IbNaigs: 10mg t-ns.
RABEPRAZOLE Na msters 10mg onara.
YUE A7 S FRBFS | 22200AMX00804000
1) - RIS ORI )T 5 L e 20104117
o _ 6. MHERUVARE
2. #8 (R W%%»‘%*x-bfbm,‘et) (B89, +—1519am. WAMES. Zollinger-Ellison FEfEH)
2.1 KA ORKS ﬁtﬁ@ﬁwﬁgﬁwhéﬁﬁ FEL RAZIETIART T = F Yy AL LT IH 10mg %
2.2 7 5T COVGRERE. )V E Y S HEERE & SR o 1H 154225 ik X ) 1 20mg % 1 H 1
BE[10.1 Zh] T E3 2 2 LA TR 2, BB, W%, Wil WaABEET
F8HEME T, TIEBEE T 6 EME TCoORLG LT 5,

3. HRE - MR FREEER)

3.1 R i ‘
Wi5E 44 575 — )b Na tide 10mg [F—/1 | WHEEEREOHEBICB VT, WF, AR IRTFY
P T —w;bUﬁAthlEHMg%lHl%ﬁu&%?é
¥y ﬁJ\ AJE S \‘7"-“\‘—1/‘)_]")'71\10 A~ ﬁ“\ W’Iﬁbll“llﬁlZOmg%lHl@ﬁDﬁ ?6:&7&3"(

LT S el 5%, %b, i SN ECORY LS4, 21 7L

XY= bho b T AMAN YT L KRILT Y DA, YEYTA Y — 2k BERCHEA TS A, 1

vradFyruireio—2, EEREL Faoy 7o - HPR R B

Elkluo—R, AF7Y VT AT A, b Saxn 10@ngillE20mg“%l HZIE\ é%c_Sﬂf_thaEJ%%l_l—fffo?‘
] — 2, ZNT, KUY VTV I—) - TIZYNEE- A ¥ és_. tf)‘f% 5o 72720, 1|El20mgl E[ 2@*15‘!3:@@:0)*[5

U NEAFVIETASK, A ¥ 27 ) VT EY) < — LD, B EE AT ALEIRS,

I YNEERET P Y T A, KU VILR— |} 80, 7 TV b - MR

YIS, LTS . S b AL osa ey T - TR A M D R SR B R ORI B VLTI

T S — - # 1 H1EORS 35, £72, 70y R T sy
Wigets 777~V Na%i§t 10mg [+ =17 —12 & 2 BB CR R 5 2 A DR B L
PEIR - #IB Pelits - 74V AT—F 1 ¥ U5 (BiES) Tid, 1M 10mg 2 1 H 2 [MER3%5$5 2 LT E 5,

F i I i <¥Ubﬁﬁﬁﬁﬁﬁﬁﬁ>
WE WAIETIART IV =+ by AL LT1H 10mg &
LiSIA » 7w éij lﬁlﬁﬁﬂhﬁﬁéo&ﬁ\ﬁ%\4ﬁﬂifmﬁﬁkﬁéo
o ) <ﬁ§%§xeu>H$ﬁt£ﬂé%%gzm+:ﬁﬁﬁgwﬁ
FHNH
K& A% 0 69mm JE X : 36mm WHL BAWETIXRT I = F ) ae LC1Hb5mg # 1
i 130.0mg H 1 #4859 225 FRA T3 084613 1 1 10mg 2 1 H
BRI TS 1045 LREIE 2 2 LA C & B0
RRER Eaad E <f\u:/vw— - EOY OREOREE)
4. WEER ITHE WL AN IRT IV =) YA e LTI 10mg.

OBBE. t-kBEE. YAXEE. ¥RMEE %,
Zollinger-Ellison fEfZE. JEV S AMBREELRIE. EHE
ﬁéeu>&5%t3ﬁ6%%§1ﬂ+:ﬁﬁ%ﬁ@ﬁ%

|

OTFRICHITBIAU AN 24— - EOV OREDHHED
s, T2iRBEE. 8 MALT Y >/ i, 455 m /s
DR, PHEEICHT 2ARBMNEERE. ANUIN
J4— .- EFOUBREER

5. RHBEIIRRICEIET 3 E

(GhBELE)

5.1 KA OPGAEGREZ X BIERZ BT 22 E0HHDT,
fi“(f;w\_ LERERD D ARG TH L (H MALT V) v N)E,
I E ﬁ?éWﬁﬁm IR EICBITAANY aNT T — -
tuum@@mﬁ%%%<%

GEV 5 AME BEWTE)
&2&5%&2L%%ﬁtbbfm%%%ub SEAR D ULEE 7]
WERD LNV, BRI UADIRND% 2 5 b 720
@@ﬁ@&%ﬁ«@%%%mﬂﬁé:ao

<%g%§zeu>ﬁ$ﬁu3ﬁé§%ﬁiﬂ+:ﬁﬁ%ﬁ@ﬁ

] |

5.3 it - OB O 72D I ET A ) ¥ % fFkkS
LTWbEEZHGNSRE L, HE5FBICE LT, HilEL
Bt RBBEE O HET A L,

(ANJanyg— .- 0l OBREOHEE)

