20244E2 A 3] (1R A 0 43 7
872329
Bk SRR 7Ok R THEH
HRMM : 35 SNTTI—IVF h UYLk
| ] L1 °
FATIFIY-IbNaigEs: 10mg n-ns
RABEPRAZOLE Na maters 10mg onara.
bUYIE {7 S S| 22200AMX00804000
) EE - EES ORI L VT A oL 20104114
55520 T&b, B, BF. Bl WAEET
2. B8 (ROBEICEFSLENC L) 3 8HM FE T, IR TIX 6B TORS LT 5,
2.1 ARHN D55\ Lt BBohE O BEALIE D 8 5 ¥ OREEER)
2277%+EWM@% DV CHRRIE R G o -
B#10.1 BH] WFM B ROBRC BV TIL, BE, RACE IS T
—VFbhYT2AELTIHIOmg # 1 H 1 REORST S
3. HERE - MR A5 IR E D 11 20mg 2 1 H 1 B 5-35 2 LT
3.1 #Rk %%Q&E\@ﬁ\sﬂﬁifﬂi%kﬁé it\7ub
174, 5 RTF5 7 — )b Na tibe 10mg [F—5 | YRYTA ey =T X BEHETHRA TS B, 1
P L 10mg X1 1 17l 20mg fa’: 1H2ME, &5 83?]2@%;’;5-2&;
% HB5~75 L F k1 % 2 10me & %2 LNTE D, 72751, 11 20mgl H 2 513 HE 0%
NG e T B G AT 5 B,
- v/——‘l“_)l/\ob"f@%ﬁﬂ//vi\\ 7kﬁ§'ft')_!‘]}"7%\\ ;%E}»jj;}g(f
G e T FERE - LR E ) S U AT S 0 R R 1 B0 T
WA | —AL FAy, KYESATAI—L - T Y VB XY WHL WA T KT T =V Yy 4ALE LT 10mg
7 ) VA FVIEAE, A5 27 Y VT KY < — LD, %1H1Eﬁui%?é %72, FubrEYSL U eES
T YEEET MUY A, RY U ILR— | 80, 7 T Uk W2 X BB CTRIERA T 0 i i Pk Bl R OMEFHRIE I B W
YIFou, BbF Y v, eSSBS Avrhyoay Tﬁ\Hjmmg%IHZEﬁD*%T% LTE B,
} . GEU 5 AN B BEWRAE)
i - S, WA I27 <7 /=L R oA LT 1 10mg %
% 775 — ) Natife 10mg [+—27 ] 1H 1RSS50 2B, %, 480 oS L35,
PR - ATE Pt - 74 vaa—7 1 Y75 (BiEs) (BAE7XAEY CRE5EICET2BEEXIEIT2EBEEDE
Fifi JEI A D
HE RACIEIRTI V=V F YAk LTl b5mg % 1
A543 s 73 é;j H 1 #5325 #RAT 50841 11 10mg 2 1 H
- Ny 1 RIS T 52 ENTE 5,
(ANYanyg— - ol OREORE)
K& B 69mm JEE : 36mm W, AR IRT IV =) by A& LTl H 10mg.
Tk 1300mg TEFY V) VKM E LTI 750mg i) U2 71 A
o S~75 10415 Uv%yya?é}@mmm(ﬁm>wsﬂ%ﬁﬁulﬂz
i B2 |, 7 HERO%S$ %,

4. HEEXIIZHE
OBEBE. T-HEEE. YANEE. UAMEHER.
Zollinger-Ellison fEf&E. FEU' S AMBREWRIE. KAE
ﬁéeu>&$ﬁu3ﬁ%%%ﬁ&u+:ﬁﬁ%ﬁwﬁ%
|
OFRIcHFBAYAN 74— - OV DRKREDHEE)
EEE. +2HEBEE. B MALT U 2/ B, 45 FMIm/ IR

