08

* % 2025458 ¥ET (453M0) FACKE 5 0
% 20254E3 HeLET (45250) 872329
B SIRGE 7’0k >R THEHEH
HAAM : 3% SNTS5Y—ILF kU Lk
L L1 °
FATFIY-IbNaigEs: 10mg n-ns
RABEPRAZOLE Na msters 10mg onara.
KA | 22200AMX00804000
W 0 2010411/
5352 ENTEL, 2B, @F. BEE. WALEET
2. #8 (R W%ﬂuk%m‘ut) QM E T, RS T 6 T CoRE LT b,
2.1 AHNDIR5S Las e O BEAEIE D & 5 B GEFRERER)
2.2 1/1:1: '} VR A SO BE110.1 SR s
WP EE R DEFICB W TIE, EE,. BAIKIEIRNT S
3. #ERk - MR —)VF YT AELTLIE10mg %1 H 1 EREOHEST5
3.1 8k 25, JRIRICE D 11 20mg %2 1 H 1 REEIOHE5 352 ERT
155 44 5 X7F V=)V Na #i$t 10mg [+ —7 | &%, B, W, SJIFEJ?IP’C@?XEH‘:?% %72, 7 b

15k

Zh Kb 4
FRT G575 = b )% 4 10mg 647

DYr=bh—=Jb, ZABHINT T A, KBILF B oA,
v rFaFiruoirtiro—x, KEfEe Faoys 7o
Eltlu—R, AF7Y VBI 7AYo A, 7O AD

) — A, IV, RYVEZVTIVI=) - TN 25
ZYNVEBEAFVILESIR, 2 27 ) VEEaRY) < — LD,
T )IVEREEF Y T AL RY VIR — | 80, 7 T Uk
VIF N, BILF Y v SRR v o ey
3.2 WA DMK
e 44 F X7 5 —)V Na#ie 10mg [+ =T |
PEIR - #E Wit - 74 Vv a—F 4 v 7k (G
KM i A0 1w
LASIA 55 535
5 | =

K& B 69mm EE 1 36mm
B 130.0mg
EVIEZN FGRTF10F =15

*k4. WHEER (IR

OBBE. t-EBEE. YAKAEE. ¥nMEE .
Zollinger-Ellison fE{&EE . QFUbAﬁﬁﬁﬁﬁﬁF\ EHE
;%EU>&$ﬁﬂ$ﬁ6§%ﬁ1ﬂ+:ﬁ%ﬁ%®ﬁ%
N

OTFREHBFBAYIANT F— - EOY OREDHHED
FiEE. T2#BEE. B MALT U 2/ &, St/ Miis
DE. BEHIBEICH T 2 RRSENEEER. AVIANT 42—
EOUBEER

5. MEERIRRICEET BEE

(hEERE)

5.1 KA OLEGAERIC X BERZ BT A E2HLDOT, T
PETHWT E2MERED ) 25152 k (8 MALT V) »/3Jjfi,
R ER I3 A NHSBNEREEZEH ICBIT AN anNs ¥ — -
Yo ) oREOHMB Z B <),

GEV' 5 AME BB TRE)
52&5%#2L&%Etkbfm%%mst IR INQ & |
D LN WHEIZIE, BERUADOERIEZZ SN0

M®ﬁm&ﬁ$«® SHAEME T A L,
(BRAE7RAEY CBE5EBICEIT2BBEIIT KB EENE

SEHNH)
5.3 142 - FERRDILEIIH D72 D IR &7 A ) ¥ & ki
LTwaBx e 5L L, #5MEICE LT, Bk

IR QMR MERT A2 L,
(ANJanya— .ol oREO#HEE)
5.4 #EFTHIE MALT V) Y SEICKHTAHAY) TNy 57— -
BRI EBEDAAIVEIIFET L TV e,

¥a

*%5.5 GUEPEIIORAME IS L CTld, A FI 4 AR BIL

AN aAN7 F— - ¥ BRFGHEASEY) & HIET S B RSO
ABRRIEREITO T Lo

5.6 FIIE I T 5 NS HEE B DA
— - ¥ BREIERIC L D R OSAEIRII RS A AR
LTV,

5.7 AN anyy— - ¥u) BYEERICHCBEEICIE. AY an
75— ¥ ) DT H D L ORI E YA T
Ny F— - Eu)BEHRTHLZLEEERTHI L,

6. AERUVAE

(BiBE. +=EBESE. WALBEE. Zollinger-Ellison EIRE)
WEHL. AIEIRTFT Y —=)vF My A e LT 1M 10mg %
1 H 1 &5 2525, #RRICE Y 11 20mg 2 1 0 1 i