5.4 #ATHIE MALT V) U 8ICHd AN anNy ¥ — -0l

BRI DT RIVEIIMET. LT e,

5.5 JEFEVEIM/IMGR A SRBERR (I20F LTk, A4 K94 V%25
WL A aNy F— - ¥ ) BREGREEAEY) &R S D%

WCORBERERZIT) T &,

56$%ﬁf 2R3 5 NBLEE IR IR B DAHCIZ, A ans s
— - ¥ 0 BREEC X 5 B OFEIHNI 3 5 AR 6
LTV,

5.7 AN anryy— .- vua)EZpEERIHWAEIZIE, A1) axn
sy — - ¥ ) REETHH I E RONHREREICL YA 2
N7 — - Cu)EEERTHLILZMHRT AL,

7%#//U/mﬂ%tbflﬁmwg(ﬁﬁ)&Uﬁvux
o< 4 rELT1Mm200mg (Jiffi) @ 3#ZFEECT O 2
[, 7 HEREOHRS9 5,

B, r)AuxA Uik, LEICD L CHEEMET LI
MNCTED, 7272L. 1 400mg (Ffli) 1 H 2% ERET S,
7nry£y74ytey—‘7%#&&U>*ﬂ%&ﬁ77
VAU A D 3IFFGIZEI LAY ANy F— - Ea) Ok
RIBEPARIOLA L. S RbAEBE LT, . K
ANIWEIRXT IV =) F b)) aELT1MI10mg, 7EFY
U VKA E LT 1 750mg (Jffi) ROSA ho=F vV — )
ELT1IM250mg @ 3#IZ MR 1 H 2 1, 7 HEREO&RS§
Z)o

7. RERUCHEICEET 38

(Bi&B. +=EBaE. Waikias. ZoIImger—EIIisoni’Ef&ﬁ)

7.1 R LI E O - a0 YA 1l 20mg &
1H1ERG$25ZEHTE S,

(RERER)

7.2 JHIRAFE L WIGE RO - #RTE0 %412 1 I 20mg %

1H1F#ES T ENTESL (5 - HRERY R HERME
ﬁ%%®%ﬁﬁ&\7DFV£7747369—K;%MﬁT
w%r+ uﬁooit.7nby£>74>tey—

%fw%r+ T BT L1 IE 10mg & 1 [l

20rng ’% LH2m, 3512 8MM#G-T 2%, WHEKE
TR EBERIHEE L TV W ERMERETLI L, BB,

AFHI 1 20mg @ 1 H 2 W53, TR C B O R BAG

ERMALHEICRS[17.1.1 2,
8. ERLEKRNER
(shEE#E)

8.1 AHOFG-HIZI, MIIRRLIFRRICTER Ly @I 2 i
FRRRAL - ML ARRAE 2179 S E DR T L,
(BiEE. T-HBEE. UaiiaE. FUsAMERENRE)

8.2 RIMOMHRERA 5 TR T, MHFFHREICIIHVENS
EDEFE Ly

<ﬁﬁﬁﬁﬁﬁ®ﬁﬁ$&)

8.3 F% - FRAMR Y BTHEARL 7O NV Ry T e Fy —IC
LD THEA TR BRITR LIT) 2L & L. Ak, HEFE
%&@M%@&Wﬁﬁ’ﬁ?gk@&wl5§ﬁT%Ctoi

v BEFHIE, 7OV I — VI B o A TR E O YGE A S



A, BERRIRTEASRIWIC D72 0 ke 3 B Ui IR L %
FET BT Lo 2B, MEFPRETIIE NI AT 2
TR EBIREE T ZEEE L,

GEU 5 AR BEWRIE)

8.4 MBI X IR, FIREOMSTIEIRDHR D B L AN D
2t (1L#EM»Y 2HULE) 2RO 2BEGTEH L, &
By AHOHGAEHE FERE OLPRIES; & OO LR
BICX ZIERZ KT 2 2 EWH DD T, WHEMAFIZED
INLOREBTHENI L EMHRT LI &,

. BEDERZETHREICHETIER

A1 BUHE - BIEEEOH 28E

A ERBEOREEDSH B BE

.3 e EERE

JHFRE 2% JA A C IR IRIE D 523 % o

9.5 1Ti%
TEIR IR LT B ATt 0 & 5 o3 iR Lo A et As
faltE % RN % & HB SN2 BEIC0AREG 52 L, BE
B (T v MR 400mg/kg. 7 ¥ FERE 30mg/kg) CTHRIEHME
(7 FTLEEE, 79X TREOKT, fLFBE) A7 S
nNTwbb, 7. v MIIXRTIFI V=)V F MY T A
(25mg/kg/H). 7EF ¥ ¥ YRAY (400mg/kg/H L E)
Koz sy z2ua<x4 vy (50mg/kg/HU L) % 4 B@EOHH
5 U723 BT, MECRBIREOELISFEOON TS,

