21

* % 2026467 HEET (455HR0) H AR B 5 5 43 7
% 20254E8 HELET (454M0) 872329
Bk SR 7Ok R THEE
HRMM : 35 SRT I —IF MUY LR
| ] L1 °
FATFIY-IbNai&Es: 10mg n-ns
RABEPRAZOLE Na mers 10mg onara.
JKEAES | 22200AMX00804000
57 B 2010411/
%5352 ENTE L, k. WE. Gl WaEHhEET
2. #R (ROBHEICBIELENCE) F8EME T, BRI TIX 6B ToRE LT b,
2.1 RAID BT UBHOE OREAEIED 3 5 % EREEER)
2.2 VVEY Y VIERIEZ RS OEE[10.1 BH] e
R EE R OBRICB VLTI, BE, RAEIRT TV
3. HER - MR —VF b AELT1IHI0mg 21 H 1 EEORST 5
3.1 Mg A5 IR E D 1 20mg 2 1 H 1 M55 5 2 LT
Wi 5 N7~ Na i 10mg [+ —/7 | é%o&£~ﬁﬁ\8ﬁﬁifﬂ*5k75 7, 7ok
|0 VRYTA e =L BB THEANT S REE. 1M
B o ST R A 10me & 10mg X% 1 18 20mg % 1 H 2 Ial, é%kBﬂF?@D?’“%‘T
BR7X79/-V7 1354 lomg &% B L ATE B, 7272 L, 11 20mgl H 2 51 T O R
D-~vr= b=, ZFABEHINVT T L, KBILF N 7L, Hg,rﬁi%ﬁj—%i%ALwl—;E%
oy ruerkiluo—2, KEHREE Fufy 7o '%g%& SR °
Elrtkila—2A, A57Y) VBY Ay TA, bSO xn i . e e vr .
BHH | s ) CE RIS P A - 4 PSS - HR H ) SRS £l 4 O MEFRIEEE L 55\ T 1
ZUNEAF VTSR, A 27 ) VBT HE) < — LD, WHE., BAZIZIRXT IV —)vF by s & LT M 10mg
S YN Y A, KY Y LR— b 80, 7 T UfE N %1H1Eﬁﬂ¢%?é ¥/2, 7 bRV TLeEd
VIS, BLF Y . WS Ay osay 12 & B EHCTRIEAT 5 i R OMEFRHREICB W
P fu 1 10mg % 1 H 2 BRI#H%5$25 2 £ TE 2,
SRR -0l 2 — . . FFU 5 A M B BIERTAE)
e 777~V Nafi§e 10mg [+ =7 ] WE. RACETIRT I —VF h Ak LT 10mg %
PEIK - A W - T4 VA a— 4 o () LH 159 %, b, @, 4 HM I ToORG LT 5,
i e AT A <%§§§zeu>&5ﬁuswa%%ﬁxu+:ﬁ%§gwﬁ
|
s %5 = WE RACIEIRTI V=V F YAk LTl b5mg % 1
0 H 1 #5355 #RAT5O%A1X 11 10mg 2 1 H
1RG5 2 ENTE S,
KEx % 69mm JE X : 36mm ANYanyg— .ol oOREOREED)
R 130.0mg WM. AR IXRTFT V=) by A& LTI 10mg.
FromE— S R75 105 TEXTVY VKA E LT 750mg (i) RO7 TR
i 2 z 7 o~ A& LTI IE200mg (Jifli) ©3# ZFEICT H 2
| MEER LR [\, 7 HE#RORS59 %,

<Dﬁ@% +EBEE. YAKEE. URMEEX.
Zollinger-Ellison fEf&3. FFU'5 /b'l"il:ﬁ BEYRE. KEAE
%éEU>E$ﬁﬁ£”6§%%2u+:ﬁﬁﬁgmﬁ%
!
OTFRICHITEIAUaANY 42— - EOUDKREDEE
Bi&E. T-#EBEE. B MALT U >/ BB, sy iim /i
DI, REIBEICH T 2NRENAEES. AVANT 42—
EnoUEEEL

WMEER IR RICEHET 2FE

<§j]ﬁb/s
51 AANOEG»HRE L 2EREZEHR TP HL0T, K

MTHWI L ZMERED) 2 EE5TAH <‘: (IEJ MALT ") > /3,

HHE ﬁ?éWﬁﬁ%é%&% FHAY) ANy H— -
Yoy oBREoOfhE R ).

