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Wy | <120 0[], fasE Loy > | DK1801 e S 6 WA
ot DK1901
, S o s (/0 DK1701 18~21 18~21 18~20 19~20
e Hﬂ%jﬁ?;ﬁj;m DK1801 18~20 20~21 18~19 18~19
7 DK1901 17~18 17~19 14~18 18~18
o DK1701 103.0 103.9 105.6 98.1
LB (o %9 =
o3 0/1)107 0;;’ DK1801 103.4 104.2 103.4 97.4
: 70 DK1901 103.1 104.0 104.4 97.8

%1 :RRT 9 0.95 DFEEW'E ; 0.5%LL T RRT 9 0.30 DFEZEMWE ; 0.83%LL T, ERELISOE A« DFEEWE ; 0.2%LL T

WG « 2.0%LL T

¥2 FORERICHTDEAE (%) —  RBoR
OTRT T — ) U 7 AGE10mgl HIE T MERBR  40°C - 75%RH [F & ERE (N7 8% ]
HERTE H 7k
< Bk > B BRAARE 1% H 3% A 67 A
PR
<HBEOT (v ha—T | DRI TS TS TS e
7 §E >
RERRR DK1802
(EMHERUG , RN AT e I RE BP2902 iRy BNy Bk BNy
%)
fiE S (HPLC) n=3 DK1802 N N N N
<1> BP2202 e e i e
L3 ¥ — %
%ﬁj; 4@ f/ ) DK1802 6.3 2.4
(& B —MERER) BP2202 o4 _ _ 2
<15.0%LLF > ) ’
” FASERAR G 11 DK1802 A A o A A
; <120 4. pAgEL 72> | BP2202 LE Ha e Ha
b RIS 2 R (49) DK1802 18~20 18~21 18~20 19~20
<25 Sy LA > BP2202 22~24 22~24 15~16 15~16
a8 (%) 2 n=3 DK1802 103.4 104.6 103.3 97.2
<93.0~107.0% > BP2202 99.2 100.4 99.7 99.2

%1 :RRT 9 0.95 DFEEW'E ; 0.5%LL T RRT 9 0.30 DFEZEMWE ; 0.83%LL T, ERCLISOE A« DFEEWE ; 0.2%LL T

WHERME - 2.0%LL T
X2 RARRICKHTL2EEE (%)

: RERR SN




ABRRE B - 2014/3/4

OTRT T —F b T AEE20mg HE T s 40°C - 75%RH [l dEaE (PTP alk) |
AERIE oy k PRTF I
<> He BH AR IR 1% H 35 A 65 A
PR AK2101
<YEEDOT 4 NLa—F 4 | FK1101 WA e Bk ke
THE> 13K011
TeRB R AK2101
(GEMERL . SR AT lE|  FK1101 BNy BNy Bk ke
%) 13K011
o = _ AK2101
R ;Eff@ n=3 FK1101 o o e o
: 13K011
WHIL—ME (%) AK2101 3.6 4.9
(& B —MERBR) FK1101 7.2 — — 5.8
<15.0%LLF > 13K011 11.0 10.2
L s 1 AK2101
AR 1) o A A N N
W | <120 40R. HAEE L 7oun > FK1101 WA Sk A Bl
o 13K011
, S o s (/0 AK2101 17~18 17~18 17~19 18~19
e %%fﬁf\;{g >(]7) FK1101 17~17 18~20 17~20 19~20
7 13K011 17~17 17~19 17~19 18~20
o AK2101 95.6 96.7 97.9 96.8
=N 9% X9 =
ii 01)107 0;>3 FK1101 97.9 100.0 99.9 100.6
: 70 13K011 101.8 103.3 100.8 101.8

%1 :RRT 9 0.95 OEBZEWE ; 0.5%LL T, RRT 9 0.30 DIEHZEME ; 0.3%LL T, /&

WHERFWE : 2.0%LL T
X2 RTREICHTHIEAR (%)