9.6 BRI
EHLEOF RN OCBAREOFEE L ZE L. FAL O L
AR T2 2 & BWFEE (7 v ) TR ABATT
LT ENREIN TS,

9.7 INRE
INRFE G L LRI FER L T,

9.8 SiE

HALEHEIRSE O BITE 258 & b 243Kk % 7 LEE (S

B35k, RANGFEE LTHFETRFINI D, BiFET

WIHFREREDME T L Cn b 2% <, BIfE S bbb 2 L

fﬁd;) 60

10. ME(EH
AR OMRFICITFAHEEFZET ~F 7 10— A P40 2C19
(CYPZjC}Q) KON 3A4 (CYP3A4) OGP EHLNTW5S,
[16.4 ]

F 72, AHOBESWIIHIERIZ X D DRSS oW % Mk
ATHHIT 5 B b

10.1 BEAZE BRALEW &)

ESEE TRPRREIR - HE 1 71
7YY F VBT 5 v ofEH
(LAT59) W T b BENDD 5.
[2.2 ]

[To o N{oN{o]

B - fabriR -7
AFH O H 5w A
Ak, BN pH AR
HL. 7¥HFFELVOE
AT L. 7 7%
YL o I H i EE AT
TAHEBENDED 5,

AH 0> 8 W o3 s A

YVEEY YHEBEYVEY Y CHEREO

(Y25 h)
[2.2 BH]

TEMZ M3 5 BZN
b

Ak, HNpH 2 R
FAL. UNVERYY SRR
WEOWINALTF L, Vv
YE Y ¥ ol pik EE s
BTFT22LvH5,

10.2 HiRAZEE (A

ICEBT B L)

Sk AR - $5 5 B - fabE
vaxT v T 264 o I v 5 L A% | AR o0 T IR o I B R AR

AFNTTXRT ¥

AT EDND 5,

ACE Y. N pH AR
7 L. M TEH oWz
et %0

4 F7a5v—u
Y4527

AH TS o 1L v EE Y
KFT2BZND D50

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

KEBALT VI = A7
VRN | dr e A
LA DI

A HLAR A 1512 Fe A~
PRI I IR L Al el
5 1 W 2 A C 3
i 45E F e 182 AT TRI R
MENZEN 8%, 6% T
L7zt WD H %,

B EANTH %,

A M bLFH—T

AMMLUFH— ol
hEER LR T L
Bdhb, MmO X b
ML FY—FEHGT
DA — BRI AH]
DG ERILT L L
EEETLHI L,

B EANTH %,

1. BEA

ROBWEH DS 5N D Z LW HDT, BEER T3V,

BRI O NI A3 HE 2 Uk b % L) R L & 47

)T &,

1.1 EXLEER

MA 2avy BERH) ., 7F7147%2— (BEARH)

11.1.2 RMEKED HEAH) . EFEBERIE (FEAW) . /iR
A (0.1%AK0) . AR (FEAH)

11.1.3 BUERFR CHEEAH) . FFEEEREE (0.1~5%Ki) . B/E
(BEEA)

11.1.4 BEEMRMK (0.1%KiH)
S Nk, TR, B oY (83 S oz
B izid, e Es X MEomE s £ L. AHlokG %
hikd 5 & & H12, BIERERLE VR OG5 EY) 7 LE
#1192 &,

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

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

1.1.7 &F b U LIMGE CEEARP)

11.1.8 EMHRABAE GHEAH)
WP, B, CK LA, MR ORp I+ 7ae s bA%
P L 5 AR RURIE DD H DAL T L 0D 5,

11.1.9 |ABE (FEAW)

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

1.2 ZOMOEHER

(BiE%E. +tZE&E. WAIEE. FHRMEER. Zollinger-
Ellison FEMREF. JEV S AMBREYRE. BAE7AEY %

S58ICH T2 BEEXITZRBESOHEEDED)
0.1~5% A 0. 1% SHEEA ]
FHILERIR A, FUL| AR IERIR A b H
i ERBOIN, WFRRERIY | BREEZ . U o8Bk
%, Al W
AST. ALT. Al-fBE VYV V¥ ¥ D
Ji Wik P. y-GTP., LDH| -5
D E5H
PGB % ML -5 LULES
MRS, T, DL W, SOk, b oA MR, B
Mg, WA, Y FiE. Ho 8 m K B &
P %% . g, BEA ( collagenous
R, B colitis
lymphocytic
colitis)
BRI BFE WV, ALDTAR, KiE
&, MRS MU
TR ARER T3y HESHRR, 8
T, Lo b o
NPT
walLAru— |\ hyAaH, FE | HOob5o%, |
Vo R PERR G - B, FEEL. | EIE. P,
Z 0t BUN @ kR, &|EiE. LONEE, |7 ¥ €= 7 IMIE.
PR it TSH|CK @ 15 [ S AP
B e, ZPEALFLD

) FEBUEE TSR RNEE &
(AYaAnya— - EOY OREDFESE)