. A :/\7 b4

YRYTA YR ES X BHBETHRA T LY, 11
10mg 13 1191 20mg % 1 H 2 [al, & 512 8 A% 5§
5T ENTE D, 72721, 110 20mgl H 2 42 5 (X HEE DK

&2 A B EICRS
- MEFRRR
TEIE - TR Z M U 3R FE S ORERHE RIS B VT

WHL RAIEIART TS = F b)) a s LT 1A 10mg

1H1EEO%S Y5, £/, 7abhryRr7f ey

—IZ & BB CRIEA T4 7 W £ S O MEFHEE IS B W

Tk, 1M 10mg % 1 H 2 I 535 2 TE %,
<¥Ubﬁﬁﬁﬁﬁﬁﬁﬁ>

WHL. BACIEIRNT TS = F hY Ak LT H 10mg %
1H1Eﬁuh5?éo&ﬁ\Lﬁ\4ﬁﬁif®&5&¢éo

(ﬁgﬂgﬁgx EUEREEICHIT2BEEXETHEHEEEDE
|
R RAZIEIRTSY— )V F Yy AL LT 1 HS5mg % 1
H 1 FREO%G3 25, EATSOWAE 1M 10mg 2 1 H
1RG5 2 ENTE D,
(’\U ang 44— - Eay oBREORHER)

HHL RAIESIANT SV —vF Yy Ak LT 1A 10mg.

TEFTVY VAW E LT E750mg (JIfli) ko759 A
o< 4 rELT1Mm200mg (Jiffi) @ 3#ZFECT O 2
[\, 7 HEEOHRS9 5,
B, r)AuxA Uik, LEICS L TCHEEMET LI
MNCTED, 72721, 10400mg (Hfli) 1 H2H% ERET 5,
THNRYTLA Y=, TEF TV VKR 5
V24 YD 3KFELGICEBEAY) TNy — - ¥ O) DR
WP AR OWE1E. ShIcb st LT, W, ik
ANZEINTF—F b))k LTl 10mg, 7EFY
U YK E LT 1M 750mg (Jffi) ROSA ha=F Y — )
LTl 250mg @ 3#IZ MR 1 H 2 1, 7 HEREO&RS$
Z)o

7. RERUCHEICEET 38

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

7.1 R LI E KOS - a0 YA 1l 20mg %
1H1ERG$25ZEHRTE S,

(RERER)

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

1H1F#STAZENTEL (5 - HRERY R
ﬁ%%@%ﬁﬁ&\7Db>£y74ytey—u;5Mﬁ?
w%r+ uﬁooit.7nby£>74>tey—

%TM%T+ T BT L1 A 10mg & 1 [l

20rng ’% LH2W, 3512 8MM#GT 2%, WHEKE
TR EBERIBE L TV W ERMERETLI L, BB,

AFHI 1 |l 20mg @ 1 H 2 W53, NHFTRAS C B O R BASG

EEMRR LAl A[17.1.1 2.
8. BEELEKIER
(RhBEStE)

8.1 AFOPG-IIE, MG IFHfE LS
A - MR LR 2 479 &

SHEREL. ERIICImE
EREF L,

(BigB. +=EBEE. WatkiEE. JEU 5 AMEBEERIE)
8.2 EMOMHRERA 14 CThwo T, MFFREIIEHVwRNE
EDEFE Ly
<ﬁﬁﬁﬁﬁﬁ®ﬁﬁﬁﬁ>
8.3 F% - FRAMR Y BTHEAR 7O MV R T, e F =12
X BB TRHEA TR BEIH LIT) 2 & L. Ak, HEH:
%&@M%@&wﬁﬁ”ﬁ%:a@&wiﬁﬁﬁT%:toi
BHHIR, 7V T — VAEIH PR O A 552 E O UGEEHIH S
\Nm&%ﬁﬁﬁ Ih7 ) kBT A A IR LR A
EZRTHI L, B, MEFEREMEENNICIREIRE % £

T 2% EBHEL AT SEPRE L,



GEV' 5 AR B BT TE)

8.4 MBI X ey, FHEESOMMRIIRIHEIELASND
2L (1EMBAY 2HYLE) 2ERO) ZHGTHI L, &
By KA OG- 25H . S OB L OMb o L5
BICX BERZRERT A2 D HLDOT, WHERESICID
INLDBEBTHEWI EERERT LI L,

. BEOEREEIAREICETIEE

A BHHE - MEEEDH 2 BE

A BYERBECREEDSH B BE

.3 e EERE

W28 88 CHMERE OS2 D % .