(2) RMRAFaER

FRERESEHIR : 2006/9/27~2010/1/14

—  ABOR F

FLLIAN D 2 DFERIE 5 0.2%LL T

OIRTZY =T MU U LGE10mgl HEE L) KRR 25C - 60%RH Uit adgpig (PTP
wik) ]
AERTE H 7y ok PRAFIAH
< Bk > 5 B AR I 12 % A 24 # A 36 4 A
PEIR RAB10T-1
<YHEDOT7 4V —F | RABIOT-2 SRy Ry A iy
7 b > RAB10T-3
TR AR RAB10T-1
GEVERUE., S50 TR EE I E| RAB10T-2 A A W ey
) RAB10T-3
gt R — RABIOT'I
PR HIPLO) 3| RaioT-2 e e i A
: RAB10T-3
BFIE—PE (%) RAB10T-1 1.4~8.2 2.9~3.6
(& Rt —MEakBR) RAB10T-2 3.1~4.3 — — 2.4~3.6
<15.0%LL T > RAB10T-3 2.4~5.3 2.4~3.1
- RAB10T-1
it | oo e sss | RABIOT2 it it T h i
ot ) RAB10T-3
e o T (A RAB10T-1 17.3~19.8 16.9~19.9 17.4~19.8 17.0~20.2
e Hﬂ%”jffiiﬁj;”) RABIOT-2 | 17.5~20.9 17.6~20.1 17.0~19.4 17.2~21.0
7 RAB10T-3 18.1~22.2 18.0~20.0 17.4~19.1 18.0~20.8
SE (%) % n=3 RABIOT-1 | 99.6~101.3 98.0~100.0 98.8~ 99.5 99.1~100.1
©93.0~107.0% > RAB10T-2 | 99.5~100.1 | 100.5~101.5 98.2~ 99.8 | 101.5~103.2
RAB10T-3 | 98.9~100.2 | 100.2~101.7 99.6~101.5 99.1~101.0

%1 :RRT 9 0.95 DFEHEW'E ; 0.5%LL T RRT 9 0.30 DFEZEME ; 0.83%LL T, ERCLISOE A« DFEEWE ; 0.2%LL T

WHEREWE : 2.0%LL T
X2 RTREICHTHIEAER (%)

—  ABROR F




HRERFEHEWIR : 2006/11/1~2010/1/15

OFRT T —F kU Ak 20mgl HIET

MR FERER  25°C - 60%RH [FAadémie (PTP

w2) ]
RERTE B =B FPRATHIR
<HHE > *H5 A AA I 12 » H 24 % A 36 » H
PR RAB20T-1
<YWHBLDOT 4V Aa—F 12 | RAB20T-2 e SRy Biey e
7 e > RAB20T-3
FfeRE R RAB20T-1
(EMERS , 850 IR Y E | RAB20T-2 HWE HWE By A
) RAB20T-3
o Rt _ RAB20T-1
PR (IPLO) »Z8 | RaB2oT-2 e e TP e
: RAB20T-3
AL —ME (%) RAB20T-1 1.4~8.2 5.0~6.2
(& B —PERER) RAB20T-2 3.1~4.3 — — 2.4~4.1
<15.0%LLF > RAB20T-3 2.4~5.3 1.7~3.4
b e g 1 RAB20T-1
b | <rae e B e | RaB2T2 | e it e i
o > RAB20T-3
A O (A RAB20T-1 16.4~19.4 17.0~20.8 17.0~19.5 16.5~20.1
&2 %%ffizi{g; >(’j) RAB20T-2 15.4~18.9 17.2~20.8 16.5~20.0 16.8~20.0
RAB20T-3 15.0~18.2 17.0~20.1 16.8~20.1 17.0~20.0
SR (%) 2 n=3 RAB20T-1 99.3~102.1 98.9~100.0 98.7~100.0 99.2~100.9
< 93.0~107.0% > RAB20T-2 | 100.5~102.0 98.5~101.6 99.0~100.1 100.1~101.3
: : RAB20T-3 | 100.4~100.5 98.0~100.4 96.8~100.1 98.8~101.8

%1 :RRT 9 0.95 OEBEWE ; 0.5%LL T, RRT 9 0.30 DIEZME ; 0.3%LL T, LIS OME 4 OFEZIE ; 0.2%LL T,

WIHEBWE : 2.0%LL T

X2 RARRICKHTLIEEE (%)

(3) IR OLEN

— : R R

SRERFEHEIIR : 2018/4/19~2019/6/5

OIFXRT TV =)L) b U LkEbmgl HET) Mok 40C DR, K[UBHER]
ARERTE oy bk P17
<> &5 BH AR IRE 1% H 3 »H
PR n=1 . . .
. _ R WD T 4 VI WD T 4 VI WD T 4 VI
<YHEDT L ha—7 27| 521788884 | Do DT A FREDT 1L RREDT 1)
b~ a—7 4 U7 EE a—7 4 U EE a—7 4 UITEE
#ERB (HPLC) n=1 R R N
“1> 521T7S3334 A A HE
AR SE 19K n=6 " " "
AR VoY TRho Tz 2ot
f§ <120 H5M. HiHE L 7ol > 521T7S3334 RREE L 2o iz RREE L 2o 1z RBREE L7200 7
| Hﬁ%%ﬁ&% 2 “i& (ﬁj\’iy”) 3 ”» tl ”» 3 ” ) ” 9 ” 9 ”
g <30 LIS n=6 521T7S3334 16’55"~1724 16°49"~1732 16°05"~1722
G (%) *2n=1
£ 93.0~107.0% > 521T7S3334 102.4 102.6 98.4
(25E1HE)
BE (N) n=1 521T7S3334 85.67 92.33 101.00
%1 : RRT 9 0.95 OEZEME ; 0.8%LL T, ATl ~# DIEZE ; 0.2% LT, MEEWE ; 2.0%LL T