0.1~5%K i 0. 1%kl
F R A TFERERIG % . I PRI
L A0 YOSERRA, ) v
FSIRHIS , UMBR
LRSI
N ALT. AST. y-GTP|Al-P. LDH » L&
e L5
ST ByiE, A
T WA, BREERE 1, TINSE, R
oy MG MR i TR LUSgE, PRI, FTIE AL,
" S ERR, WAt WA ERRR,. Mgt
Pk, SR
HipiRiAE R B HFE
FPERRI O 15 BRI, B, o
L0V, Bk, &O
Zoft R WUE LS, FROL
O, JRERO L5 IR
HERLE . hihiR

1) FEBUHEIIBIE T RERE B TN T TV —
VFRMITA, TEFTDY VKA R Y7 5 A~ v »
D 3 Fl¥e G- D AR £ T O R RN O RIE e R A &

o

12. BRRBERRICRITTHE
(ANJany g— -0l OBREORHE)

121 AUaNY 42— EOUOREHE LEDEE
INRTFGS=VF )T AEOTA R T, R ES =R
TEFYVY VKA., 7TV Au~A T UEOYUEWE O
A PEZF Y= VORI R G TG TR, BCIRFEMA



AR DPE BB 2 HREVED D B 7200, BC-IRFEFAA
WZEDBRWHEZAT ) Hid, TS 0K OFG# T % 4
WUREDORE L TEIS 5 2 EDEE L\,

14, #@AELDZEE

14.1 BHIZAEFOEE

14.1.1 PTP WAL PTP ¥ — b2 S ML CTRAT 2
LSBT Lo PTP ¥ — FOBEKIZ X | B BIAERA R
ERIEANHA L, 13284l B L CHERIN £SO EE 24
PHEZ DT B L’ b

14.1.2 AANIBESETH D HIZdH 725 T,
ZYRFI, OALETEIERT BT o

15. ZOOEE

15.1 ERER{ERICE D 155

1511 AHOEHHGPICREOERY — T2 & Oy
75“&);:)0

15. 1 2 (ﬁ% B AEBOBENET. 7a bRy TFf e

2 & B EFICB W CTHMEECRE S BT, TR

ﬁ BFHEFI D) 2 7 B S hTwbde Fiic, miEk

%f%@(1$ui)®%ﬁ%%wtﬁ%ﬁ\%ﬁmux7ﬁ
nL7z.

15.1.3 AT BT 2 FICABRE 2 R L LB O BE%
T, 7O b YRy T ey —2HKG LBSEICBWT s 0
APNYTIA T4 T4V LB FEGD ) A 7 BEINAsH)
Hi3hTws,

15.2 FERREREABRICE D 155

15.2.1 9 v b &mmgUL%2¢ﬁ%D&5Lt R
BWT, MiCHIZANTF A4 FOREDRA LN L OHELEDTDH
éo

15.2.2 B9 (5 v MRS 25mg/kg Pl E) CTHURRE R
KCIMHH A 0 Y onsHmsEshTtnwbso T, IS
7o o TUTHARBEARREISEE T %,

15.2.3 v MZHEETH LT >V T5 V=)V (50mg/kg/H).
TEFRY VY VKA (500mg/kg/H) U7 F5) 2u<A Y
v (160mg/kg/H) #= PG LR <C. #HEWTcoEto
Hnh & & D IR OFEIHOBRARD LN T2,

16. EMENRE

16.1 MeiEE

16.1.1 STV —ILF U LERES

fEHER A T-12 ﬂmg%ﬁﬁTxuﬁ&:ﬁukﬁtt 30Y
?%Emiﬁft%%ﬁ ENT R — ¥ O EFITETD,
16.2.1 &

ST ARG O AL P Y BB ¥ T X — 5

WHAZZY |

X Crmax tmax AUC
o b 2
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~ ThE S
Lf:g)%ﬁ (#5-5 HH) OEYBRENRT A —=FZUTOEBD T
» 5%,
TR NP T2 B 5 EPX G- (5mg. 10mg. 20mg) DI 4E
HSNRTSY—VF ) 2 DEYBREINTF A — ¥

= . 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
dmg 25
PM# | 252255 | 22| 585%137 | 4.2%0.5
EM* | 383283 |, o o) | 539=200 | 1.520.4
10mg Ex)
PM* | 509564 | (o0 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 JfE (Min-Max) ,EM n=16,PM n=8)

KT 7 b 2 0 — 4 P450 2C19 (CYP2C19) &I, Fid#fzT
I pHEhs,

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

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

16.1.2 3 HFRAEZRS
R ANETICT XTI —)VF ) A 20mgH, 7TEFY
) YARFIM 750mg (OIfli). KUY7 5 Au< A4 ¥ Y 400mg
(Ofi) Z1 B 270 GFHi12E) KEROHES LB S
Nfﬁ{—w+buvA®$%ﬁ%N5x—ymuT®t£b
TH 5,

CYP2C19*1/*2 X

CYP2C19*2/*3 X &

TR AT T2 BT 5 3 FIPEH KB SR o s h 5 X7 5 ' —
VF DU L OHEYFRE ST 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,

qzj:éjﬁ +S.D. , tmax ‘i EP%{E (Mil’l’MaX)