GEV 5 A BEFERIE)

5.2 % 5BME 2 M E HLE L TRIRZMER L, FERO U6

BRED LN WAL, B DSOREREPE 2 5N 5720
DB R IEHANDLEE 2 G5 2 &
(BRAE7AEY UHEERHICEITZEEBREIT2EREEEOE

SEHNH)
5.3 IMiA2 - 2R DILIIH D 72D I =T A ) ¥ & ki

LTWBEEEHRG SR E L, HE5RBICE LTI, Bl
AR OB R T A 2k

(AYanyg—- tnu@ﬁ-@ﬁ%)

5.4 MEATIIE MALT U Y SEICH§5AN)ans s — .- ¥ay

B RO A VEERES LT v,

*5.5 SpIEMEIML/IMIORAE IS LTI, 4 K54 V2R
ANYaANT F— Enuﬁﬁéﬁﬁ@wkﬂﬁéhéfmk
AW EIT ) 2 &s

5.6 FIWE BT 2 NHENBEREBU/MNIE, Ay ans sy
— - ) BREEHEIC X D RO SAESHN ﬂ?éﬁwf I
VLTV,

5.7 N any g — - ¥ ) BEHRIHVLEIZIE. ~AYan
25— - ¥aUHhRBEETH LI E ROHNBREREICI Y AY o
N7 H— O ) BPEFRTHLIEEMRETH L,

6. BERUVHAE

(BigE. +=1BE&E. WEEREE. Zollinger-Ellison EREE)
WHHL. RACWEIXRT IV = F by a e LT1H 10mg %
1 H1REEO%S-9 525 FRIRICE D 11 20mg %2 1 0 1 [k

B, 7o) 2axf v i, LEIOS L CHEEMETLSZ L
WTEB, 72721, 11400mg (Fifli) 1 H2Mm% ERET 5,
TArYRYTAL S —, TEFV V) VARKHBRD Y 5
24 Y0 3FFGICEEANYanNy sy — - Eal) O
FIGEPAEIOLEIL. S bBEEE LT, @, K
Auu5~757—w+ruvAkL11@1m@\7%#9

VU VR E LT L 750mg (Ffili) BOSA Fa =V —)b
aLfltmmmg@Bﬂ%Hw 1H2Mm, 7HHEREORS$
Z)O

7. BERVESICHEET 33E

(BiEE. +=#E&E%E. W&SiEE. Zollinger-Ellison FE&EE)

7.1 JHIRDSE L OIE R OEEN - EEO%AC 1 H 20mg %
1H 1A% $25ZEMNTE S,

(RERER)
7.2 FRARE LA RO - a0 YA 1 20mg &
IH1EES T2 EMRTED (T3 - FRE# U BUAS LR e

FHEEOHFRE, TO bR T Ve EY =X BT
xﬂ%‘%Tﬂ‘ DEBHERERL) . T TR bRV T4 E S —

CEBEBECTHEALT G A EFICH L 1M 10mg X iE 1 [
Zm@%IEZE\é% SGHMB G4 Ak, WA
THHREEEENEE L TV ARWI E 2RI LI, B,
KNIEKMg®IHZE&5i Wﬁﬁﬁ*fi ‘DRI

FEERE LA IS [17.1.1 2],
8. E%&%ZFE"JE,E
(zhRE3E)
8.1 AHOFG-IIL, MR AR TER L, @AY il

SRR - ML 2 479 2 kﬁi“é.’;i Lvy,

*%8.2 KHORMEGICEI VK7 A VT A MIERH bbb I &

MHDHOT, K2 REHRG$ p8E, @iz~ % ¥
T ARERRNET S L, [11.1.11 BH#]
(BEE. T2HEEE. WaREE. kU5 AMEREYRE)

8.3 RMOMHZRGA 5 TRV T, MFFREICIIHVENS
t#wibwo

FRERE R OHFEE)