X2 FARRICHT BEAE (%)

10




OTRTZ— ) b o AEESmgl AEET.) Ma%E 25°C - T5%RH (e, Bk
HERTE H =BV PRIF I
<> &5 L GLSS 1% H 3 »H
PER n=1 . . .
N — . WREBD T (2N WEBD 7 (2N WEBD 7 (N
<(%E@0)7 A a—T 4 7| 521T7S3334 (ﬁﬁj—‘@; . /f/ (KE:@; 3 /(/ (KE:@; i /(/ -
. a—5 ¢ LT kE a—F 4 U TBE a—F 4 VT
WiERER (HPLC) n=1 . A .
1> 521T7S3334 Sk A A
RREERRBRSS 1 n=6 L . "
B APy APy ANy
i§ <190 S5, FEE L 720> 521T7S3334 R Lo T R L7 o T FEE L2 T
‘ FREEEBREE 2 (L)) EEP 10 4n s 1 0171 PO
P Z50 LN > n=6 521T7S3334 16’55"~1724 16°27"~1707 17217~1928
& (%) *2n=1
£ 93.0~107.0% > 521T7S3334 102.4 97.2 83.9
(251HE)
B (N) n=l 521T7S3334 85.67 97.67 104.00

%1 : RRT ) 0.95 DFEGEME ; 0.8%LL T, ARELUAN O 2 OIEZIE ; 0.2%LL T, REGWYE ; 2.0%LL T
A - K

X2 KRBT L2EEE (%)

OITRT T —F N U LEE bmgl HIE T EodE gt [D65 YR (8 2000Lx), ¥ v — LB
e
AL e R
<> FH BHAARE 60 /7 Lx-hr 120 & Lx-hr
MR n=1 . . .
. _ N WD 7 ¢ )V L WD 7 ¢ )V L WD 7 ¢ )V L
% LA T—5F 42 . i }
<(}<E@0)74ﬁé> a—7 17| 521T783334 A a—7F 4 VI =T 4 T
WiERE (HPLC) n=1 . . .
RS <(>:<1> ) o 521T7S3334 ERa) WA WA
FREEREREE 1 n=6
i B oo T B oo T e oo T
; <120 49B. HiEE L 7ol > 521T7S3334 AREE L 72 h3o 7= AREE L 72 h3o 7= FREE L 72y o T
| Hﬁ%%ﬁ%% 2 %’f‘ﬁz (%’*&‘”) 3 ”» tl ”» 3 ”» $l ” 9 ” ) 9
P <50 SLIN>  n=6 521T7S3334 16'55"~1724 16'26"~1721 16'44”~1738
G (%) *2n=1
<93.0~107.0% > 521T7S3334 102.4 103.1 102.8
(B51H)
BE (N) n=1 521T7S3334 85.67 92.00 93.33

%1 : RRT %7 0.95 DHEEWE ; 0.8%LL T, EFtUIOME 2« OFEFME ; 0.2% LT, REEYE ; 2.0%LL T

K2 FRRIIHT2EAR (%)
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BRI : 2010/7/1~2010/11/9
OIFR_XTZ—F MY 7 AEE 10mgl HE 1) fa)

2 40C DL, KA

AERTEH oy k PRTFII
< B> &5 BR A 2 ¥ 1% H 2 % A 3% A
PER n=10 WD T 4 |[MHEOD T 4 |IEEAD T ¢ |REED T 4 [EEGBD T 4
<HHEODT 4V ha—T 47| DT150 |[vha—T 4 |V ha—T (| L Aha—T 4 |V ha—T (| ha—T 4
BE> VT EBE v T BE v T BE N4 N4

WiEERER (HPLC =3 . . .