MAMCHIER T b 7 1 — 2 P450 2C19 (CYP2C19) #BURLL, TRlit(s T
BX)5HEshs,

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

PM (poor metabolizer) :CYP2C19*2/*2.
CYP2C19*3/*3

1) ARMEROHE B, BAEIRT I = F bk
LC1H10mg. 7EFT ) YAMPE LTI 0 750mg (JIii)
ROy 59 2a~A e LTI 200mg (Jifii) o 3 %% [
TH2M0, 7 HEROHEST 5. B, 770 20<4 ¥ i3, BE
CIB U CHEIET 52 EATX 5, 727250, 110 400mg (F7fif)
1H2MH% FBRET5.,] THbH,

16.1.3 &EMFHIEF M4 HER

FINT TV =V Nadiié I0mg [F =T | LX) Ty b

10mg %, 70X+ —N"—jLIZk)ZENEN1EE (TXTFY
—VF MU AELTENRZN 10mg) flHE A T2

[ T2 5 U C IS b R LRI EE 2 A U 720 15 5738

BE/vF X —% (AUC. Cmax) OxHEMEDFMHEO M log

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

LTWwWaZERs, MHOEWANESES MRS Y,

HWHE ST A =%

CYP2C19*1/*2 X 1&
CYP2C19*2/*3 X 1&

AUCo-onr Crax tmax tiz
n (ng/hr/mL)| (ng/mL) (hr) (hr)
FNRTF /
—ib Nali 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
(F¥fii+S.D.)
(ng/mL)
400
—O0— I RT T/ —)Natfi§ElOng [+ —/\F)
f 350 —o— XU I hELOMG
45 (i -
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)

RE&ERE

Mt 5 X7 5 — ViREOHER
MAE AR LR NS AUC, Cmax D35 A —F 1%, #iBE O
ﬁ%m&®%ﬂU& IRE 45 D BABR S 1 & o TR Bl REE
Wb

16.2 TR

16.2.1 BEOXE
FEEE R AT 112 20mg &l T U BRI S L2k, &
B G TIEHME TR GICH L toa 2S 1.7 RFREIEST 2 2 & 3
WU AR ZE SR SN TWABY, [16.1.1 K]

16.4 X3

ﬁ%?%&/\%d" 10mg. 20mg % FRIH% G- L 72 B o M4 v o 4835
Wid, FICIERERZETIOSC X Y K L7z F + = —F vtk
T&oto%@@KHN%@%%ban—APﬁomw
(CYP2C19) 2%B45-¢ 2 Wi A F VALBUGIZ & 0 2% L 72l » F
VAR, 3A4 (CYP3A4) 2SB5-§ 2 Ak AMEBUGIZ & 0 ARk
L7z 2k ARDSED 572099 [10. ]
16.5 HEtt

fEHERE A T2 20mg & RS- L7286, 32 5% 24 FE £ C©
WRPIZ T XT3V = F b L ORBACRIGHL & $,
R THDHNVE Y BERTZD 7V a BG5S
E@ﬁp~@%\xwﬁ7/—wmm ERHY 13~19% P X
n7zvs,
16.7 EHEE(ER

B (A AT TV =) THREEEE T 71— 24 P450 2C19

(CYP2C19) ~ofRE#HHAIC L W HEMEH SO N TWE Y

TENRA, TVT77Y Y R-TVTZ7 7)) I LTINS T
V= F )T AE I NS OEROMPIREICEEL S 2 v

CEHFWEENT WD, o, BE (T2 TF7V—N) T



RHEERF b7 10— 24 P450 1A2 (CYP1A2) OFEIC X ) M
ERDBOONTWETFF 74U VIHLTHIRT IV — )L
+ )b;) AP EREICHER Sz s e s Tw
56‘7 o

17. ERERECIE

171 BHHERCREMICERT 5 5%

(Big%. TZEHEEE. MEIEE. URMEER)

17.1.1 —RRERAREER R U —E IR LB B
B, IR, R Al R WS S 2 RS
1 H 11 10mg Xi& 20mg %425 L7z — &R AL O~ EE

*ﬁgt?%ﬁiﬁ%ﬁ (G- - 6~8 M) OHHETTERDOLBY TH
% N o

PO 373153 AR B 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 O i M Sl 2 2 ) 22 1 H 1 |
10mg % 24 MG Ui (CHREMRLERER) (280
2 NHEEIIEFEEIE 78.6% (33 61/42 H1) Tdpo 7219,
WHHEROCHEO 7T YRy 7 e By —mHIcIkh
PEED O B S 2 R & LB 8 B OISR
TICLDHEHRETROEBY THo 71920, [7.2 ]

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 f1/102 %) | (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 11/16 1) (6 1/17 1) (11 #1/17 1)

H1) 9TV —VF Yo A10mg/H. TV 75V — ) 0mg/
Hy + 275 =)V 20mg/H % 8 AR LA EHEG- 02 1R G SUEAHE
RIS SE

XYV A (W 2) 12X B EREE

WHEAERCHROT T MR T 2y — BRI
P2 O FLE I & i G & L 7R 52 M E - o A
B & IR () WTROLBY TH oW

22)