8.4 F¥ ﬁ%%ﬁbﬂ?$%@7ub KU TAL ey —IC
L DB THEA TR BEZITH LT 2L & L, Ak, HEF:
$&®Z¥®&w$% ATHITEDRVEIRETHI L,

FHHIRR, 7V 3 — VIR BRSO A E E O YEE D= 5
h\ﬁ%M%ﬁE% Ih7 ) MkBET B AR LR &
%ET%:to&b MR S 8 AL IR SRR AT % S Jt
T 55 EBLGEETICAT) TENEE L,



GEV' 5 AR B BT TE)

8.5 MBI X ey, FHEESOMMHIIRIFHEIELASND
2 (1AM Y 2HULE) 2ERO) ZHGTAHI L, &
B, KA OG- 25H . B OB L O o L5
BICX BERZERT A2 D HLDOT, WHERESICID
INLDBERTHEWI EERERT LI L,

. BEDEREETREICETIER

A BOHE - BIEEEOH 2 8E

A1 EYEBIEDBERDH 5 BE

.3 FreEEE RS

WIS (3 CHFEEBGIE DA % o

9.5 1Ti®
Tl SO IER LT B etk 0 & 5 2 ik i E oA 28D
fabrik % B2 &R SN DGEICOREET5 2 L, Bipd
B (T v MO 400mg/kg. 7 ¥ FE#E 30me/kg) TR
(7 v MTILEBE, 73 FTHREOK T, [LERE) 2GS
NTWwb, 7, v MIIXRTIFIIV—=VF M) T4
(26mg/kg/H). 7EF T ¥V VKA (400mg/kg/H L L)
Bz 59y 2a<A vy (50mg/kg/HULE) % 4 FEREGEH%
B U723 BT, MECRBIREOETZD SN TS,

9.6 LB
BE LAWK ORI REOGIMEZ ZRE L. AL O
ke BETT A2 Lo BIWER (F v b)) THITHARBATT
AT ENEEIN TS,

9.7 NRZE
INJREE R R G L L2 BRIREREBRIZ I L T v,

9.8 SnE

THALSHEIRZE ORIWEM 288 & b a3 K3 5 740 SEE S

Be53nZ b, RFNFEE LTINS, ElE T

EFRREDMER T LT b 2 &% <, BIEl» S H5bhb 2k

[{o o NI No]

M5
10. HHEER

KA OB TIFAHIHERF b7 o — A P450 2C19
(CYP2C19) J 0~ 3A4 (CYP3A4) OBL-ARHHNT V2,

[16.4 ZH]

F72, A OHBWIHERIC X0 BF SR W2 ek
XEHH§ 22 E03H B,

10.1 GEARE (HiH

LBWZ &)

A E

FEAHEAR - 1855

B - fakE T

YLK s ERE
(Y25 h)
[2.2 ]

Yv¥vey vHEEEO
EMZ WSS § 282
B b

A > T R 53 s 0 ] A
HZEh, BN pHAE
L, VIWEE) SRR
BOWIRAMETL, Vv
Y E ) o A

BTFT22EdD2,
10.2 BEAEE (HFAICEETSC L)
A4 % BRRAER - R Tk I - b
vaxyy T 28 740 O M v i 52 0% | AR A 0 TR S s B0 Al £

AFNT IRV

EATHEI LD 5B,

Xy, WA pH AL
7 L. HFH OWINE
RAET o

A b7 Fy—N
FI4F=T

AT S o 1 v EE AT
BT3B ThdH 5.

A O W53 s S0 R
HCEy, BN pHAE
7 L TR oL %
W5 2BTN2H 5.

KEBALT VI = A5
W KB~ 7 A 2
KA ORI

K HA % 512 H ]
BANR T Al 4%
G- 1 BRI <13y
i 25 v 5% JEE M AT I A
HMENLEN 8%, 6%ILT
L2t oiin'd %o

WP EANTH 2,

AR R LEHF— b

A MMLEFH— ol
PREN EA TSI
Bdhbo, milmox b
| s Al N R A
B iE, — RIS ARA
oG ETIETS L
EEETHI L,

WP EANTH 2,

1. BEA

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

Z&,
1.1 EX%EIER

A1 2avy BERH). 7F717F%2— (HERH)

