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21 RENORGZx LBBUEOBEFEIEO H % BE
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3.1 #mk
W5e % FNRT T —)vF hY v LdEdmg [HET |
15E
RIS FNRT G =)V F b T L
5mg
IF )b a—A, H)vFNary, )b AT —
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4. FHEEXIIzNE

OBEB. t-HEBEE. WABES. FHRHEEER.
Zollinger-EllisonfE&E. JEU S AMBEREYRIE. BAET
ZEY UREEICE T 3 BEBEX T ZEBESOBE MG

OTFRICEIFBEAUANY 42— - EOUDOBREDH#ED
SiEE. t=iEBEE. EMALTU >/ ., SR Mm/ MR
MWK, FPHBEICHT 2ARBENAEEERS. AUany
24— FOUBREER

5. MBEXISHRICBEIET 2B

(FhEELE)

51 RENOFKGDEHIC L DIEREFRERT L ED0HLOT, B
THWI ERERD ) 25352 (BMALTY v o8fi, &
WERE T 2 WHBERERESICB T AN anNs ¥ — - Y
) OB OB Z <)o

GEUV 5 AME BEWFIE)

5.2 H&GRM2AGE HL & L CRHIRZMHR L. JEROEEEA A
RO LN WEEIZIE, BRETRUNDIERENE 2 5N 5 7-oho
WY BENOEEEZ T 52 &,

<ﬁ?§7zeu>H$ﬁuh#%§%giu+:Eﬁﬁﬁwﬁ%

i

5.3 I#: - ZEROEEIHI O 72D I HE T A E) ¥ & kGG L
TWBEHEEHRGHR L L. #5-REBICH L Tid, BEEUT
CHRGEBOMAEEERRT A &,

(AYanyg— . Ol OREOFHEE)

5.4 H#EITIIEMALTY ¥ /8EICH 3451 TN r & — - o) B
BHEBEOARENIHET LT,

5.5 BESSPEIM/IMGRAME SR IC0 L ClE, HA R4 v %5208
L. ANYanyg— - Eny BRERESEY) & CHIRS D ERNIS
DAHBEREE LT T &,

5.6 FIIBBICH T ANHENGREZRE AMZIE, Ay any
& — - ¥ ) REGEEIC X B B OFSEIIHI A5 5 A 57
LTV,

57 N any g — - ¥u ) BEERIAVGLEIZIE. N anNy
5= En)DEETH L E RUONREREICL ) AY any
F— 0 ) EREEETHLEEMETHI L,

6. AERVHAE

(BigE. +=iEBEE. WAaEEE. Zollinger-EllisonfE{ZEE)
WE, AR IART TS =) YAk LClEI0mgz1H1
EREH 59 555, FRIRIC & D 1EI20meg % 1 H1EREO# 535 2
ETEDL, b, W, BiEE. WEHKE TIE8HEME T,
T TIRBEE CIE6GEM EF oL L T4,

FERERER)

< G
WFEEROE BRI BT, B, BAIIETRT T — )L
F M) 74 e LTlE10mgx 1 H1EFELRS5-3 425, Wk LD
1M20mg# 1 H1MFR OG- 356 2 N T& 5, b, i, SH
MEFToOHEGET A, F/2. 7a by EyTFL1 ey —12k5
R CRIEART 5 284, 1M10mg X 1Z1M20mg%& 1H2M, &5
ARG T A5 ENRNTE 5, 72720, 1M20mgl H 2A1#%
S EEOMBEGEL AT L5515,
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FIE - FR AR D RS MRS AE ROMFEEEICB W TE., 8@
. OBRANEIART T = F M)Ak LCl10mg% 1H 1
G-+ 5, /20 7O bRy TA €y —2XBRET
RRAT 53 i B E R OMFHE I B W TE, 1a10mg# 1
H2[E %545 2 8 TE b,

GEV 5 AME BETRIE)
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EEEOHGT 5. B, @F., M EF oL LT 5,

<ﬁ§§7zeu>&5ﬁu3wa%%ﬁ&u+:ﬁﬁ%ﬁ@ﬁ%
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WHE. RACIEINT TS = F YAk LCl5mgz1H1
RO 59 525, FEAT 5 OB4A131010mg % 1 H 1RFE %
5552 EMTE5,