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

#2) XTIV —=)vF b4 10mg/H - 20mg/H. ¥V TV —
V30mg/H. X7 V=)V 20mg/H, =V X 75V —)L20mg/
% 8 M LL P51 |2 RO I AERRR I IS 158

GEV 5 AME BENTRIE)

17.1.2 —EGHRIEBHER
QF(f%A‘rigﬁ"iﬁﬁbﬁﬁ%ii‘%b: 1 El 118 10mg 25 L7-—
EEMRILEGAER (3 504 ) 1281 2l ER DS
WHERRR ORARIE, TNEN43.6% (44 B1/101 1), 55.4%
(56 /101 Bl) T -7z
FIERE. 10mg $5-0 102 Bl 12 61 (11.8%) (ZRED Bz,
FEREIER. 36 (2.9%) KOWEREH 25 (2.0%)
Cd o 72224

(BRAE7AEVU U BE5EICHIT2BEEI T KB EEDE
FEED

17.1.3 —EGRIEEHER
HE7 AEY » (1 H 8lmg XiZ 100mg) DEWHS 2 LE
L. o BEE UL T ZIRERE S OMA IR 2 F T 2 BE L)
Kb L “EHEMILERBEOKE, Kaplan-Meier 312 & b i
B L7285 24 JA M o B 5 O3 T IR o B TIE R
ETFROEBY THo720
FIERIE. 9 X759V —vF b)Y o A 10mg $5-5C 157 il
14 61 (8.9%). 5mg # 51T 156 Bl 7 61 (4.5%) IZFBH 5
N7z 4 EMEM I 10mg J"’“ﬂ-ﬁi“(T#‘&U‘m%}% 2 Bl
(1.3%). 5Smg #G-HETTH 36 (1.9%). FFFERER 2 6
(1.3%) Td o722,

1H 1 5mg | 10 10 10mg e
(150 1) (151 1) (151 1)
PRI 451 21l 32 0
B3 ZABRORR e 1.4% 21.7%
sy | (0477 | (035,550 | (15.84,29.20)

i‘fﬁﬁbiﬁs}f""’: 0.11 0.05 _
st | (004030 | (0.01.0.23
P P<0.001 P<0.001

a) Kaplan-Meier {12 & 4%, b) Log-rank Mg, c) sz 7L
> (1" 50mgl H 3 )

(%)

001 o 1 H1msme
90 -©- 1 H 118]10mg
D
80
70
?; 60
W50
7&
s 40
30
0 4
10
0 [ &
T T T
0 12 24
At Risk 150t & DI G
1H1ME5mg 150 150 139
10 1M10ng 151 151 142
KR 151 151 114

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

a5, 5 241’1U\]311:‘ A WA ESD % il N Ry VN 3 N Y
BERHE I TE A s REFCTIRAK 76 M5 ). Kaplan-
Meier {12 & D ?EILK S ST AR o R EER
iE. 1 H 1M 5mg T3.7% (95% [ HHIX[#:1.538.64), 1 H 1 1
10mg T 2.2% (95%fEHHIX[H:0.726.75) TH o720 B, Y-
24 WPRE, SHBREEIE ISV —=)F Y241 H1 M 5mg
12571 1 H 11 10mg (28 ) ¥z T, Ik 52 ARG L
7‘,

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

AN any y— - ¥a Y Etko B U+ T IRmES o B g
EHMR L LENOEERRE (ST —=VF M) oA, T
EFTVY VAN KR S S) Aa A4 D1 H 27 HRY
RIOHL) KB 2BRERITROLEBY TH D,

FIERE. ST 5=V F b)) 7 A 10mg, TEFT Y
KFIW 750mg (M), 75V Au~<A4 ¥ v 200mg () ¥
5z, 12060 40 B (31.0%) 23R S, FARIERIZ
THI16 B (12.4%). #AE 1361 (10.1%) THolze T/ T
NT GV =)VF MY A 10mg, TEF YV VAN 750mg
i), 799 2a<A4 ¥ 400mg i) #5112k 0. 123
B 55 B (44.7%) \CREIVEH 2538 S v, T2 EIVERNE THI
26 51 (21.1%). HRAE 13 %1 (10.6%). WS 1341 (10.6%) .
W 7 B (5.7%) T o282,

vers B
RHEHN O 1 a5 ﬁﬁ - += 60 N
biss )22
FXRTF)—=)VF Y
7 A 10mg
SN N 87.7% 83.3% 85.7%
TER ‘(}j; éﬁkﬁ”% 20/H | (5765 | (45 #1/54 | (102 /119
Pes s <98 ) f5) )
200mg (F71ih)
FXRTF)—=)VF Y
7 A 10mg
SN N 89.7% 87.8% 89.0%
TER ‘(}ﬁ/ éﬁkﬁ”% 20/ | (61168 | (36 B1/41 | (97 /109
Pgs s <98 ) fs) )
400mg (Fi)