9.5 1Ti®

TR0 SURIER LT B T HEYE D & 5 Lot i3 iR L o A 20 A%
fabrik % B2 &R SN LGEICOREE-T56 2 L, B
B (T v MO 400mg/kg. 7 3 FE#HE 30meg/kg) TR
(7 v FTALERBIE, 73 FCHRENET., [LEEE) A5 S
NTWwb, 7, v MIIXRTIFIIV—=VF M)A
(25mg/kg/H). 7EF ¥ YRAY (400mg/kg/H LA E)
Tz sy aa<4 vy (50mg/ke/AUE) % 4 HEEEHBK
HLU7z3BET, MECTRBIREOEALS D SN TW5S,

9.6 RILIE

BIREOFERM R ORI RBOE R ZE L. ROk L
kARG A 2 Lo BIER (50 8 THITHRABITT
52 EDPWESINT WD,

9.7 INEZH

INBEE R R & L 22BN L Ty,

9.8 SfE

HALPHERE ORIE 235 5 b N A 3R % 7 LS

BehHT 2l AAEEE LTI TR#EIN LD, ST
FIFREREDME T LT b 2 0% <. BfERA S bbb 2 &

[{o oo No]

B b
10. HHEER

KA OB TIFAHHERF b7 o — A P450 2C19
(CYP2C19) J 0~ 3A4 (CYP3A4) OBLG-AREHHN T2,

[16.4 ZH]

F72, AFOHBWIHERIC X0 OF SR W2 ek
X § 22 03B 5,

*10.1 HAZR (HiH

LBWZ &)

A E

[ R N Y WRES

B - fakrE T

YN v ERE
(Y25 h)
[2.2 ]

Yv¥vey yHEEEO
EMZ WSS 3 282
b,

AR H o> H 8 55 3 )
Mick b, BN pH AR
AL, UM Ey CHER
WOWINADLT L, Vv
Y ¥ ¥ oA

AFNT TRV

BFT22LdH2,
10.2 BEAEE (HFAICEETSC L)
A4 % BRRAEIR - R Tk I - b T
vaxy T8 74 O ML v i 52 0% | AR ) 0 T G s B0 A £

EATHEI DD 5B,

Micxy, WA pH A* L
7 L. HFEA oW E
RAET %o

A b7 Fy—N
FI4F=T

A T S o 1 v EE AS
BT3B ThdH 5.

A O 53 e S0 R
ALy, BN pHAE
7 L TR oL %
W5 2BTN0H 5.

KEBALT VI = A%
Vo KB~ 7 A 2
LA ORI

K HAR A 512 H ]
BANR T Al 4%
G- 1 BRI <3y
I 25 v 5% JE2 il AT I A
HMENLEN 8%, 6%ILT
L2t oiin'd %o

WP AN TH 2,

AR R LEHF— b

AN ML FH—boil
PREN EAT LI L
Vb wHEDOX b
L% — 25y
BYaid, — RIS AH]
DEG RIS BT L
EERTHI LS

WP EANTH 2,

1. BlEA

ROBEWERDHSbNDEZ EHHDDT, BEE 540,
RE DD BN E G R IR 5 7% LY R LB 2 AT
5 -

Z&,
1.1 EX%EER

A1 2avyy BERH). 771 7F%2— HERH)
11.1.2 MBI CHEEARN) . EFERERE CBHEARN). MR
WA (0.1%A05) . WM EAR)

11.1.3 BIEFF &R CHEARY]) . FHSEEREE (0.1~5%KiH) . BE

(HEEAT)

11.1.4 BEEMRMRE (0. 1%Ki)
EE WMk, PRWLAEE, Wi o RE (3852 S0 snh
WrtriZid, R I E X Mo e Eii L. AHlok5 %
FIET 5 e HIC, BB AV E & H OF55 0 8Y) 7 WLE

2T 2 &,

11.1.5 BEEE CHEARH)

i R R B B A SE (Toxic Epidermal Necrolysis:TEN). %
JEAREIEIRE W RE (Stevens—Johnson JEMERE) . Z AL S0 D &
bNBEZEDVDH D,

11.1.6 SHBEE JEAH). BEEBER BELRH)
BRI (BUN, Z L7 F = V%) ICEETHI &,
11.1.7 &F b U LIGE GFEEAR)

11.1.8 ERUBEIARAE (HEEAH)

M. B, CK BE&. MR ORp I+ rue sy bEiq%
Y L ARG RREDS D DDA LD b,

11.1.9 $RAHEE GHEAR)

11.1.10 $BELIRRE CHIEEAW)

AR, BEATE), LR KIH. AL, FRER. BRSNS
HOELNLEIENDH 5D,

11.2 ZOOREIER

(Bi&B. t=EBaE. WaNaE. SRtEREER. Zollinger-
Ellison fEf&%%. JFU' S AMBRBEYRIE. BEAE7AEU %