SHENR. RFHBEICHT 5NRBNEEEE. AUaN
74— FOUBEER
5. FBEXIZNRICEHET 2=
(GhEEERE)
5.1 RHAOLG BRI L BEREZ BT AL 0HHDT, &
V—‘#Taun_ L Mﬁ.ﬁi@’) AGT5Z }: (E MALT V) > /3,
?%ﬁ WZxHd 5 NBISERRER HICB T AN gy & — -

UU@H%@%%%H(%

GEU' 5 AME BETIE)

5.2 %5BB 2% E R E L CHRZMHRL., SEROUEMN]
MR LN WA, BRI UAN DR E 2 55720
M #Y) R RO EH RT3 5 2 &,

<%§ﬁgxeu>&$ﬁt3ﬁé%%ﬁiu+:ﬁﬁ%ﬁ@ﬁ

|

5.3 Ik - BEROEEIH O 72D I ET A ) ¥ % fkkiik 5
LT BEZEGNGE L, HGRBCELTid. Bl
T AR O R R T A 2 L,

ANYanyg— .0l OBREOHE)

5.4 JEATHIE MALT U Y SBEICH S 2 A) Ny & — -
BRI DML LTV v,

5.5 JEEEVEMVMOR A TEEBH I LTIE, 74 R4 v %25

v¥oaly

WL, ANYanyy— . ¥ REGRISEY & WS b5
BUZ DO AR EREITI 2 &o

5.6 T HMEI0T B BT HRR HDAMZIE, Ay ans s
— - ¥ BREGHIC & B BREOFAEIIHNZ 0§ & A 2Pk 3

VLTV,
5.7 N anyy— - ¥ ) BEHRICHCLEEIZIE. Ay an
25— - ¥a)PREETH L E ROPRERTICE Y AY O

N7 — - Y ) BEHETHL L 2R THI Lo

6. AERUHAE

(BiEE. t=iE&aE. WAEREE. Zollinger-Ellison EREE)
HHL BACIETIRT IV = F FY AL LT 10mg %
1H I MREOKG 3525 HmIRICED 10 20mg % 1 H 1 [M#E

B, 7o) 20x( vk, LECS L CEEMETLSZ L
WCTEB, 72721, 110400mg (Fifli) 1 H2 Mm% ERET 5,
TArYRYTAL S —, TEFV V) VARHMBRD Y 5
Ny2axA Yo 3FEGICEEANY ANy sy — - Eal) O
BRSSPI ORA1E, SR DbBEHE LT, W, K
J\L:Li?m‘?“?‘/“—)w- M)A ELT1H 10mg. 7EF ¥

V) VKR E LT 1 Hl 750mg (i) ROSA ha =% —)L
kalEmwmg®3ﬁ%HH 1H2Mm, 7HMREORS$
Z)O

7. BERVARICEET 535

(BigE. +=16iBEaE. WAZBE. Zollinger-Ellison

7.1 WIRDFE L& KOS - Gtk odE12
1HINMES T ENRNTE S,

(HEFRHERER)

7.2 FRDE LA K OHRE - G052 1 10 20mg %
1H1E#ES T ENTEL (5 - HRERY R RN
BEEREOMEREE, 7a Ry T4 ey — L BEBET
M%T+\&kAuﬁ<%)it\inbyﬁyifytey—

CEBEECTHEALT S AR EFICH L 1 10mg X iE 1 [
2%@%152@\5% SGHMIB 53 Ak, NHEEKRE
THEFRMEEEREPBH L TRV EEMRTHLI L, BB,
Kﬂl@mmg®152E&51 P BLEIAR AR C B O RS 5s
EERMRLZHAICRA[17.1.1 2],

8. E§&§$WEE

(hEELLE)

8.1 AHOFeLG-rizid, Mg ICER L, EM I
RS - MEALEIRE 1T S EFE L v,

(BigE. +EBEE. WaikiEE. IV 5 AME BEYRIE)

8.2 BHOMAREA T4 ThVOT, MFEEIC AV RN
ENEFE L,

<ﬁﬁﬁﬁﬁﬁ®ﬁﬁ$£)