11.1.2 MBI CHEEARN) . EFERERE CBHEARN) . MR
WA (0.1%A05) . WM EAR)

11.1.3 BUEFF% CHEHEA). FFHEEEREE (0.1~5%A0) . BE
CHUEASE)

11.1.4 BEEMRMRE (0. 1%Ki)
TEBG WMk, IPURINEE, SO RE (882 SN0 bRz
WA, R ER X SR oA F M L. AR oS %
kg5 L & BT, BB R VE VA P55 0 #EY) 7 L
#frH Tk,

3k

&3k

1.1.5 BEEE (BEAH)
i R B B A SE (Toxic Epidermal Necrolysis:TEN). %
R REIEIRFEMERE (Stevens—-Johnson FEMERE) . ZIALKEE DD &
bNBLEZEDNDH 5,

11.1.6 SHBEE BEAH). BEEER BELRH)
EREA (BUN, ZLT7F=0%) [SHEETAIE,

1M.A.7 &F FUDLIE GHEARH)

11.1.8 HERUHBARE CHEAH)
M. &, CK B&. mpRORbh I+ rae s bH %
YL ARG RREDS D L bNAZ LD b,

11.1.9 |ABEE (FEALH)

11.1.10 $EELIREE (CHUZAH)
HAE, WEATE., JoR Mk, KU A7, B pUmEsEss
HobNbZEeNHb,

M1 EY TR LME GHEARY)
AAOFRMBG 2L, QT LR, K%, LONhEEME) K~
TATYINMIERHSbNLI Db, T2, BxT7A2T Y
LMAEVERE LA AV 7 A E. KA Y 7 A UESS O E R
BREZEI LAV DD, NS OBMBLRFEIEDN B IEIR
W SbNTHEIE, M~ 27 4 2 A HEEONE % 47\,
B LN WA, Y 7R T A ORITFESE O B 2 LE
2475 2L, [8.2 BIH]

1.2 ZOMOEER

(BiEgE. t-HEEaE. UAEHEE. SRiEREX. Zollinger-
Ellison fEfEE. JEU S AMBREYRIE. BRAE7XEU %

5ICH T3 BEBXIE T RBEEEOBERENG)
0. 1~5% A 0. 1%Ai BHEEASHH
FEBOIE S5, R EiR
H IR A | AR MERIE A 4w
ML TRUGIN, GFmRERRY | ERHEZ . U v 8ER
%, Hii L%
AST. ALT, Al-[#2EV V¥ ¥ D
JHF-lidk P. y -GTP. LDH| - %
D L5
T ER AR I b5 BiF
FERL, PRI, BEEE | R, SRR, h > | E AL WAL, A
M, WA, Y 7. Wb |8 m K b £
P P %% ., g, BEA ( collagenous
e, B colitis
lymphocytic
colitis)
it DF WV, 5HDLOHAR., BiE
&, MRAL DU
FR AR Ji. RUELSHIRR, 2
HEF, Hob>
(NPT T
WAL A7Fa— | TAH, FE | HOob5o%, |
Vo R PERR G - [ BRUEK. FEEL. | HE. AR,
Z DA BUN @ 5. &|EiE. LUONEE, |7 ¥ = 7 e,
F R, Iid TSH|CK @ 5 VAL
Han
) FEBUR B IS eI T &,
NYaAny g— - E0Y) OBREDHEED)
0.1~5%Aii 0. 1% A
BRI A IFRRERIE 2. IF rh BRI
L% A1) VNERRA, )
’ ISERYEL | MRGR A
SREzREDI]
Wl ALT. AST. y-GTP|Al-P. LDH ® -5
o b5
EBR % By, ML A
TR, WRBE, BRELSUHE |18, TN R
e BEIR . MBI GG, MR | S 2R, R, E R,
S AL T, HEBA | AEORIR. W%
P, BB
FAhRE R A DIv
YRR b5 BRI RIE N
L 0"k &, &
Z DMt R IRE B FROL
O, RO L5 IR
SR, Fhithiim

1) FEBUHEE X HEE U T IR LB 5 IR T TV —
VF UL TEFV) VRN BRE 7 F) 2034 2 Y
g 3 FIH G- DK T T O WR AN ORI e A T &

12. BBFRBREBRICRIEFTE

(ANYanyg— - ol OREOREE)