(ANYanyg 22— 00U OBREDHHE)
WHL BAIIETIANT ST =+ b)) sk LClE10mg,. 7 E
XU YY) KM E LTUAT750mg (i) RkUT7 ) Aa<A
& LCLH200mg (Ffili) o3%] % FEEC1IH2[E, 7H B
%545,
B, rI7VAUYA T U, BES L CGEEBET LI LN
T&5b, 72720, 1H400mg (Ofli) 1H2ME % FRET 5,
TONYRITA Y=, TERI VY VKR T
20%A Y Y DIFHEGAZ L BN TNy y— - ¥ ORRIE
RO OB AL, S b B ERE LT, lE., A
FXRTF )= )vF M)Ak LTCLIRI0mg. 7EF T ) v kHl
e LC1m750mg (Jffi) KMOA ba=%v— )& LTlH
250mg M 3#) % [AlHE (21 H 200, 7H BREO#%S-3 %,
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(HEFRHERER)

7.3 FIRDE L WA L OFESENE - #EE0%A121020mgx 1H 1
M3 59 52 LR TEL (H5 - FREEREY B3 mit B RO
HMEFRIEE, 7O b RS TA Y EY — 2 X BB THREAT
AR L). T, Fu Y RYTIL ey =X BIRE
TRHREAF5 7 B T L1EN10mg X AZ1 M 20mg = 1 H 2, & 5
(Z8HE M P59 A M aid . PWHLEMAR Tl it i A 2 A%E L C
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Lo B, MEERRETIZEM ISR SR T N 5 7 S
BHSIAT) S ENEE L,
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REOEALDPFED LN T 5,

9.6 ®ILB
G P OFRER OBIAREOG mMEE ZRE L. ZALOM T
PIEA B35 2 8o BIFEER (7 v &) THHHABITTL 2
ENFEENT VD,

9.7 NRFE
NREE R E LBRABIIER L Tz,
9.8 =&

THILAHEIREE OBIE A S & b 7oy B 3 RIET 5 7 CEE I
5952 o RANIEE LTI THM SN 5725, Eiled T
BRPETL TS 2 D4, BFAPSH LML 2 WD
ZQ)O

10. HHE{EH
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Yavy BEAMN). PF747%2— FHEAW)

11.1.2 SRmERED BUEAY]) . |FEEMIRE (BEEADD . M/
WD (0.1%A) . RIMERE D (HEEAH)
11.1.3 BUERFR CHEARH). FF#BEEE (0.1~5%Ki) . BE

(HEEATT)

11.1.4 BEEMRR (0.1%F0m)

FEB WK, POLEREE. o R (852

GHRD LN

Fi2iE, ELPICWEXBFEORAEZEHE L . A OS2 dik

THEEDIC,
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11.1.5 EEEE GHEERE)
R E R R BRI % SE (Toxic Epidermal Necrolysis : TEN) .
FZ g KRGS IR SR (Stevens-JohnsonfiEBERE) . ZIEALIEEED D &

PNLZENH D,

R B - ARV E 2 HIOF 545 0 Y) 2 ML %2479

11.1.6 SMBES (LAY, BEMEBR (HERH)
BB (BUN, Z L7 5= 0%) 1CEETLHI L,
11.1.7 &7 b U LM GHEARH)

11.1.8 HEiERRE

(HEEAD)

B, B, CKES, b R ORP I+ 70v s ERZE
W& T B MRGREED S S5 bbb EDd b,
11.1.9 RABEE FEAH)
11.1.10 $EELREE (HREEAHH)

T AE,

LEbNAEIENDH D,

11.2 ZOOEIERA
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0.1~5% A 0.19% A i BN

I FMEGR A, AR mER A,
MERSE I, SFER| P ERBE S, ) >
KL, gl |/ SEkid

JFF e AST., ALT.|#®eJ)rEero
Al-P. y-GTP.| L&
LDH® F5

i M _E5 iE

HALER fEfs. M. BEIHESE. WM. A |E L. Rk, BH
BB WK . WE| VS E. B (M E N KB &
L N 7ziv. 1. f&|(collagenous
BANR, ¥ |colitis.
lymphocytic
colitis)