8.3 TH%t - TR MY BT EHR 7O by Ry TS veesy—
LD HEBETHEARAT AR BEIH LTI 22 L L, Ak, ﬁh
PEOULED LR WEREIITI ZEDRVEIIRETLIZ L, £
7ov BB, 7OV 3 — VIR EE o A 553 1 O G 25K S
. BERRIREA RN D72 0 JkE S 2 35 B RS UL &
EET DIl B, MR E R ISR A & 9
T o BB AT SEEE L,

<¥v AR BEWRIE)

4 BT X 0 g, ﬁm£®@kmﬁﬁﬁﬁbLL&%né
& (1HAMBZY 2HULE) 2RO 2H53T5H2 L,

AETRED)
1 | 20mg %=



By RHOHGAEHE AR OMPRIES; & OO LR
BIC X ZIERZ BT 2 2 EHH DD T, WHEMAFIZED
INLOREBTHEWI L EMHRT LI Lo

. BEDERZETHREICHTIER

A BHHE - IEREOH 2 8E

A1 EYEBUEOBREEDH 5 BE

.3 FgeEERE

AR 2 JA A C I EIRIE D 523 % o

9.5 1w
Il SO ITHR LT 2 W BEE 0 & 2 2 1k iR E oA 28k
faltE % LN % & HB SN2 HEICOARET5 2 L, BYE
B (T v MR 400mg/kg. 7 ¥ FERE 30mg/kg) THRIEHME
(7 FTLEEE, 79X THREOK T, fLFIBE) A7 S
NTwb, 72, v PZIXRTIFIVV—=)VF MY T A
(25mg/kg/H). TEF Y VKM (400mg/kg/ H LI L)
Bz sy zua<x4 vy (50mg/kg/HU L) % 4 @B OHHEK
G U723 BT MECRBIREOELISFEO LN TS,

9.6 BRI
EHLEOFEE R OB REOFEE L ZE L. BFAL O L
LA RE T2 2 & B (v ) TR ABATT
LT EPMEIN TS,

9.7 NRE
INREFE G L L7 BRRBIIFER L T v,

9.8 SiE

WALEHERSEOBIEM 23S S b 72 A 13K 5 7 LIS

HHTHZ L, RANZTE LTI TR# I NED, Siga T

WIHFREREDME T LT b 2 0% <., BIfE S bbb 2 L

[To{oN{oN{o]

ﬁf% 5 o
10. MEfEA

AH OB I IIHACH R F ~ 2 v — 4 P450 2C19
(CYP2C19) KU 3A4 (CYP3A4) OBL RO LN T W5,

[16.4 ZH]

F 72, AHNOH B WIIHERIC X 0 PR R OB 2 e

LIRS 62 Db b,

10.1 GFARE (HiA

LEWVnZE)

ESIERS

BEARAEAR - A58 5

BT - fab

7 & W E OV R
(VAT 5 v)
[2.2 BH]

7 EZFFENDOERN
WIS T A2 BETNDD 5.

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

JyIErEy vIEERE
(Y25 h)
[2.2 BK]

Yv¥vey sHREREO
TEMZ MG T 5 BZN
b

AH > W 53 s 0 AR
Ak, HNpH 2 R
AL, Vv SR
WEOWINAET L, Vv
¥ e v oA
KTFTAHILDDH5H,

10.2 HiRAZEE (A

ICEBTBCE)

Sk AR - H5 5 B - fakE
vIxT v T 2840 0 1 v 5 L A% | AR F 0 T IR o 0 R 4R

AFNTTXRT

AT DD 5,

XY, BN pH Ak
7 L. M TEEH oIz
et %0

A F7arv—u
rI74F5=7

AH TSR o 1L v BE Y
KFT2BZND D50

AFH O H 5 WA
ek, HNpH AR
H L. HFPHEH oI ZE
WHlTs2BEn2H 5,

KEBALT VI =7 A7
RN | dr e S

A JLAR A 512 He ]
PRI TR L Al el

B EANTH %,

2 Ol A 51 R W %k T
L% v FEE R T T
MENEN 8%, 6% T
Lz DMED D 5o
ARMPMLEY— ol
FRES ERT AL
Bdhbo mMED X b
| Al N S A
LY. —REIISARA
DL AERIET S L
EEETHI L,