121 AYyans 44— .0l OREHELDEE
FGRTFG)—=NVF P LEOTA N YR T ey —%
TEFIV) VAN, 75 2ux A Y oW kO
A ba=F = VORI RS TIERZ TIE, BCIREITA
RER DY E DR 72 B W RE A D B 728 BC-IRFENMFAGR
BRI X B2BEHEZTI LA, SRS OHEHOHRERTE 4
BFLIEDORE I TIRET 5 2 EDEFE L,



14. BREDZE

14.1 FEEIZFEOER

14.1.1 PTP WD #HANE PTP ¥ — FHS5WMY L CTIRET %
IfRES L&, PTP ¥ — FOBRBIC L Y DGR AE
WREEARIA L, FIIdeilz B2 LTHBRASORE LG
PHEZ DT A L0 5,

14.1.2 RANIGHESETH O IRHICH 72> T, BIAZZD . Fwv
0TI, DAL ETEIIEETHI &

15. ZOMOEE

15.1 ERERfERICE D 153k

1511 AAOEHEGPICREOERY) — T 2D & oMy
yﬁa;)éo

15.1.2 A B 2 BB OBILHIZET, 7u b YKy e
7 =12 X BIHFICB W CEHEE S S B E T, TR
Wi. BHEFIHO) 2 7 BINssHE S Tnb, FRC, BH=EK
%ﬁ%%(1$ut)®%ﬁ%%wtﬁ%ﬁ\%ﬁ®ux7ﬁ

nL7zo

15.1.3 AT BT 2 FICABRBE 2 R L LB OB
T, 7u bRV TAL ey =5 LEEICBWT 0
APMYTIA T4 T4V KD FEEGD Y A 7 BN
Hi3NhTws,

15.2 FEERARFABR (ICE D 1Bk

15.2.1 v M2 5mg/kg YL E% 2 4RO S L 7280 BR 1
BWT, MECHIZANTF ) A4 FOEDRA LN L OHEDDH
Z)O

15.2.2 B9 (5 v MRS 25mg/kg Pl E) CHURRE R
FOILpH 4 1% v oMMAHRE SN TVw20 T, HHICH
7z o TUTHARBEARRE ISEE T %,

15.2.3 9 v MIEHETHALF >V 7F V=) (50mg/kg/H).
TEFTYY VAW (500mg/kg/H) k7 59 2u<4 ¥
v (160mg/kg/H) Z PP L-iEgC. BB coOHED
B L L D ICBIROBFIH ORI TR SN Tnb,

16. 4IRS

16.1 IMeERE

16.1.1 ST SJ—IF MU LEHIRE

FEHE A F1C 20mg 2 M N I AR ISR IR L7220k
?%@Kfﬁft%%ﬁﬁﬂﬁX—7®$ﬁﬁéﬁu%¢%
16.2.1 B

LR BRI O A S B E ST A — %

Crax tmax AUC
s s
Fel 2t (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

CEfE+S.D., n=12)

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

TR AR T2 B 5 I EP G- (5mg. 10mg. 20mg) DIfi4E
HINRTITV—F b)Y LORYBHE T A —%

= ; Chmax tmax AUC -0 12
= y '
BRI D) (hr) (ng - hr/mL) (hr)
EM® | 146256 | ol 5 236+97 | 1.8%0.9
5mg .2 5'
PM* | 252+55 a 55 5 585+137 4.2+0.5
EMF | 383283 | o3 o | 539200 | 1.5x0.4
10mg .2 8.
PM* | 50964 | (o &Y o | 12302200 | 3.8%0.3
EM* | 6345348 | , 20 0| 994x477 | 23214
20mg Ex)
PM¥ | 8222232 | g 08 | 23312663 | 3.7%0.3

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

MR 7 b 7 0 — 4 P450 2C19 (CYP2C19) ZBIALL, Trldfa T
I 5pEEIhs,

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 HfERAZRS
BEBRABTIZTRTTV—)LF b)) oA 20mg, 7EFY
2 Y ARAY 750mg (i), KO T Au~ A ¥ v 400mg
(Ofi) Z1H2m7 0 GFi2E) KEROHRS L0 S
’\‘77‘)/"—)1/7“ FU Y LAOBEYFRENRT X —FZUTDEBD
TH 5,