Mt R | B HEV, HAHO|\HAE, FiE
&R, MUK
AN 1)
R BT

HOoboh, &
e
Z Dt WalLAro—|h 3T AH. FHOLLDE,
Z%

o RN - L R, BB E . B A
BUN® b5, &\, BEE. L. &7 €=
HR. M TSH| L&, CKo| 7 iMiE, R~ 7

15.1.2 M B 2 EBOBEM%ET, 7u by Ry 74 el
5 =12 LB WEICBWCEMEBEICHE D REEE. FHEEE
Pi. BHEEITO ) 2 7B ShCwd, i, BHERY
FEHIHE (HELLL) e 207288 T B0 27 58
Lf:o

15.1.3 AN BT 2 BICABEE Z R E L2 BROBEH5E T,
T NIRRT ey — TG LBEFHIIBY T OA MY
UL TAT AL D BIGEGEO ) A7 EINRE ST
\/\%O

15.2 FEERFREABRICE D &R

15.2.1 v MIbmg/kgbh % 24E MR OG- L 72 BB Ic B v
Ty MECTEIZH VT ) A FOREDRALNT L OHED DB 5,

15.2.2 #WER (5 v MEOKS25mg/kghl ) THURIRE R K
QI A T F > OB RE SN THLDT, iHIZHz>
TIXHURBRBERE ICERE T 50

1523 v MNIH#ETHAHF VT F =) (50mg/kg/H). T
EFT V) LA (500mg/kg/H) RO Z F)aa< ALy
(160mg/kg/H) #ZPEM#ES Lzstbic, BB CoOFmMEOBH
L EBDIIRIBDOFEFEIH OBETRDFED H T b,

16. EYENE

16.1 MARE

16.1.1 INT SV —ILF MU LEEIERE
BEHEN T T2 20mg % # 5 T U RIS IS L 72 RO WERE 4 (5 L 7235 E)
/8T A — 5 OFHEEFRIIRTY, (1621 BH]

AR R O I BRE/ X T A — &

BEm et 24 t T A LE b Conax i AUC
55
AL HLE (ng/mL) (hr) (ng * hr/mL)
AT R T . AT 437+237 36=09 937+ 617
F) SSBUHE X BLENGE R &, o 53138 s34 R
N o . (Mean*SD., n=12)
NDANTy 58— - EO OREDHHED £7-. ERATIF25me. 10mg. 20me? AT TRUES L2 Fr55HH) 0
0.1~5% A1 0.1% A1t BT A= ZIEUTOEBY) TH B,
EHEAE S, HIRE TR PRUEBAS 712 51 2 55 (mg. 10mg. 20mg) OIYEH 7 <75 /=L F by
I 1 ki 2 UFERERHE S | 0 bR e B s - o -
> < o T ok /] ~ e | e g ‘max ‘max 00 12
AN i RaL, Y B | R | g/m) (hr) (ng - hr/mL) (hr)
PNEREEZ /MR . EM* 146+ 56 30 (2045) 23697 1809
L IERIE I SV 25255 25 (1555) 585+ 137 4205
T fiek ALT. AST. y-GTP®|Al-P, LDH® L& 0 EM¥* 383=83 33 (20-50) 539 =200 15%04
5t R 500+ 64 28 (20-45) 1230=200 38+03
IEEE e . ME LS somg | EM* 654+ 348 10 (2580) 994 +477 23%14
T TR W, BRERE . (NB. DMk o € [P 802+232 33 (3060) 2331 +663 37+03
I ﬁﬁ\ I EB\H?’? :ﬁﬁ/}%;{\ I]E;‘: MNE "jé %&— * ﬁlﬁ % A (Mean*SD., tmaxiZMedian (Min-Max) , EM n=16, PM n=8)

S R, AL BEAR | EEOME. Bk
PRI, S e

it R | W HFEW
Z DAt TR O B HHTE, e, wo

LU, Bk, &0
Ry BUEES. FROL
O, RO EA IR
HESEH . ZHEEHIR

SAFCHEEE T b 7 10— 4P450 2C19 (CYP2C19) HHANL, TrldEfETH LY s
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*23X13CYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3X$CYP2C19*3/*3

16.1.2 3FIBARE
BEFEBATTIZTXT T =)V F b )2 A20mgh), 7EF T2 2 KAT750me (1)
i), ROZ IV Aa~A > »400mg (Jifli) A1H2M7HE (GF2m) RIS L
DT RT T =)t b ) 7 A OEYHRE T A= FZUTOLEBY) TH DY,