A M PLFF—T WA TH %,

11. BIfEHA

ROBMERDRH S5 bNDH I ENHLDT, BlIgE % 512470,
FLEDTRD O NI B A B G- 2 Ik § 5 % L) R ALiE 2 4T
DR

1.1 EXLEER

.11 >avy HERW), 7F717x%2— (FHERH)

11.1.2 SAMERE A FEA) . EFERIRAE FEAN) . MM
WA (0.1%A0) . SSmMEEm FEAN)

11.1.3 BIEFRF R (BUEAT) . FAEEEREE (0.1~5%Ki) . BE
CBPEEAS)

11.1.4 BEMRR (0.1%A)

FEE WMk, WPURIREE, G ORE (G55) San s hz
WA, e iR X S oA E L, AR oS %
Zub@“é Jé LI, BB E RV E VR OGO @) 7 LE
192 &,

11.1.5 BEEE CHEARH)
i R R B B % E (Toxic Epidermal Necrolysis:TEN). %
JEAEEAREWERE (Stevens—Johnson JEERE) . Z AL S0 D &
bNLEZEDNDH D,

11.1.6 SHBEE BEAH). BEEBER BELRH)
BRI (BUN, Z L7 F = V%) ICEETHI &,

11.1.7 &F b U LIGE CFEEAR)

11.1.8 ERUBELARAE (HEEAH)
M. B, CK BE&. MR ORp I+ 7rue y bEAq%
Y e ARG RRIED D Db AT LD b,

11.1.9 $RAEE GHEARH)

11.1.10 $BELIRRE CHEEAH)
A, BETE, LR K. AL, BREE BRSNS
HOELNLEIENDH D,

11.2 ZOOEIER

(Bi&B. t=EBas. WalaE. SRtEREER. Zollinger-
Ellison fEf&%%. JFU'S AMBRBEYRIE. BAE7AEU %

5ICH T 3B BB REEEOBEREDG)
0.1~5% i 0. 1% A HEEAN]
FEBOIE B, R E iR
FMERK A | AR IR A B
ilik(3 TREAIN, GFRRERSY | BREZ . ) 2 NER
%, Al L%
AST. ALT. Al-|[#8E Y Vv E ¥ ®
igi P. y-GTP. LDH| 1.5
D L5
EREIUE RS i
MERL, P, BEER R, R, b > | E AL WERE, B
Mg, WA, Y ¥, Hd 8 m K b %
P % ., g, JmHA ( collagenous
e, B colitis
lymphocytic
colitis)
BE DE WV, 5L |HAER, BIE
&, OMRAL DU
TR R J1 RUESERE, B2
KT, Oobo
NPSTET
I L A7u—|h3AH, RE  HOEHo%,
Vo PERREE - (R FEEA. G \HiE. AR,
Z DA BUN @ L5, &|BiE. LUK, |7 ¥ €= 7 MUE.
HR. Iid TSH|CK @ k5 b/ SR PN
K e Z LR

) BRI RERGERREL &,
(ANYanga— - E0YOREDHEE

0.1~5%A i 0. 1%
s S35, HIE HEAE I
Lk UFRRERME %, I SRR
. Dy LSEREA, ) v
i JSERINS, UM
PR
- ALT., AST. y-GTP|Al-P, LDH ® 5
B ]
o Wi, E L5
LRI, PRILSE |18, TIR%. R
— Wi, DUEOR R, M| LR, FERL fUH.
S R, A FRAS| SRR, B %
Bk, SRR
R |5 DI
HPEIRI O 15 BRI, R, &0
LU, B, &I
Zoft R WUE LS, FROL
UL, RO L IR
S, BRI