TR AT T2 BT 5 3 FIPEH KB SR o s h 5 X7 5 ' —
VF DU L DOHEYFRE ST 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* | 9482138 |3.0 (2.0-3.0) | 2600=474 | 1.80+0.32
(=g | 98 0 203, * 800,

qzj:éjﬁii +S.D. , tmax ‘i qﬂg&{ﬁ (Mil’l’MaX)

MPMCHIER T b 7 1 — 2 P450 2C19 (CYP2C19) #&BIAIE, FRld#ifsT
I I ND,

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 =T bk
LC1H10mg. 7EF ) YAMPE LTI 0 750mg (JIii)
ROz 5y Aa~<4 e LT1IE200mg (Fifif) @ 37#]% Rk
1TH2ME, 7HMEIHEST %, 2B, 770204 ¥ g, L%
WIS L CHAEMETAIENTE S, 2720, 110 400mg (JIifi)
1H2MH% FBRETS.,] THbH,

16.1.3 £#FEIFRZEMHR

FINRT IV =) Nadfige I0mg [A—1nF | &%)y M

10mg %, ZUALF ==kl YZEhEN1sE (SXTTFTV

—VF P AELTENZEN 10mg) EHER A T I2H A

[HE 2 5 U C S b R LRI EE 2 I U720 15 S 7z 38

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

(0.90) ~log (1.11) TH Y. HoOEMRER CHHZESE) AL

LTWwWaZERs, WHlOEWANESES RS Y,

HWHE ST A =%

AUCo-9nr Crax tmax t1/2
n (ng/hr/mL)| (ng/mL) (hr) (hr)
AAVA /
— v Nadi 23 585.6+288.2(352.5+130.9] 2.7+1.2 | 1.5%£0.7
%t 10mg
[F—=n7]
N,-,') T 23 624.4+268.4(323.5+110.6| 3.7+1.2 | 1.2+0.5
b §E 10mg
CPfi+S.D.)
(ng/mL)
400
—O0— FRTF =) Na¥fibg10mg [F—/\F ]

m 390 —e— )N v h§ELOng

45 (i -

EF 300 | S ME £S. D., n=23

4

,7\; 250

i 200

7 150 |

2

] 100

B 50

0 1 2 3 4 5 6 7 8 9 (hr)

B 5 1R

M3 5 X T T — Vi O HER

M EE A ONIC AUC, Cmax D85 X — & 13, b o
ﬁ%mﬁﬂﬁﬂwﬁ-ﬁ%%@ﬂ%%ﬁﬁlof%&éﬂ%ﬁ
% 5o
16.2 RIR
16.2.1 BEOHE

TR 112 20mg AT S EHISRIRS L2k, &
B G TIIHE TR GICH L tnax 25 1.7 BRHBES 2 & & 3
WA EAED STV DY, [16.1.1 2]
16.4 X3

R A 12 10mg. 20mg % FR % G- L 72Kk o 4 v o A3
Wid, FICIERERZETIOSC X Y K L7z F + = —F vtk
Tholeo TOMICHAHWEEFEF + 2 10— 2 P450 2C19
(CYP2C19) 2SBH5-F B A F VALK IS & 0 A L 7= 2 F
VIR, 3A4 (CYP3A4) H%BI5-3 2 Ak AMLRIBIZ & 0 Rk
L7z AR VRHERD 572099, [10. ]
16.5 HEtt

TEHER A 712 20mg & RIS L2 a, e 5% 24 BEf £ ©
WRPIZ T XT3V = F b L ORBACRIGHL & $,
R THDHNVE Y BERTZD 7V a BG5S
i@ﬁp~@%\xwﬁ#v—wmméwﬁw~w%m%§
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= b)Y A INS OFEA DM E L X v
ZEFMEEINTWE, T2 HE (575 =) 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