TS T12 3505 B AF I AR G QM T X T T — )V | ) 7 A OFE) BT
NG A—F

) FEBUBE LS LI T ZHRBEEIC BT A I RXT T — v
M)A, TEXFTDD) VARAME Y7 7)) A0~ A2 D3
HIFZ5- O ARG F TORRRER N S EmRA T &,

12. BFRREBERICRIEITEE
(ANYanyg— -l OREORHEE)
121 AYIaNY 42— - EOUOKREHELDEE
FGNRT G =)V F M) I L EDOTOA N R T, EY —RT
TRV VKN, 75 AaxA Y UV EOREWE RO A b
U= — VORAFRHEGETEZ T, BCIREITFARARD
HIESBRENEZ 2 ZWHEMEDSD B 726, BCIRFZMAKERICZ L D
FRBEPEE 2 170 At SIS OFH PG T H4E L O IR
HCE_TLIIENET L,

14, BRAEDZEE

141 FERIZFEOEE

1411 PTPEEDO#EFAIIPTPY — 2S5 ML TIRFT 5 X5
883252 L, PTPY — FORAEKIZ L D WG T2 B R
~HIA L, FIZI3TLE B 2 L THERRI 45 0 B 2 A0 2 0F
BITLIENDH D,

1412 FANIGERTH Y RMIZH 2o Tid, BAZY . v
20T, OAL T EIIEETL L,

15. ZDMOEE

15.1 EERR{EMA ICE D < 154k

15.1.1 ARHOEMHEG HICREOE R — 7% B0 72 L 05
d;)éo

Chnax tmax AUCo12 tuz

(ng/mL) (hr) (ng - hr/mL) (hr)
EM* (n=15) 578 +293 30 (2040) 934 +438 0.72+0.19
PM* (n=4) 948138 30 (20-30) 2600 =474 1.80+0.32

Mean*SD,, tmaxiEMedian (Min-Max)
SMOFCAHTEER T b 7 10— 4P450 2C19 (CYP2C19) B, TRl#ifa B L v s
EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*23iZCYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3X1¥CYP2C19*3/*3
) ARHEROHEE EE. RACEINT I —)bF Y oAk LCLHE0mg. 7
EF TV YR E L CIET750mg (J)fii) K7 T Anv Ay E LTI
200mg (Jiffi) O3F & EEEICIH2ME, 7THHEERG 35, 28, 77 A0< A
Dk, BB CHEMET 2 2 EATE S, 2720, 1H400mg (Jiffi) 1H2[E
ELERET L] THD,
16.1.3 EMFHIEFMHEHER
FINT T =F )T LfEdmg [HETL] ROV Ly MEdmgk, 7 0 A G —/3—
TS ) ERENLE (ST TV = b7 AL L Thmg) BEEEA TV Ak
R O#HG L ClEdR I T 7 — ViR HE L, 155N EWERE/ ST X — 5
(AUC. Cmax) 22 T0%EHERX ML THEHENT 217 - 72458, log (0.80) ~log
(1.25) OFPNTH O, WH DY FRESEEAHERR S 720,
MR RCYP2C190 A T RIAEM  (Extensive Metabolizer) (2578 S 7-#

EY LT A —F

HE ST A =5 BEINT RS
AUCo~10 Cmax Tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
FTNRTF—=F M) LgE|
Smg [HET 200+78 117+42 28+10 16=05
281 Iy b §ESmg 203+76 113+36 2708 15+04

(1§85, Mean=S.D,, n=50)



(ng/mL)
120 1 )
—@—INTFV—F by LgESmg [HET]
/- /XY Ty bESME
100
1§84%5, Mean®S.D., n=50
o
,’E 80
5.
5
5 604
v
|
% 40 |
=
=
20
0 . .
0 2 4 6 8 10
B8 (hr)
I3 e FEHERS

MR AR OSICAUC, Cmax®0 /85 A — & 14, BilRE ORI, AR ORI - I
45 D BR G IC & > TRA BN D % o

16.2 TRAR

16.2.1 BREOHE
REHER AT T 12 20mg % A T T SRR %S L2 F, ARES TRGA TS 12
Ho U tnacdS LTRERIE S 5 & & S IS EAEATRD ST b, [1611 2]

16.4 1Rt
TR AT T1210mg. 20mg % #E 11455 L 72 FED AR O id. FICIRER N 2 0%
JERIBIZ XV ER L 72FF 2= T VR TH o720 ZOMICHFRHEEEF b 7 0 — AP450
2C19 (CYP2C19) A BI5F 2 Wi A F VALKIGIC & O i L 225 2 F vk, 3A4
(CYP3A4) SB35 5 AV AR VALBRIRIC & 0 ERL L 72 2V ok ARS8 H 72D 9. 6,
[10. 4]