B, AT AY) any y— - Ea)EloE -+
TR SR I3 A B O R RABRE IS B W T MREREO K
BOELN TV A,

1 3) KA OG- R, LOESGHMIE TRRoLBY) TH Y. ERNOK
PIER O L 3R 5,
FNRTFGV—)VF Y aE LT 20mg 7EFY Y VAR
Wk LT 1 1000mg (Iffi) K75 2u<4 v LTl
500mg (M) @ 3# % 1 H 2, 7 HRE&E#%5

I/, IO YRYTA VR ES— (S UV TITV—)), TE

FII) UKAMR T F) 2a<x A T D 3HEGIZL BN

Vansz g — - vn) OBRRKIGEEIARY) TH -7z~ T,327

Z— - ¥ o B U+ RO B RS A0S &

L7zEHNOWE (XTI —=NVF M) La, TEFT YV

KA RO X ba=%y =)o 1 H 207 HE&RORS) 128

A BREEIL 82% (49 /60 51) & i X hTwab3D,



18. ZEphEEig

18.1 {ERHE
FGNRT G = b)Y DX EE GG o0 B BE R T E K
(ANV7 27 3IFK) IZRY, 7 by Ry 7 (HY, K-
ATPase) @ SH 3% W56 L CEERIGTE 2 FILE L. BR - % 3]
T 5, SHICHESNBRERO BB, FISERTRA A
5DIY DN KD HWIET N E FF I & BIEHARON LA
BLTwabntEzohb, TOM, V¥ FF 2 i2koT
BESIG MEASIIAE 3 2 W REVE b il S h 23939

18.2 BEASBMEIEA

18.2.1 MR AR TICBIF B A A MY Y lEmER W L, 1 H
118 10mg %5 1 H 1 [0 20mg $5-T& H 1250 H 5 5 FHH
ZEHIER AR L, %5 1 HH RO 7 H H OB oA
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 H FRHLEBMERIIBI LY TFINLFAL 2 Y v 7
AMP HIFC X 5 HERGW % B 533 (in vitro)

18.2.3 BUH A ) EHEHZERIIBIFILILAY IV RYFHANY
VB E W, BT v MBI A EREER WL X
53 VS WALt U BRI e IR % R 78980037
4 XHBHVIET v MBI L GEawIHEH omgaz. tho
70 s R THEFANCIEL#E L, IMHAA M) o R
IR 33.38)

18.3 A pH LR1EH
AR FICBIF2EN pH I L, 1 H 11 5mg #5-. 1
H 11 10mg#%5. 1 H 118 20mg #%5-T& b ICHW 2 LA
MERL, #4550 Ho 24 B IS pHA BLE % 7R3 BF] o)
4131 H 18 5mg 50 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 0 — 2 P450 2C19 (CYP2C19) FBIMIZ,
TROEETR 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% HREE X ) B 72 HY. KP-ATPase (2xF L, SV PHEE
H &3R04 (jn vitro) o
18.5 HiEB1EA
I v bR BHEEREE S 5 WIZEBREHBRE (S5
WA PLA, KBEHHEZA ML A, B Y2773, B
M-8 ) — VW ROTAEY ¥) 15 L, BB EHE & % v
13 R BOR ZE YR 2 R §7304243)
18.6 1ERIHERF
AYany g— - €0l BREOHE)
TEFYVYVANPROEZ S 204 VY, TEFV VY
VKA RO A ha =g — v kO 3FIPEHREICEIT A SN
TIGT—=NF )T AOHENIENpH 2 LA SELZ LICX
D, TEFVV) VARKHBEYZ ) 20<4 ¥ PN
FEBOLIEICHDHLEEZLNDLWEH),
18.7 BRERIE
(NJany a2— - OV REOHEE
AFARI BTN AN F— - ¥R BRYPEFIVIZBW
T, BAERBEICHTATEF Yy VAN E Y 5) 20<
4O 2HBHOREIL. TRTITV—=VF M)Az
HTEITED . HFEREDITED L),

19. B2 ICEAT 2 BEENMEA
—WFR 9 X7 5 v — v+ b1 v 4 (Rabeprazole
Sodium)
1t %% % : Monosodium(£S)-2-({[4-(3-methoxypropoxy)-3-
methylpyridin-2-ylmethylisulfinyl)-1 4~
benzimidazolide
3 : C1sH20N3NaO3S
wo: 381.42
K ARIAC~EEARORETH 5,
AT D THEITFR T T J —)1(99.5)I
TR T,
AiinlZ 0.0lmol/L AKER LT T~V 7 A3 IZiE

E} o
AW TH % o
A DR~ 203 T2 IR S v
ENTES SRUE 2 U R oY (I3
(e iPawvE
O_CH3

HsC o}

N /_@ 3 TELIE
guNe
N 0]

20. BURV EDEE
20.1 7OV I WHHEZIIBR T #TTRET L2 L,

22, Qi

(FNTFJ—IVNai&de 10mg [F—/17F])
(PTP) 100 %% (10 $Ex10x 148, FRHIAD)
500 48 (10 42X 10x5 48, HHEEAIAY)
(NF) 100 $¢ (ERRAIAY)