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

%72 He AR HARIUE OB M B 2 2 22 1 H 1
10mg % 24 MG Uil (CHEMRLERUER) (280
2 NHEEIIEFEEIE 78.6% (33 61/42 H1) Tdpo 7219,

WHHER RO 7O YRy 7 e By —HmHICIh
PEED O B SR 2 R & LB 8 B OISR

TICLDEWBEITROLEBY) TH-721920, [7.2 B]
1 [l 20mg 1 [l 10mg 1 1] 20mg
1A 10 1020 1020
It 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 B1) | (74 61/85%0) | (66 %1/83 #l)
grade C J4 U8 25.0% 35.3% 64.7%
grade D¥ (4 15116 191) (6 11/17 1) (11 $1/17 1)

H1) 9TV —VF )T A10mg/H. TV 75V — ) 30mg/
H. + 275V =)V 20mg/H % 8 AR LA EHE5- 02 ARG U EAHE
RIS SE

MOtV A (W 2) 12X B EREE

WHEAERCHROT T N YR T 2y — BRI
P2 O £ 98 & i G & L 7R 52 8 E - o A
B & IR () WTROLBY TH o

22)

FRREDWME
LB 0me | LE10me | o5, i)
1H1M 1H2Mm "p@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 TV —
V30mg/H. X7 V=) 20mg/H, =V X275V =)L 20mg/
% 8 S LL P51 |2 RO I AERRR I IS 158

GEV 5 AME BEWTIE)

17.1.2 —EGHRIEBHER
QF(f%A‘rigﬁ"iﬁﬁbﬁﬁ%ii‘%b: 1 El 118 10mg 25 L7-—
EEMRILEGAER (3 504 ) 1281 2 WL ER DS
R ORFRIE, TNEN43.6% (44 B1/101 1), 55.4%
(56 /101 Bl) T o7z
FIERIE. 10mg $5-0 102 Bl 12 61 (11.8%) (ZRED Bz,
EREIERG. 36 (2.9%) KOWEREH 2 5 (2.0%)
Cd o 7222

(BRAE7AEV U BE5EICHIT2BEEI T KB EEDE
FEED

17.1.3 —EGRIEEHER
HE7 AEY » (1 H 8lmg XiZ 100mg) DEWHES- %2 LE
L. o BEE I IR OMAIRE 2 B 5 BE L)
Kb L “EHERILERBEOKE, Kaplan-Meier 312 & b i
B L7285 24 A 0 B 5 O3 T IR o BTSSR
ETFROEBY THo7z0
FIERE. 9 X759V =) b)Y A 10mg $5-5C 157 il
14 61 (8.9%). 5mg $ 51T 156 Bl 7 61 (4.5%) 2D 5
N7z E 7 EMEM I 10mg J"’“ﬂ-ﬁi“(T#‘&U‘m%}% 2 Bl
(1.3%). 5mg #G-HETTH 36 (1.9%). FFFERER T 2 6
(1.3%) Td o722,

1H1E5mg | 1 H1ME 10mg xif i)
(150 1) (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 25, b) Log-rank #E, ¢) ®MEE7 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

R U+ s o SRR e

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 =
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 BB, Y-
24 WPRE, SRIEIE ISV —=)F MY w241 H1 M 5mg
2;71) 1 H 11 10mg (28 ) £z T, Ik 52 ARk S L
7220,

(BBEXIIT-BBEEICE TN INYZ2—-EOUDKRE
%12

Kaplan-Meier #12 & %

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%). A 13 %1 (10.6%). WRELEF 1341 (10.6%) .
W 7 B (5.7%) T o222,

. e
HIEHN O 1 [EIxﬁ( — o ot
HBE
FNRTF =N Y
7 A 10mg
74 10 87.7% | 83.3% | 85.7%
TR Wy | 676 | (5 /54 | (102 /109
251) ;{gu7,f E i) i) 1)
200mg (FJfili)
AN VA D 2l
v A 10mg
74 10 80.7% | S7.8% | 89.0%
TR A 2 | 6Les | (36 /41 | (97 /100
251) ;(g\j?,f S i) 1) )
400mg (F7fili)