1) FEBUHEE I HEE U T IR LB IR T TV —
VF UL TEFV) VRN RE 7 F) 20342 Y
D 3 FH G- DK T T ORI e A T &
t[’o

12. BBFRBRERRICRIFTHE
(ANYanyg— - ol OREOREE)
1221 Ayany 44— -0l oEHELEDEE
FGRTFG) =NV F P REOTA N YR T ey —%
TEXFTYYY VKA., 759 2u~xA Y EoYIAEWE RO
A ba =7 — VORI RHEGH TIERZ TIE, BCIREITA
AR O FEDMBIEVE 7 B HEMEASH 5 720, BC-IRFEIPAGA
BRIC X ABEHERITI A, NS OEH DGR T4 4
BLIEORE I TIRET 5 2 EDEFE L,

14. BREDZE

14.1 EEIZFEDEE

14.1.1 PTP W3 D#HANZ PTP ¥ — F A S L TIRH T %
X9RES L &, PTP ¥ — FOBAIC L Y BOHIRAE
WREEAA L, HI213gIl2 B2 LTS o RE 24
PHEZPIETHZ DD b,



14.1.2 AFNIWESETDH )« 2D 725 TEL BAZZY . few
2DETI, OALETIHIEETLI L,

15. ZOMOEE

15.1 ERERfERICE D 153k

1511 KA OEHZGPTICREOHERY — T 28D L ot
ﬁs‘ﬁ)éo

15.1.2 M BT 2B OB T, 7u b YKy Tf e
7 =12 X BIHFICB W CEREE S S RS, TR
Pi. BHEFIHO) 2 7 BN S Tnbd, FiS, BH=ER
%f%%(1$ut>®%ﬁ%%ﬁtﬁ%f\ﬂﬁmux7ﬁ

nL 7z

15.1.3 AT BT 2 FICABRBE 2 R L LB OBk
T, 7O bRy TA ey -5 LEEH B0
AZAPMYTIL T4 T4 VMK B FEEGD ) A 7 BN
HE3NTws,

15.2 FEERARFABR (ICE D 1B

15.2.1 v M2 5mg/kg U k% 2 4RI G L 7z 3k lERic
BWT, MECHIZANTF ) 4 FOEDRA LN L OHEDD
Z)O

15.2.2 B9k (5 v MRS 25mg/kg Pl E) CHURRE R
BOIAH 4 0¥ > ¥ OMSHE SN TVWEDOT, HHICH
72 o T HUARIRBERE ISR T 5,

15.2.3 v MZHEHETHL TV 75—V (50mg/kg/H).
TEFXFTTY VAKMY (500mg/kg/H) K75 2ua<q v
v (160mg/kg/H) Z PP L2k, BB COHEED
B L & IR ROBFIH OBERIFRO SN Tnb,

16. ZE4ENRE

16.1 MeigE

16.1.1 STV —ILF U LERIES

fERER A 112 20mg 2 #E T I ERISRORS L 22Eobk
?%@Kfﬁft%%ﬁﬁﬂﬁx—y®$ﬁﬁ%ﬁu%¢%
16.2.1 &

LR R O AL A B RE ST A — 5

Crnax tmax AUC
s
Fel St (ng/mL) (hr) (ng - hr/mL)
AT 437 +237 3.6+0.9 937 +617
o2 s 453+138 5.3+x1.4 901 +544

CEfi+S.D., n=12)

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

TR NS T2 B 2 SR 5K (5mg. 10mg. 20mg) DI
HIRTSV—VF )7 2 OEYFENS A —%

= ; Chax tmax AUC -0 12
= y '
G| KB (ng/mL) (hr) (ng + hr/mL) (hr)
EM® | 146256 | ol 5 236+97 | 1.8%0.9
Smg 25
PMF | 25255 | 20| 585137 | 42205
EMF | 38383 | o3 o | 539200 | 1504
10mg .2 8.
PM* | 50964 | (o &Y o | 12302200 | 3.8%0.3
EM* | 6345348 | , 20 0| 994477 | 23214
20mg Ex)
PM* | 8222232 | o 08 | 23312663 | 3.7x0.3