16.5 Bkttt
HERE AT T2 20mg % R G- L 726, %5 B2 TICRPIZIRT TV — )
F )Y AOREARIIBI ST, W TH LA VRVBEROZO 7V 0 sl
FAERD PG5 DF29~40%, AV T — VERII AR AT13~19%HEE < 41725

16.7 EWHREER
gH” (F A 7T —)V) CHAHMEEF ~ 21— 24P450 2C19 (CYP2C19) «@1&.:51

B VHEERAPROONTWE Y TENRA, TV 77y RTINVTT) V) |

LT?Nfﬁfww+bU7Aﬁu:ﬂ%®¥ﬂ®m¢ﬁwm%g%%i&w:&ﬁﬁ
HENTWA, T2, ¥ (50 v 7F V=) THR#ESRF b7 10— AP450 1A2
(CYPIA2) OFMIZ L W MMM RBOSLNTRETFE 74 ) VICHLTEINT T
V=V R ) ARG G2 WS E R STV 59T,

B PR B R
17.1 FahERURSMEICE T 2 R
(BEE. T-EE&E. Wathins, WREaER)
17.1.1 —fRERAREHBR R U — EE R LB
HisE, T IRRR . AR RUE S OV A IS 2 6 RIC1TH 1R 10me i3 20mg %
G L — iR RN O I E ML (B G 6~8ilIH) DML T RO &
j’o’ U ’C&Z)S‘ —17)O

ISES:S LR IR

i 94.0% (189%1/201f1)
T AR 99.4% (159%1/160f1)
M B g 90.9% (50%1/55%1)
Wy & 83.3% (10%1/12f1)

F 72 HeZ B AR REHUARHLE O S £l 58 & 0 U1 H 1R 10mg % 2438 1425 L 72
R (CEERILERN) 2B 5 RSN IEHSEEIL786% (3341/4261) Tdh -
7218

B HEROCHRO 7T b YRy T 2 e ¥y — iR ot il
TG e LB SEBEONHBMIIC L 2 BRI TROLB) Tho 7219 2,

11A]20mg 11A/10mg 1IA20mg

1H 1= 1H2[ 1H2[

Lot 58.8% 784% 77.0%
: (60151,/10241) (80f1,/102151) (7711,/100%1)

] e 65.1% 87.1% 795%
grade A JeU% grade BY | (551 041 (74151,/85051) (661/8360)

. % 25.0% 35.3% 64.7%
grade C RO grade D¥ | (6 (6H1/1751) (1B1/1780)

E) IANT I = )Y Al0me/H, T2V T T —A30mg/H, AT T =)
20mg/ H % 8 DL _EFE5- 512 RGO MERRIR P IS 5
>< T XV AL (2) 12 % B TR
FMER RO 7O N 2Ry T4 v e U7 —HRIIRGUNERD o i £ 45 % o
%tLt%ﬁﬁJmLhﬁmmﬁ FARACI X B IEMIEE (RRHE) FTROEBY T

B o7 2
1l10mg 1[10mg 45{%5%3?;%?%)
101H 1620 i
44.8% 739% 291 (189, 393)
RISBROIFRE | (53163p1) (119/16161) P <0001

a) 10mgl H2[-10mgl H1[El, b) 2458
#2) IXTFV =) b)Y A10mg/H - 20mg/H. ¥V 75— N30mg/H., *+ A
75— V20mg/H. TV X 75 —)20mg/H % 8 [ LA A% 50 12 R i 3o
B i
GEU 5 AME BEWHRIE)
17.1.2 ZEERIEEHR
3I=CfbA[+EELLJ/|L 2 P RIZ1H 1A 10mg % $%5- L 72 5
JE) 2BV B IR TAEIR 0 58 43 SR 5 T OSHE fR=R
55.4% (5661/101%1) ToH -7z
FERIZ. 10mg5-010260H 1261 (11.8%) |
(29%) R OMEEE 20 (20%) T o722 20,
(BEREB7ZAE) V51T 2BRERIE+= ?Eh)%ﬁd)ﬁmmﬁﬁﬂ)
17.1.3 —EEREBRR
AR 7 AE) v (1H81mgXiE100mg) OREWFEG 2 LEE L, 2o Fis L+
TR B OB E 2 A3 2 B E 20t R L L7 ZEERILEGAER O 4. Kaplan-Meieri:
W2 & 0 s U 7o H 5248 I 2 00 B U T IR O BRI R R TEO LB T
Holz,