5ICH T 3B BB REEEOBEREDNH)
0.1~5% A 0. 1%Ai BHEEASHH
FEBOIE S5, R E iR
H IR A | AR M ERIE A i
I EREGIN, GFmRERRY | ERHEZ . U L 8ER
%, #il L%
AST. ALT, Al-[#EV V¥ ¥ D
JHF-lidk P. y -GTP. LDH| I &
D L5t
TEER AR I+ b5 %
FERL, PRI MR | R, SRR, A > | WENE, A
M, WA, Y 7. Wb |8 m K b £
P % ., g, BEA ( collagenous
! i B colitis
lymphocytic
colitis)
it DF WV, 5HDLOHAER., BiE
. MRAL DU
AR JIv JSEStRR. 8
HETF, Hob>
(NPT T
WAL A7Fa— | »3AH, FE | Hob5o%, |
Vo R PERR G - (R FEEL. | EE. A,
Z oA BUN @ L5, &|EiE. LN, |7 ¥ =7 e,
FIJR. i TSH|CK @ L5 K~ 27 %L
Han MLE Z LR

W) BRI RERGERRELT &,
ANYanga— - oY OREOHEE

0.1~5%K i 0. 1%
s S5, A HEAE I
H LBk LT AL
- o)V SERIRA, ) v
i JSERINS, UM
FILRA
W ALT. AST. y-GTP|Al-P, LDH ® -5
L5
s Wi, E L5
T BB, DRSERG [T, TTAZ. %l
- TN 2 TN AR] VNN ¢ P
S R, F A BB SRR, B2
Bk, BRI B
MR |5 DI
HPEIRI O 15 BHEIL, BRE. &0
Lok, Bug, &H
Zoft R WUE LS, FROL
UL, RO L IR
SR, SR

1) FEBUHEE I HEE U T IR LB 5 IR T TV —
VF UL TEFV) VR REZ ) 2034 2 Y
D 3 FH G- DK T T ORRAR N e A T &
t[’o

12. BBFRBREBRICRIEFTE

(ANYanyg— - ol OREOREE)

121 AYyans 44— .0l OREHELDEE
FGRTFTFG)—=NVF P REOTA N YRy T ey —%
TEFIY) VAN, 75 2ux A Y oW kY
A ba =7 — VORI RS TIERZ TIE, BCIREITA
RER DY E DR 7 B W RE D D B 728 BC-IRFENMFAGA
BRI X 2BEHEZITI LA, SRS OHEHOHRERTE 4
BLAEORE I TIRET 5 2 EDEFE L,

14, BRAELDZEE

14.1 BHIZAHEFOZE

14.1.1 PTP ¥ 0 H1E PTP ¥ — S Y LT T 5
LSBT s PTP ¥ — M ORI X ) | WG EEA R
EHEANHIA L, S35 LA B2 LTI RS0 mE L&
MHEZPIET B2 Enidb b,



14.1.2 AFNIWESETDH )« 2 H 725 TEL BAZZY , e
Z2DETI, OALKETIHIEETLI L,

15. ZOMOEE

15.1 ERERfERICE D 153k

1511 AAORHHEGPICREOERY) — T2l & Oy
7‘)§3;)5o

15.1.2 M BT 2B OBILAZE T, 7u by Ry v e
7 =12 X BIHFICB W CEHEE I S B E T, TR
Wi. BHEFIHO) 2 7 BINHE S Tnb, FRIC, BH=ER
%E%%(1$uk)®%ﬁ%%wtﬁ%ﬁ\ﬂﬁ®ux7ﬁ

nL7zo

15.1.3 AT BT 2 FICABRBE 2 R L LB OB
T, 7O bRV TAL ey =5 LEEICBWT O
APMYTIA T4 T4 VMK D FEEGD ) A 7 BN
Hi3hTws,

15.2 FEERARFABR (ICE D < 1Bk

15.2.1 v M2 5mg/kg P b % 2 4RO G L 7280 BR 1
BWT, MECHIZANTF ) A4 FOREDRA LN L DL D
Z)O

15.2.2 B9 (5 v MRS 25mg/kg Pl E) CHURRE R
BOIAH 4 0¥ > o¥nsHhsE shTnwbso T, IS
7z o TUTHARBEARRE ISEE T %,

15.2.3 9 v MIEHETHALF >V 7FF V=) (50mg/kg/H).
TEFTYY VAW (500mg/kg/H) kU7 590 2u<4{ ¥
v (160mg/kg/H) Z PG L-igc. BB CoOHED
B L & IR OBFIH ORI TR ST b,