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

MRS 7 b 7 0 — 4 P450 2C19 (CYP2C19) ZBIALL, Trldfs T
BE)5pHEhsd,

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 HftRAZS )
RRAB T RT 5= )vF b)) 7 4 20mg®, 7EF T
2V Y ARAY 750mg (i), KU T Au~ A ¥ v 400mg
(Ofi) Z1 B 2070 GFi2E) KEROHRS LK S
NT??—»%bUﬁAwﬁmﬁﬁﬂix—auuTmtﬁb
TH 5,

TR AT T2 BT 5 3 #IPEH RKAERE SR oSk 5 X7 5 ' —
VF b LADOIEYERE T X =%

Cax tmax AUCo-12 t12
(ng/mL) (hr) (ng * hr/mL) (hr)
X
(nE£415) 578293 | 3.0 (2.0-4.0) | 934438 | 0.72%0.19
PM® | 948138 |3.0 (2.0-3.0) | 2600=474 | 1.80+0.32
(=4 | MBI 3.0 2.03. * 80=0.

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

MAMCHEER T b 7 1 — 2 P450 2C19 (CYP2C19) #&BIALIE, FRld#ifsT
I I,

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

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

1) ARMER ORI B, BAE IR I = F bk
LC11H10mg. 7EFT ) YAMPE LT1 0 750mg (JIii)
ROy 59 2a~<A e LTI 200mg (Jifii) o 3 %% [
1TH2ME, 7MY %, 2B, 70 A0<4 ¥ 2id, BE
CIB U CHEEIET A2 A TE 5, 72720, 11 400mg (F7fli)
1H2MH% FBRET S| THbH,

16.1.3 £HFEIFRIZEMHR

FNRT IV =) Nadfige I0mg [ =T | X))y M

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

—VF RU T L ELTZENRZEN 10mg) MR AT T ICHE

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

BRE/NS X — % (AUC. Cmax) DX EME O3 D D log

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

LTWwWaZERs, WHlOEWANESESHE S Y,

HWFE ST A =%

AUCo-9nr Crax tmax t1/2
n (ng/hr/mL) | (ng/mL) (hr) (hr)
FNRT T /
SO g3 se6e28.23254130.9) 27212 | 1520.7
$€ 10mg
[F—=7 ]
';?l"‘ 23 [624.4+268.4/323.5%110.6| 3.7%1.2 | 1.2%0.5
$& 10mg
CF¥Hf«£S.D.)
(ng/mL)
400
—O0— IR T —)LNatfigElomg [+ —/\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 %R

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 DRI
16.2.1 BEOHE

TR A 112 20mg AT S EHRISRIRS L2k, &
B G T E TR GICH L tnax 25 1.7 BRHBES 2 & & 4
WA EAEZD STV BY, [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

RESS REERE S
i 94.0% (189 1,201 f1)
AR 99.4% (159 #1,/160 f1)
W £ 5% 90.9% (50 Bil/55 1)
Wyt R s 83.3% (10 B1/12 1)

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

WHHEROCHEO 7T YRy 7 ey —mERIcIkh
PEED OB SR 2 R & LB 8 B OISR

BIZEBBEBRIITEDEBY ThH-721920, [7.2 BIK]
1 [l 20mg 1 [ 10mg 1 1] 20mg
1A 10 1A 20 1A 20
et 58.8% 78.4% 77.0%
+r (60 $1/102 1) | (80 B/102 1) | (77 51/100 1)
grade A LU 65.1% 87.1% 79.5%
grade B* (56 %1/86 B1) | (74 61/8561) | (66 %1/83 #l)
grade C J4 U8 25.0% 35.3% 64.7%
grade D¥ (4 15116 191) (6 /17 1) (11 $1/17 1)

E1) XTIV —F YA 10mg/He V7TV 30mg/
Hy + 275 V=)V 20mg/H % 8 AR LA EHE G- 02 R U AE
RIS 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)