HIRIEGRER (5004
E. FNEN436% (4461/10161)

RO b NIz FEaRIEMRIZ, 36

BITERIE. 975 —)bF b A§ELOmgts 5B TI576 14561 (89%) .
HEC15661HR 7 (4.5%)

5mgi%5-
128D BTz 2 FIVERE10mghe 51 C TR R ONRIE 4200

(1.3%) « Smg#k5-HECTTHI3G (1.9%). FFHEfERE26 (13%) THo7z5),
1H1l8]5mg 1H1810mg i fige)
(1501) (151%1) (151%1)
FFEBIEL 4151 2151 3201
B4R B O BREF R 2.8% 14% 217%
(95% 1 HEX 1) (104, 717) (035, 551) (1584, 29.27)
FHIRIZR 4 2 = NI 0.11 005
(9595 X 1) (0.04, 0.31) (0.01, 0.23)
P P <0.001 P <0001

a) Kaplan-Meieri: |2 & 2%, b) Log-rank#isE. ¢) &HIEF 7L/~ (1.50mg1E|3
[f)

(%)
100 -8~ 1 H 18 5mg
90 -©- 1 H 1[10mg
-A-
80
70
§ 60
B 50
£
30
20 4
10
0 - S, &
T T T
0 12 24
At Risk BE5 R, 5 ORI GB)
1 H 1H5mg 150 150 139
1 H 1[E10mg 151 151 142
xF 51 114
Kaplan-Meieri# (2 & % B i Lz + = ?HH;(%%O) AT SR

2y G224, 5T T = VI b)Y A% KRB0 M kR L e
(BEHCTHROART6MMIES) . Kaplan-Meieri®: (2 X 0 358 L 72 B il 3+ 485iE 5 0 %
RiFEgEESIE, 1H1E5mgT37% (95% I HEIXH © 1.538.64). 1H1MHI10mgT22% (95%(5
FAXH 0 0726.75) ThHorzo 2B, &G2ELFE, WEBEIEINT IV —VF by
L 8¢ H1F5mg 21 H 1 10mgl2¥) Y 5 2 T feRE2 M fkHii% 5 L 7220,

(BEB+HEEEECH T 2AYINY 42— - EOUOREDRHE)

17.1.4 ERERFRRE
AN ANy g — - Eu ) BEOBEE T IR0 BE AR & L2 ENORIK
R (FNRTFT=VF MY T LA, TEFT V) VKAMRYZ ) A< AL Dl
H2[m7 H E#EOES) IS8 2BRRETEDOLEBY Th b,
HITER X, 9T 9= )vF M) 7 A10mg. 7EF 2 20 YRRWT50meg (i), 2~
TV AR A Y »200mg (M) #5125 0 1296104060 (31.0%) 12D S, £
FIERETO166] (124%) . #1361 (10.1%) Tholze 720 INTI =L F b
V7 210mg, 7EX TP YIARHMTS0mg (Jiffi). 75U Au~A ¥ »400mg (F)

) FrAC kL 123605501 (4479%) \RIEFI AR b AL, 2 HITER I T #1266)
(21.1%) . #KAE1361 (10.6%). BRESEF136] (106%). BEETH (5.7%) Tdh- 7220,
) . B
A DA 5
. T T
FNRT T =) F + )7 A10mg
77T 87.7% 833% 85.7%
77%;)’1’;)7/4@9%3&“;'5 (Eﬁg) I Grpresen) | asbl/sam) | (1026011960
FNRT /=) F k)7 A10mg
[hadu.en 89.7% 87.8% 89.0%
[ )’X’;)V/ffjﬂj%g&"f(Eﬁg) 2VH| G1presen) | (36p1ALE) | (97R1/10981)

¥/, SO RYTA ‘/tl:’/57~ <3‘w/7’9‘/‘\~»)\ TEF T VKA R O
7 ARRA Ty OIFIGIE BN TNT 5 — - ¥ ORRIGRS AT T
HofeN) AN H— - tD'JFﬁIiWEm%JJH‘ BB OERE R E LERN
OWE (FRTFV—=NF M) T A, TEFS D) VKPR A FO ==L D1