16. ZE4ENAE

16.1 IMeERE

16.1.1 ST SV —IF MU LEHIRE

FEHER A F1C 20mg 2 M N I AR IR IR L2 o%k
?%@Kfﬁft%%ﬁﬁﬂﬁX—7®$ﬁﬁéﬁu%¢%
16.2.1 B

LR BRI O A A B E ST A — %

Crnax tmax AUC
s
Fe At (ng/mL) (hr) (ng * hr/mL)
ML 437 +237 3.6+0.9 937 +617
o2 s 453+138 5.3+x1.4 901 +544

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

F 72, HHER Y F12 5mg, 10mg. 20mg Z A& F TR G-
Lf:zﬂff 55 HH) OFEYBE ST A =5 BIUTOEE)T
%Z} o

TR NS T2 B 2 5B 5K (5mg. 10mg. 20mg) DIl
HIRTSG—=)VF b)Y L ORYFRE T A =%

= ; Chmax tmax AUC -0 12
= y '
B | KB (ng/mL) (hr) (ng + hr/mL) (hr)
EM® | 146256 | ol 5 236+97 | 1.8%0.9
Smeg 25
PM* | 252555 | () 5'2 5 | 585137 | 4.2%0.5
EMF | 383283 | o3 o | 539200 | 1.5x0.4
10mg .2 8.
PM* | 500264 | o & o | 1230200 | 3.820.3
EM* | 6345348 | , 20 0| 994477 | 23214
20mg Ex)
PM* | 8222232 | o 08 | 23312663 | 3.7+0.3

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

MR R 7 b 7 0 — 4 P450 2C19 (CYP2C19) ZBIALL, Trldfs T
[PSUR S (W

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

16.1.2 3 HfERAKZS
BEBRABTIZTRTTV—)LF b)) oA 20mg, 7EFY
2 Y ARAY 750mg (i), KU T Au~< 4 ¥ v 400mg
(Ofi) Z1H2m7 0 GF12E) KEROHRS LK S
’\‘77‘)/"—)1/7“ FU D LADOYBRENRT X —FZUTDEBD
TH 5,

TR AT T2 BT 5 3 FIPEH KA SR o s h 5 X7 5 ' —
VF DU T L DHEYFRE S X =%

Crax tmax AUCo-12 12
(ng/mL) (hr) (ng * hr/mL) (hr)
X
<HE£/[15) 578293 | 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 0 203, * 800,

qzj:éjﬁ +S.D. , tmax li qﬂg&{ﬁ (Mil’l’MaX)

MPFCHIER T b 7 1 — 2 P450 2C19 (CYP2C19) #&BIAIE, FRl#ifsT
I I,

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

1) ARMEROHE B, BAE IR IV = F bk
LC11H10mg. 7EF ) YAMPE LTI 0 750mg (JIii)
KUy 59 2a~A e LTI 200mg (Jifii) o 3 %% [
1TH2ME, 7HMEIEST %, 2B, 770 A0<4 ¥ 2id, L%
CIB U CHEIET 52 EATX 5, 72720, 110 400mg (F74ll)
1H2MH% FBRETS.,] THbH,

16.1.3 £HFEIRIZEMHR

FNRT T =)V Na#fidg 10mg [ =T ] L8) v Mg

0mg #, Z7UOAF ==L ZNEN1dE (FRXTFY

—VF P A ELTENZEN 10mg) BEHER A T I2H A

[ T2 5 U C S b ARZEALARIREE 2 A U720 15 57z 38

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

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

LTWwWaZERs, W OEWAN ST MRS Y,

HYBHRE ST A —F

AUCo-9nr Crax tmax t1/2
n (ng/hr/mL)| (ng/mL) (hr) (hr)
FINT T
O g3 se6e28.23254130.9 27512 | 1520.7
$€ 10mg
[F—=7]
"f?l" Floo23 |624.4+268.4323.55110.6] 3.7%1.2 | 1.220.5
$€ 10mg
(P «£S.D.)
(ng/mL)
400
—O0— IR T —)LNatfigElong [+ —/\T ]
f 350 —e— )N v h§ELOng
?’f w00 | A6 £S.D., n=23
z 250
7
i 200
7 150 |
;é 100
4 50
0 1 2 3 4 5 6 7 8 9 (hr)

B 5 1R

e T X T T — Vi O HER

MR ONIC AUC, Crax D85 X — &1, b o
ﬁ%mﬁﬂﬁﬂwﬁ-ﬁ%%@ﬁ%%ﬁﬁlof%&éﬂ%ﬁ
% 5o
16.2 TRIR
16.2.1 BEOHE