23. EEXk
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2) HARMNEHB A B2 x4 & L7 BREAHE X)) = v b
$E 2014 4512 7 26 HAKRE. HEHERHREL 2.7.6.1)
3) 3FIPE AR B EERER (EIN) O (%) = v ME : 2007
AR 26 HAKRE. HEEERHREL 2.7.6.1)
4) JKINAIZ Al © Bk & ERIR, 2010 5 59 : 1722-1733
5) Yasuda, S., et al. : Clin.Pharmacol. Ther., 1995 : 58 (2) :
143-154
6) Ishizaki, T., et al. : Aliment.Pharmacol. Ther., 1999 : 13
(Suppl.3) : 27-36
7) Ishizaki, T., et al. : Clin.Pharmacol. Ther., 1995 ; 58 (2) :
155-164
8) mh{E = HRMl : Modern Physician, 1994 ; 14 (S.) : 38-68
9) AWM : Modern Physician, 1994 ; 14 (S.) : 23-37
10) #%HM A4l : Modern Physician, 1994 5 14 (S.) : 69-84
11) JVUZ1E Bl : Modern Physician, 1994 : 14 (S.) : 85-99
12) i =HRfl © Modern Physician, 1994 ; 14 (S.) : 1-22
13) HllFE 3l © Modern Physician, 1994 ; 14 (S.) : 100-107
14) #FH M2 : Modern Physician, 1994 ; 14 (S.) : 108-115
15) HBF4 i : Modern Physician, 1994 ; 14 (S.) : 116-123
16) #AHt © Modern Physician, 1994 ; 14 (S.) : 124-136
17) % M &4t : Modern Physician, 1994 ; 14 (S.) : 137-147
18) — BB I O " E MU EGAER (28 v MEE 1 2003
A7 17 HAKRR, WEBRFHZE .1, (5) -1.3))
19) Kinoshita, Y., et al. : Am.J.Gastroenterol., 2012 ;: 107
(4) : 522-530
20) —REERRRER K O “HEE MG (%) = v MgE 2010
E12 A 21 HARRE, At )
21) Kinoshita, Y., et al. :Gastroenterol., 2018:53(7) :834-844
22) —fERRRRER N O T E EMILEGRER (%) = v g 2017
AE9 A 22 HAKGE. sRAREE)
23) Kinoshita, Y., et al. :Aliment. Pharmacol. Ther., 2011;
33 (2) @ 213-224
24) ZHEMIEGE (%) v ME 201045 6 H 18 HEA
)
25) Iwakiri, R., et al. : Aliment. Pharmacol. Ther., 2014 ;
40 (7) = 780-795
26) —EEMILERE OV v Mg 2014 4E 12 A 26 HK
A, HEHERNEE 2.7.6.2)
27) —HEEMILERE OV v Mg 2014 4E 12 A 26 HK
A, WIEEEREE 2.7.6.3)
28) Kuwayama, H., et al. : Aliment. Pharmacol. Ther.,
2007 5 25 (9) : 1105-1113
29) EAMEERRE: (%) v b 2007 4 1 H 26 HAKRE, H
AR 2.7.6.3)
30) AR RO ILEBMET (29) = v Mg 2007 4F 1
J1 26 HAKRE. HEEERHMRE 2.7.3.3)
31) Isomoto, H., et al. : Aliment. Pharmacol. Ther., 2003 ;
18 (1) : 101-107
32) T\ HARSE R J7 %33 BN E 2021 : C-5995 -
6001
33) Fujisaki, H., et al. : Biochem.Pharmacol., 1991 ; 42 (2) :
321-328
34) AR RAL : SEREE JRHE1999 5 27 (4) : 705-712
35) H LIEBA - WFFEE1994 5 41 (7) © 143-150
36) Fujisaki, H., et al. : Drug Invest., 1991 : 3 (5) : 328-332
37) ¥ E  Z2fb : G.1.Research, 1993 : 1 (5) : 493-496
38) 4 B : G.I.Research, 1993 : 1 (3) : 274-280
39) HPpH ERAEM 8V v ME 2014 4E 12 7 26 H ik
P, HIGHEEEE 2.7.6.1)
40) JEIGFFIIML 0 H ARSI HERE 1993 5 102 (6) © 389-397
41) Morii, M., et al. : Biochem.Pharmacol., 1990 ; 39 (4) :
661-667
42) #FE %A 0 G.I.Research, 1993 : 1 (5) : 497-500
43) PUEEER O3 v Mg 2014 4F 12 7 26 HARGE. HEG
BREE 2.6.2.2)
44) ZRR O O Ty ME 2007 45 1 F 26 HKFE. WG
BREE 2.6.2.6)
45) 73 v MEE 2007 45 8 F 23 HARRR, g
46) BRWRIE OXV) = v b 2007 4E 1 H 26 HAKRE. HEEE
FHZE 2.6.2.1)

24. XEEFEKRERVEVEDESE
AR 7 7 — < RS BEHAMIRE
T 155-8655 HEUAB I A X AR 5-2-1
TEL 050-3383-3846
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