H2M7 0 B#ES) 1280 % BREE1E82% (4961/60%1) & SN Twa2),
18. JRLHFIP
18.1 AR

FRT G = F b)Y AGERG WAL OBEPE S CIEYEE (AV T = 27 X FR) 12

2, Fu bk yREYT (HY K-ATPase) OSHIEEZ W56 L CRERIGMEZ S L. Mo

WERHEIT 2. & 5ICHE SNABREEORBICIE. FISTEHE S 0EY Ok

HDHVNET VY T L BEEEROBEENEG LT EZLNE, O,

TNEFF N & o TRERIF D E S 2 W EtE b S o2,

18.2 BB BINHIER

1821 B AR TIZBIT 2 A M 2 lER 5 W a0k L
20mgt G- T L HISHGHH 2 S EH L IHIER AR L,
O EIETH 1A 10mg 5 T72~76%. 90~96%.
—5%630?‘ Sllc

18.2.2 7 FHH B IRE AL
IS %32 (in vitro ) o

18.23 BUEA I BEEERLIIBIIALAY I 2, XU FH A MY VRBERRS W, B
129 v 2B B HBEEERSW RO 25 3 VRS BRSW 0k L3R 2 M 2 R
1;32) -34\C
A X HVIET v MBI 5 BRGWIHIEROmEIE, o 7T b ¥Ry THERC
HB L L A A MY 0 BRI R0, ),

18.3 BMWpH LR{ER
BEHEBA B T2 B 2 HMpHIZH Ly TH1ESme#k 5. 1H 1M 10mgf 5. 1H1F20mg
G TL bICEN L EAMERZR L, #5550 B 024 H 2 pH4PLE % 7R 3 RER 0 )
BIX1H1E5me% 5-OEM* T46%. PM*T63%. 1H1[10mgi%5- OEM*T58%, PM*

1H1E10mg# 5. 1H10a]
5 1H B R OTH B S
1H 118120mg#%5- T88~89%. 99%

BT F)NA 7)) v 7 AMPRIBIC X 5 BERG %

T72%. 1H1E20mgf% 5 DEM* T61%. PM*T76% T 5%,

SAFCHEEE 7 b 7 B — 4P450 2C19 (CYP2C19) FHANL, TRz L) 58S
2o
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19*1/*2X1ZCYP2C19*1
/*3

PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*331ZCYP2C19*3/*3

18.4 H*. K*-ATPasePfEZE{ERA
7y BRI L) B L Z2Hr
vitro) o

K*-ATPaselZ®t L. SV BLEMER %8337 38 (in
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7 v MRS EERES S 5 VI EBRTRBNE G A LA, KR A
PLAL MPIREEE, VATT IV, HEET Y -V RTT AY Y V) xR

26.1 SEEIRSETT

R & % I3 BOREBOR AT &2 7R 37590, 39 10,
18.6 {EAHE

(AUASY 5— - EOURBORME) B ‘ \ E |

TEFLU) VAR F) 20y TEFVU) VAR IX b=y

SV OSFGEIREIC BT BT RT T =V b )y AOREIEE NpHE L5 s NicHiko = LI 77 #4 Bh Eﬁ
HIEWZEY, TEFRIV) VANMED Y F) 2A0<A Yy ORMTEEE RO L &

hbHEEZLNDD,

18.7 BREMR

(AYanygg— . eolBREOHED)
AZFARIFRHGAN) TN F— - EO ) EEETVICB N, BHERKICTT 2
TEXIV) VAW E Y 7)) 20 A T OB ORBIE. TRT TV — VI b
VY AEINZD I EIZED . MERRITRD S N7z,

19.

B B Y 2EEFRIR

— MM %FR 0 9T 5 —)vF b)) 4 (Rabeprazole Sodium)
1b&:4 © Monosodium(RS )-2-({[4-(3-methoxypropoxy)-3-methylpyridin-2-ylJmethyl}

sulfinyl)-1 A/ -benzimidazolide

53F3 1 CisH20N3NaOsS
Sy fat 38142

R pE~HEAEORKRTH L,
HKITHED THEF R T, 5 /= (995) IZHETRT V.
0.01mol/LAKEEALF 1) w7 AT 5.
R Td % o
KM (1-20) ZFEEEE R S 2w,
(%= S
O—CHjs
H3C O—/—/
Na —
N> N/ mumsmts
Vi N N
20. HF(?XLL\J:G)EM