TR A 112 20mg AT S BB ISRIRS L2k, &
B G T E TR G L tnax 25 1.7 BRHBIES 2 & & 3
WA EAEZD STV DY, [16.1.1 2]
16.4 X3

R A 12 10mg. 20mg % FR % G- L 72Kk o 4 v oo A3
Wid, FICIEMERZETIOSC X Y EK L2 FF = —F ik
Tholeo TOMICHAHEEFEF + 2 10— 2 P450 2C19
(CYP2C19) 2SBH5-F B A F VALK IS X 0 A1k L 7= 2 F
VIR, 3A4 (CYP3A4) H3BI5-5 2 Ak AERIBIZ & 0 ARk
L7z AR VRHERD 572099, [10. 2]
16.5 HE;tt

TEHER A 712 20mg & RIS L2 a, e 5% 24 BEf £ ©
WCRHPIZ T XT3V = b L ORBALRIGHL & $,
R THDHNE Y BERTZD 7V a BRI %S
i@ﬁp~@%\xwﬁ#v—wmméwﬁw~w%m%§
nzvs,
16.7 EHEE(ER

B (F AT TV =) THREEEE T 71— 24 P450 2C19
(CYP2C19) ~ofRE@HHAIC L W HEMEH SO N TWE Y
TENRA, TVT77Y Y R-TVT77Y ) I LTINS T
V= M) A INS OFEA O MR E L X v
ZEFMEINTWS, T2 HE (5T =) T



RHEERF b7 10— 24 P450 1A2 (CYP1A2) OFEIC X ) M
ERDROONTWAETFF 74U VIHLTHIRT IV — )L
+ )b;) Y AFIMPREICHER Sz w2 e s Tw
56‘7 o

17. ERERECHE

171 BHHERCREMICERT 555

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

17.1.1 —RRERAREER R U —E IR LB B
B IR R Al R WS S 2 RS
1 H 111 10mg Xi& 20mg %425 L 7c — &R AL O 8EE

*ﬁgt?%ﬁiﬁ%ﬁ (F5- 1 - 6~8 M) OHHETTERDOLBY TH
% N o

RESSS REERE S
i 94.0% (189 1,201 f1)
RSl 99.4% (159 f1/160 1)
S £ 5% 90.9% (50 Bil/55 1)
Wy R 83.3% (10 B1/12 1)

%72 Ho AR HUARIUE O i M BB 2 2 0 22 1 H 1
10mg % 24 M5 Ui (CHEMRLERUER) (280
2 NHEEIIEFEE1E 78.6% (33 61/42 H1) Tdpo 7219,

WEHEROCHEO 7T YRy 7 Y e By —HmHIcIkh
PEED O B S 2 R & LB 8 B OISR

BICLDEWBIEITROLEBY) THo721920, [7.2 BH]
1 [l 20mg 1 [ 10mg 1 1] 20mg
1A 10 1020 1020
et 58.8% 78.4% 77.0%
+F (60 #1/102 1) | (80 B/102 1) | (77 f51/100 1)
grade A LU 65.1% 87.1% 79.5%
grade B* (56 %1/86 1) | (74 61/85%0) | (66 %1/83 #l)
grade C J4 U8 25.0% 35.3% 64.7%
grade D¥ (4 151/16 1) (6 /17 1) (11 $1/17 1)

1) 9X7IV—F b a10mg/He V75V — ) 30mg/
Hy + X275V =)V 20mg/H % 8 AR LA EHEG- 02 1R Em SUEAHE
RIS TS

XYV A (W 2) 12X B EREE

WHEAERLCAROTT YR T v L Ey —HRHICIT
PEED DGR ¢ i 5 & L 7zt 52 4% 5 o ST
WA & ISR (M) ITROLBY Tho 722,

22)

FRREDWME
LB 0me | LU 10me | o5, i)
1H1M 1H2Mm Op@w
4552 Mk oI}k 44.8% 73.9% 29.1 (18.9,39.3)
FFFEER (73/163 B1) | (119/161 1) p<0.001

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

H2) XTIV —=)vF b4 10mg/H - 20mg/H. ¥V T 5V —
V30mg/H. X7 V=)V 20mg/H., =V X 75V —)L20mg/
% 8 S LA P51 |2 RO I AHERR I IS 158

GEV S AME BENTRIE)

17.1.2 —_E5HRIEEHER
FJE S A i%ﬁﬁﬁowr%ﬂ% 1 H 1 10mg =5 L7-—
EEMRILEGAER (3504 ) 12812 WL ER DS
R ORARIE, TNEN43.6% (44 B1/101 1), 55.4%
(56 /101 Bl) TdH o7z
FIERIE. 10mg $5-0 102 Bl 12 61 (11.8%) (ZRED Bz,
EREERG. 36 (2.9%) KOWEREH 2 5 (2.0%)
Cd o 7222