SR O RN
LI 10mg |1 1 10mg (959% 12X 1)
1H1M 1H2Mm "p@w
Y552 Mtk DIk 44.8% 73.9% 29.1 (18.9,39.3)
JERAES (73/163 1)) (1197161 1) p<0.001

a) 10mgl H 2 [6-10mgl 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,

1H1E5mg | 1 H1E 10mg xif i)
(150 1) (151 #1) (151 1)
PRI 4 %1 2 %1 32
B 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)
mﬁ‘:ﬁﬁf"* 0.11 0.05
—F . . -
(95% X ) (0.04,0.31) (0.01,0.23)
PAE» P<0.001 P<0.001 -

a) Kaplan-Meier 12 X ¥, b) Log-rank M. ¢) ®MEET 7L/
> (1" 50mgl H 3 )

(%)

001 o 1 H1msme
90 -©- 1 H 118]10mg
e S
80
70
?: 60
50
P
s 40
30
0 4
10
0 S &
T T T
0 12 2
At Risk $55. Bt & DA G
1H1ME5mg 150 150 139
101010ng 151 151 142
KR 151 151 114

R U+ a8l o SRR e

SHIZ, &5 24 BURE, ST TV —)VF MY T AT RK 52
J Rk G- L 7B CGREF TR 76 S M $¢5-) . Kaplan-
Meier #:12 & 0 HEE L 72 HE5 U+ 3RS O SRR FER
(& 1 H 1M 5mg T3.7% (95%EH#IX[H:1.538.64), 1 H 1l
10mg T 2.2% (95%MEHIX:0.726.75) THolzo b, &5
24 JAPRE, WHIFIE I NXT IV = Y7 A1 H1 I 5mg
31 H 11l 10mg (28] 9 2 Ty fieok 52 58 Wk fe e 5 L

Kaplan-Meier #12 & %

7220,
(BBEEXIIT=FBEEICSTBEIAUINT2—-EOU DOKRE
D)
17.1.4 ENEERRER
AN any y— - vay BEto 5 Ox -+ iR o B E

Extg L L-ENOBRRE (X759 =V F b )T A T
EFTVY VKRR FY Aux A4 y0 1 H2IE7HE
WL KB 2BRRERITROLEBY TH S,

BIVEIZ, 9XTFV =+ b)) A 10mg, TEFT V) ¥
KHW 750mg (i), 2 ) Au<A4 ¥ 200mg (Jifii)
5z, 12060 40 B (31.0%) 23R S, FARIVEHIZ
THI16 B (12.4%). #AE 1361 (10.1%) THolze T/ T
NT T —=)F M)A 10mg. 7TEF T TY YK 750mg
i), 799 2a<A4 ¥ > 400mg (i) #5112k 0. 123
B 55 5 (44.7%) \CRIVEHI 2538 v, F 2 EIEIE THI
26 51 (21.1%). A 13 %1 (10.6%). WREES 1361 (10.6%) .
WG 7 B (5.7%) T o722,

iy B
HIAO LIRS i | T N
i
FTXRT I —=)VF Y
7 A 10mg
7 & 10n 87.7% | 83.3% | 85.7%
TER ’gﬁ/ %‘f“w 208)/H | (571/65 | (45 %/54 | (102 /119
, Dome U0 ) ) 1)
200mg (F)
SNRTT =T N
7 A 10mg
7 4 10n 89.7% | 87.8% | 89.0%
TER ’gjj/ %‘f“w 20/ | (61168 | (36 B1/41 | (97 /109
, Dome U0 ) ) 1)
400mg (Ff)

HB. W TIThh Ay any y— - ¥a)Etos -+
TR ISR IR 3 B B O BRRABRE IS BT MREEDO K
HE LN T VB,
1 3) KA PG RL LOESGHHIE TRoLBY) TH Y. ERNOK
PIER O L 3R 5,
SRV —)F Y aE LT 20mg 7EFY Y VAR
P& LT 11 1000mg (i) U7 59 2a~4 v e LTl
500mg (JIfii) @ 3%1% 1 H 2 [, 7 HEEO%S
I, AR eI — (SUVTTY—)), TE
V) VKPR 5 2u< A4 YD 3FEGICE B A