20.1 PTPWEEIZ 7 )V I EHE R, N7 Wk, BAZETTRET L2 L.

2k

1004 [105£x10 ; PTP : #28HIA Y ]
10088 (7T AF v 7RIV NT HIBEAIAD]

23. EEX#

1)
2)

23)
24) -
25) —
26)
27)
28)
29)
30) 4
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)

24,

Yasuda S, et al. : Int. J. Clin. Pharmacol. Ther. 1994 ; 32 (9) : 466-473
HARNEREA S A G L L7z BRSEEHER (08) =y ME : 20144F12/126H
ARGR WEHERIEEE276.1)

SFIGEA RN BIRERER (FAN) oz (8) =y ME : 20074F1 726 H KRR, WG
ERRE276.1)

LR - A R

Yasuda S, et al : Clin. Pharmacol. Ther. 1995 ; 58 (2) :143-154

Ishizaki T. et al. : Aliment. Pharmacol. Ther. 1999 ; 13 (Suppl. 3) : 27-36
Ishizaki T, et al. : Clin. Pharmacol. Ther. 1995 ; 58 (2) : 155-164

=R A : Modern Physician. 1994 : 14 (S.) @ 3868

AFSB At : Modern Physician. 1994 ; 14 (S.) :23-37

EARTF5 8 b : Modern Physician. 1994 : 14 (S.) : 69-84

JUZMER il : Modern Physician. 1994 : 14 (S.) : 8599

=R il : Modern Physician. 1994 ; 14 (Eunﬁ+imT|J ) 1122

FJIIFEL il © Modern Physician. 1994 ; 14 (S.) : 100-107

FHHE b : Modern Physician. 1994 : 14 (S.) : 108115

BT At : Modern Physician. 1994 ; 14 (S) : 116-123

AP A © Modern Physician. 1994 ; 14 (S.) : 124-136

I Al : Modern Physician. 1994 ; 14 (S) : 137-147

—MERR B O ERIEEER (%) v M 200347 1TH KRR, HIEEE
AL (5) -11.3)

Kinoshita Y., et al. : Am. ]. Gastroenterol. 2012 ; 107 (4) :522-530

— BRI O EMILEGAER (%) =y M 2010/F12H 21 HAKRE, A

Kinoshita Y. et al. : Gastroenterol. 2018 ; 53 (7) : 834-844
*ﬁilﬁu"i AN O EERILEGAER (%) T ME : 20174F9H 22 H KRR, HEATH
Kmoshlta Y et al.: Ahment Pharmacol Ther. 2011 ; 33 (2) 1213—224
1‘ J Aot

3 5% (»\')1/ M 2014?12}32655 N m‘é'ﬁ W2.76.2)
gé‘é:il‘ﬁlt AER (8 Ty M 20144F121 26 H KRR, HIREEORHRSE2.76.3)
[EINERR AR (%) v ME © 2007451 H 26 H KGR, WA &R SE2.7.6.3)
Isomoto I, et al : Aliment. Pharmacol. Ther. 2003 : 18 (1) 1101107

H B EHE 1999 527 (4) 705712
TTJ:Tlﬁ flr - NEFEBL 1994 5 41 (7) 143150
Fujisaki H., et al. : Biochem. Pharmacol. 1991 ; 42 (2) :321-328
Fujisaki H., et al. : Drug Invest. 1991 ; 3 (5) : 328-332
% b G L Research. 1993 ;1 (5) : 493496
EHE Al G L Research. 1993 1 (3) 1274280
HWNpH EFEH %) v M 20144E12H 26 H KRR, HIRSERIEZE2.76.1)
FEISFERA Al HOARSERERAAAERE. 1993 0 102 (6) : 389-397
Morii M., et al : Biochem. Pharmacol. 1990 ; 39 (4) : 661667
5 il G L Research. 199351 (5) :497-500
PUEEER (%) = ME © 20144E12H 26 H AKGE AR E2.6.2.2)
BrBishR (%) v bE 0 20074E1 H 26 H KGR, HIGHERHRE26.2.2)

XEFEKRERVCHVEDES

HETHASH BEETFR-TEr 5 —
T930-8583 Ll i1 T H6%21
TEL (0120) 517-215

FAX (076) 442-8948

I

<A
(=
BE6&

£

21

0001590-6