(BRAE7AEV U BE5EICHT2BEEI T KB EEDE
FED

17.1.3 —EGRIEEHER
HE7 AEY ¥ (1 H 8lmg XiZ 100mg) DEWS 2 LE
L. o BEE UL T IR OMAIRE 2 F T 5 BE L)
Kb L “EHEMRILERBEOKE, Kaplan-Meier 312 & b i
B L7285 24 Ja M o B 5 O3 T IR o B TIE R
ETFROEBY THo7z0
FIERIE. 9 X7 9V =) b)) A 10mg $5-5C 157 il
14 61 (8.9%). 5mg #5156 Bl 7 61 (4.5%) 2D 5
N7z EEEM I 10mg J"’“ﬂ-ﬁi“(T#‘&U‘mF/}% 2 Bl
(1.3%). 5Smg #G-HETTH 36 (1.9%). FFFERER 2 6
(1.3%) Td o 722920,

1H1E5mg | 1 H1ME 10mg xif i)
(150 f1) (151 #1) (151 1)
PRI 4 %1 2 %1 32 %
5 2%;’%;??%% 2.8% 1.4% 21.7%
%« S, N N -
(95% 1 X ) (1.04,7.17) (0.35,5.51) (15.84, 29.27)
Wﬁ‘:ﬁﬁf"* 0.11 0.05
—F . . -
(95% X 1) (0.04,0.31) (0.01,0.23)
PAE» P<0.001 P<0.001 -

a) Kaplan-Meier 12 X ¥, b) Log-rank M, ¢) ®MEE7 7L/
> (1M 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

R U+ a8l o SRR

BB, #5248, XTI —)vF M) 7 A RIRK 52
Rk G- L7246 (BRET Tk 76 M $5-) . Kaplan-
Meier 12 & 0 e U7z B85 O3+ 30005 o RAH R
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 STV —=)F MY 2a1H1 M 5mg
2;71) 1 H 1 10mg (28 ) Bz T, Ik 52 ARk S L
7220,

(BEEXIITBBEE LT3N INYZ2—-EOUDKRE
OF -]

Kaplan-Meier #:12 & %

17.1.4 ERERFKEHER

AN any y— - ¥a Y Rtk B U+ T IRInEE o B g
MR E LEHNOEERRE (ST —=VF b )T A, T
EFTV)UAHMMB Y ) 2ux 401 H 207 0
RIHL) KB 2BRRERITROEBY TH S,

FITERE. SXT I =V F b)) A 10mg, TEFT Y
KFIW 750mg (M), 75V Au<A4 ¥ 200mg () ¥
5z, 12060 40 B (31.0%) 23R S, FARIEHIZ
THI16 B (12.4%). #AE 1361 (10.1%) THolze T/ T
NTFV=)VF MY A 10mg, TEF TV VAN 750mg
i), 799 2a<A4 ¥ 400mg (i) #5125k 0. 123
B 55 B (44.7%) \CRIVEHI 2538 v, 2 EIENE THI
26 51 (21.1%). A 13 %1 (10.6%). WREEF 1341 (10.6%) .
W 7 B (5.7%) T o222,

. e
HIEHN O 1 [EIxﬁ( — o ot
HBE
FNRTF =N Y
v A 10mg
74 10 8§7.7% | 83.3% | 85.7%
TER ) S a | 676 | (5 /54 | (102 /119
251) ;{gu7,f E i) %) )
200mg (F7fili)
AN VA D 2l )
v A 10mg
74 10 80.7% | S7.8% | 89.0%
TER e A 2 | 6Les | (36 /41 | (97 /100
251) ;(g\j?,f S i) %) )
400mg (F7fili)

BB, W TITbh Ay any y— - ¥a)Etos -+
RIS SR IR 2 B O BRRHAERE IS B W T MREEDO K
HE LN T VB,
1 3) KA OPEGRL, LOESGHHIE TRoLBY) TH Y. ERNOK
PINER O L 302 5,
FRTFGV—)VF Y aE LT 20mg 7EFY Y VAR
P& LC 1M 1000mg (JIfifi)) B2 99 2a<4 > LT1M
500mg (i) @ 3%1% 1 H 2 W, 7 HHEOES
I TR S — (SUVTTV—)), TE
TV VKPR 5 2u< A4 T rD 3FEGICE B A