Vany g — - ¥ ORWEHERSAEI) TH o7z TNy
y— - vn) o EEE T IRREE o BESE L g L

L2-ENOWKE (XTI —VF M)A, TEFVI) v




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

HF#ELS) 128

ml 7
HEINTWAI,

18. ZEqhEEIg

18.1 {ERHE
FNRT T =)V F M) ARG WA oo W 1k BE I T g A
(ANVT7zry7IFK) e, FaubvyEr7 (H. K-
ATPase) @ SH J# 54 L CEERIEMER (HE L, MR- % )
T 5o &OHICHESNZEBRGEEOREICIE, FISTEHEHMA
SOFEWONID B WVIE T IV F FF I X BIGTEARDN 2258
HLTWwWAbDEEZONE, TOM, 7 VFFFUI2XoT
BESIG MEAS A 3 2 W REVE b i S 53939

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 2R L, $#5 1 HH RO 7 H H OB oA
21 H 10 10mg #%5-T 72~76%. 90~96%. 1 H 1 Al 20mg $%
5.7 88~89%. 99% T 53035,

18.2.2 v FRHEMERICBI LY T7FINTAL 7)) v
AMP 3 X B H G E B 533 (in vitro)

18.2.3 BUHHA I FEBRIIBIFLLAZ IV XY TANY
VRIECE B, WS T v MBS IR MW e 2
53 VS R AL U BRI e SR & R 73980037
4 XHDBVIET v MBI 5 BB wIEIER omE, o
Ta R THERIBELEL, IR AA M) Yo BRI
I 7 a33).38)

18.3 A pH ER{EH
R AN B T ICBF A2 HN pH I L. 1 H 1 H 5mg %5, 1
H 1M 10mg 5. 1 H 11\ 20mg %5 C& b IZFWH L FA1E
MaERL. #55 HH® 24 BEHIC pHA DL R A& 7R 3R] oo 5]
A3 1 A 1 H 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*TC 61%. PM*T 76%T& 53,

MBS 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
13 CYP2C19*3/*3
18.4 H*. K*-ATPase [H=/EH
7% BRI X 0 L L 72 HY. KY-ATPase 2% L. s\ BHEE
JH %7319 (i vitro)
18.5 HiEB1EA
I v b EHOBHEEREE S 5 VI EREHBURE (S5
WA FLVA, KRR LA, BRI, Y2773 0,
-5 2 —VROTAEY ¥) 5t Ly B EHE & 5 v
13 RR B % 7R g0 4243)
18.6 {ERHE
(AU ANy a2— - EOlBREOH)
TEFTIVY) VKNP R T2 ) Aua<xf vy, TEFTIY
VKRR A fu =y — v e 3FEIPERFEEICBIT S IR
TG =V F )7L OF%ENEENpH # A XL EICK
D, TEFT VY VKWK D Y S5 2a<4 ¥ OPREE
FEOLIEICHDHLEEZONLWEH),
18.7 BEIRIR
(ANJanyg a— - el BREOHE)
AFFRAI BTN AN F— - ¥R ) REETFIVIZBW
T, BWNAERBISETA27EF VY Yk E 7 5) Au~<
4O 2HPBHOREIL. TRTFTV—=VF M)Az
HZ Ik, MEREL RS S0,

19. A#IER2CEAT 3ELENMA
— R I X7 5 — )V F U 7 A (Rabeprazole
Sodium)

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

4 T 3 CisH20N3NaOsS

& 381.42

% K ARBIAC~BEABORETH 5,
AREEANHED THEITFR T % /7 —)V(99.5)I12
BRI,
A 0.0Imol/L AKEEILF bV & AGGHICIE LT
é o
AR TH % .

Al DAEH (L2013 T2 R & 2\
ESTIESTE 2 A Loy (R

O—CH,

HsC 0

N \ ) RUSEKREEE
©[ / S\\ N
N O

20. RV EDEE
20.1 7OV ISEREBITRRE B TRET L2 L,

22, ‘@

(FNTFJ—INai&de 10mg [F—/17])
(PTP) 1004 (104Ex10x1 4%, WHRHIAD)
500 42 (10 $2 X 10x5 48, HHEEAIAY)
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