BB, W TIThh Ay any y— - ¥a)Etos -+
TR ISR IR 3 2 B O BRRABRE IS B W T MREREDO K
HE LN T VB,
1 3) KA PG R, LOESGHHIE TRoLBY) TH Y. ERNOK
PINER O L 3% 5,
SRV —)VF Y aE LT 20mg 7EFY Y VAR
P& LC 1M 1000mg (JIfifi)) U7 99 2a<4 > LT1M
500mg (i) @ 3%1% 1 H 2 W, 7 HHEO%S
I/ TR S — (SUVTT—)), TE
V) VKPR 5 2u< A4 YD 3FEGICE B A

Vang g — - ¥ OGRS AR TH 572N TNy
y— - vn) o EEE T IR0 BE S L g L

L2-ENOWKE (XTI —VF M)A, TEFVI) ¥



KR OA ra=% =D 1H2
B BRE I 82% (49 f51/60 B1) & i

HF#ELS) 128

[l 7
HEINTWAI,

18. ZEqhEEIg

18.1 {fERHE
FNRT T =) F N ARG WA oo W Ik B I T g M A
(ANV7zy73IFEK) Y, Fa kK7 (H, K-
ATPase) @ SH Fe# 54 L CEERIEMER MHE L, M50 % i)
T 5o &OHICHESNZEBRGEGEOREICIE, FISTEHEMA
SOFEWONID B WVIE T IV F FF I X BIGTEARDN 2258
HLTWwWabDEEZONE, TOM, ZVFFFI2XoT
BESIG MEAS I 3 2 W REVE b i S 3939

18.2 BEASBMEIERA

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-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 FRHERERIIBILEY TFIUNTAL 2 v o
AMP 30 X B HERGW % B 533 (in vitro)

18.2.3 BUHHA I FEBRKIIBIFLLAZ IV XY TANY
VRIECE B, WS T v MBS IBEE WL e A
53 S R AL U BRI 2 IR % R 73980037
4 XHDBVIET v MBI 5 BB WIEIER omE i, o
Ta R THERNBELEL, IR AA M) Yo BRI
I 7 a33).38)

18.3 A pH LR/ERA
R AN B T ICB A2 HN pH I L, 1 H 1 H5mg %5, 1
H 1M 10mg %5« 1 H 11\ 20mg %5 C& b IZFWH R EA1E
MaERL, #5-5 HH® 24 ReHIC pHA DL R A& 7R IR oo 5]
&3 1 A 1 [ 5mg #%45-® EM*T 46%. PM*T63%, 1 H 1[H
10mg #45-0 EM* T 58%., PM*T 72%. 1 H 1 [i] 20mg #%-5-0
EM*C 61%. PM*T 76%T& 53,

MRS F b 2 10— 2 P450 2C19 (CYP2C19) #HLAZ,
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
1 CYP2C19*3/*3
18.4 H*. K*-ATPase [A=/EH
7% BRI X 0 L L 72 HY. KY-ATPase 2% L. s BHEE
JH %7319 (i1 vitro)
18.5 HiEB1EA
I v b EHOBHEEREE S 5 VI EREHBRE (S5
WA RV A, KRR LA, MR, Y2773,
-5 2 —VROTAEY ¥) 5t L, BBt e & 5w
13 B RER 2 B R % 7R g0 4243)
18.6 {ERHE
(ANYanyg2— - €Ol BREOH)
TEFTIY) VKNP ROT 2 ) A< vy, TEFTIY
VKO A ba =y — vk 3FIBFHEREICBIT S TN
TG = F )L 0F%ENEENpH # LA XL LK
D, TEFTVY VARAMKRD Y S5 2a<4 ¥ PRGN
FEOLIEICHDHLEEZONLWH),
18.7 BERIR
(ANYanyg a— - el BREOHE)
AFFRAI BTN AN F— - ¥R ) RYEETFIVIZBW
Ty HNAERBICHTATEF YY) ke 79 2Aax
4O 2HPBHOREIEE. TRTFTV—=VF M)Az
HT XD, MR S,

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

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,
A 0.0Imol/L AKEEILF bV &7 A GHICIE T
é o
AR TH % .

A DKEB(1 2001 S 2 7R S e
ESTIESTTE 2 A Loy (R

O—CH,

HsC 0

N \ ) RUSEKREEE
©[ / S\\ N
N O

20. RV EDEE
20.1 7OV ISEREBITRRE #ITRIET L2 L,

22, @

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