Vany g — - ¥ OGRS AR TH o7z any
y— - vn) o EEE T IRREE o BESE L g L

L-ENOWKE (XTI —VF M)A, TEFI V) ¥



KR OIA ra=%—Lvd1H2
B BRE I 82% (49 f51/60 B1) & i

HF#ELS) 128

] 7
HEINTWAI,

18. ExhIRIE

18.1 {ERHF
FNRT T =)V F N ARG WA oo R Ik B I T g M A
(ANV7zry73IFEK) Y, Fa kK7 (H, K-
ATPase) @ SH J#& 54 L CEERIEMER IHE L. M- % J)
T 5o &OHICHESNZEBRGEGEOREICIE, FISTEHEAA
SOFEWONId B WVIE T IV F FF I X B IR ON 2258
HLTWwWAbDEEZONE, TOM, ZVFFFI2XoT
BESIG MEAS I 3 2 W REVE b I S h 23939

18.2 BEASBMEIER

18.2.1 AR T IZBI A H A MY VHIEEES WL, 1 H
1 I8 10mg #%5-. 1 H 1 [8] 20mg $%5-C & 1850 H H» 5 FW
ZEHIER AR L, 5 1 HH RO 7 H H OB oA
21 H 1A 10mg $#%5-T 72~76%. 90~96%. 1 H 1 [Al 20mg %
5. 88~89%. 99% T %3035,

18.2.2 Y FRHEBRERIIBILEY TFIUNTAL 2 v o
AMP 3 X B HERGW % B 533 (in vitro)

18.2.3 BUHHA I FEBRIIBIFLLAZ IV XY TANY
VRIECE B, NS T v MBI B IBEE R MW KL e A
53 R ALt U BRI 2 SR & R 73980037
4 RXHDBVIET v MIBU 5 BB WIHEIER omE, o
Ta R THERBELELS, IR A A M) oA
/)\73\\1\33).38)0

18.3 A pH LR/ERA
EFER A B T ICB A2 HAN pH I L, 1 H 1MW 5mg %5, 1
H 1M 10mg#%%5-. 1 H 11\ 20mg %5-C& b IZFWH L LA1E
MaERL, $5 5 HH® 24 R IC pHA DL E A& 7R 3 R oo 5]
A3 1 A 1 5mg %45 ® EM*T 46%. PM*T63%, 1 A 1H
10mg #45-0 EM* T 58%., PM*T 72%. 1 H 1 [1l 20mg #%5-0
EM*T 61%. PM*T 76%T& 53,

MRS F b 2 10— 2 P450 2C19 (CYP2C19) FHLANZ,
TREETHI ) SIS,
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 [H={EH
7% BRI X 0 EHELL 72 HY. KY-ATPase 2% L. s\ BHEE
JH % R399 (i1 vitro)
18.5 HiEB1EA
I v b a7 BHEEREE S 5 VI EREHBRE (S5
WA RV A, KRR LA, WML, Y2773,
-5 2 — W ROTAEY ¥) 5t L, B e & 5w
13 B RR B % 7R g0 4243)
18.6 1ERTF
(AU aAnya2— - €Ol BREOHE)
TEFTIY) VKNP ROTZ S A< vy, TEFVIY
VKO A ba =y — vk 3FIBFHEEICBIT S TN
TG = F )L OF%ENEENpH # A XL EICK
D, TEFTVY VARAMKRD Y S5 2a<4 ¥ PRGN
FEOLIEICHDHLEEZONLWEH),
18.7 BEIZIR
(ANYanyg a— - el BREOHE)
AFFXIFBHGTAY TNy F— - €Y EEEFIVIZBW
T HNAERBICHTATEF YY) ke 79 A<
4O 2HPBHOREIE. TRTITV—=F M) A%
HT XD, MR S/,

19. A#IEE2CEAT E(LENHMA
— IR 9 X7 5V — )b F b U v A (Rabeprazole
Sodium)

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

45 T 3 CisH20N3NaOsS

& 381.42

% W ARRIAC~EEARORETH 5,
AREEANHED THEIFR T % 7 —)V(99.5)I2
BRI,
A 0.0Imol/L AKEEILF bV 7 A GHICIE T
é o
AR TH % .

A DKEWB (12001 S 2 7R S e
ESTIESTTE 2 A Loy (e

O—CH,

HsC 0

N \ ) RUSEKREEE
©[ / S\\ N
N O

20. RV EDEE
20.1 7OV ISEEHEBIIRBRE #ITTRIET L2 L,

22, ‘@

(FNTFJ—IVNai&de 10mg [F—/17])
(PTP) 1004 (104Ex10x1 4%, WHHIAD)
500 $2 (10 $E X 10x5 48, HHEAIAY)

(NF) 100 $¢ (ERRAIAY)
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