ERER _(HPLO) DT150 o o e AL FEE
L FRIEARBREE 17K n=6 o A N A o A N
; <120 45, HiEE L 780> DT150 A A E A WA
, AREERBREE 2 (4))

g o5 LS ne6 DT150 20~22 18~21 18~20 18~20 17~20
& (%) *2 n=3
©93.0~107.0% > DT150 |105.6~106.5/103.9~104.8/101.1~102.5| 99.0~99.7 | 99.9~102.2
(ZE5fH) DT150 157~180 157~180 153~190 160~183 157~189
HE (N) n=10

*1:RRT 49 0.95 DFE&EW'E ; 0.5%LL T, RRT 9 0.30 DFEBZW'E ; 0.3%LL T, RSO~ DFEEWE ; 0.2%LL T,

WIEBWE  2.0%LLF

¥2 FRBICHTHEAE (%) HEA o K
OTFRTZ =+ F) o AEE 10mgl BHET)] WAt 40°C [EG. [ERR]
RERTEH =R RTEII
<K% > &E5 LGS 21 1% H 2% A 3% H
MR n=10 WEBD T ¢ |EAD T ( |MEAD T 4 [EOD T 4 |[READ T 4
<WEODT gV bha—T 47| DT1I50 |NVAha—TF g | vbha—F g bha—F g |bha—TFT 4| Lha—T 4
BE> N N N N N
Wit (HPL = . . .
PR (HPLO) n=s DT150 o o o FES | FEE
" AREEBREE 19K n=6 N N A N o A
fé <120 Z5FH. HAE L7800 > DT150 Sk B B Sk Sk
, AEERERE 2 (4))
g <95 LIS ne6 DT150 20~22 18~21 18~20 18~20 17~20
PN =N 0, b3 —
& (%) 2 n=3
< 93.0~107.0% > DT150 |105.6~106.5/103.9~104.8/101.1~102.5| 99.0~99.7 | 99.9~102.2
(BH518) DT150 157~180 157~180 153~190 160~183 157~189
fHEE (N) n=10

%1 :RRT 9 0.95 DFEEW'E ; 0.5%LL T RRT 9 0.30 OFEBZME ; 0.83%LL T, ZERCLISOE A~ DFEEWE ; 0.2%LL T

WEBEWE - 2.0%LL T
X2 RARRIIKTL2EEE (%)

Bitksh 0 K5
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OINT TV —NF YU LEE10mg HIET) ML =i - B (D65 I, KA ]
AERTEH =BV FRIR S
<JHAE > &5 R A 40 75 Lx-hr 80 75 Lx-hr 120 /7 Lx-hr
Mtk n=10 WHBD T 1)V | WEED T 4 )V | WEHED T 4 )V | IREBD T 4L
<YHHEOOT 4 NIAa—F 47| DTI50 | ba—F 47 | ra—F 40 | ha—F 40 | ha—F 47
R <(>-Igi® n=3 DT150 o e o i
" FREEBASE 11 n=6 o A _N A _N
; <120 Sy, gLz > | DTISO i ki i ks
) FRIERBREE 2] (4))
P <95 LIS ne6 DT150 20~22 17~20 18~21 18~19
a8 (%) *2n=3
©93.0~107.0% > DT150 105.6~106.5 101.1~102.8 | 103.8~105.1 102.0~103.0
(5 1#H)
B (N) n=10 DT150 157~180 137~160 138~167 133~152
%1:RRT 9 0.95 OEZEME ; 0.5%LL T, RRT £ 0.30 DIEZME ; 0.3%LL T, ZEFLLAANOE 4« OIEFME ; 0.2%LL T,
B - 2.0%LL T
¥2 FOREICHT HDEAE (%)
RERESEHIR : 2010/7/1~2010/11/11
OTRTZ =+ b o AEE20mgl HIET] WAkt 40°C [EG., [UERR]
RERTEH =RV RTEII
<JHHE> &E5 BH AR IRE 21 1% H 2% A 35 A
MR n=10 WEBD T ¢ |EAD T ( |MEAD T 4 [EOD T 4 |[READ T 4
<WEOBDT gV bha—T 47| DT160 |NAha—TF g | vbha—F g bha—TF g |bha—TFT 4 |Lha—T 4
BE> VT BE N N N N
PR (HPLO) n=s DT160 o o TES AL AL
" AREEBREE 19K n=6 N N A N o A
fé <120 Z5FH. HAE L7800 > DT160 Sk B B Sk Sk
, RREEEBREE 2k (4))
P <95 WLN> 16 DT160 19~20 19~20 19~21 18~20 18~21
“&E (%) *2n=3
<93.0~107.0%> DT160 |101.3~102.9] 99.9~102.4 |102.4~103.2| 97.5~99.9 | 99.3~99.5
(BH518) DT160 159~202 162~193 160~180 157~207 144~197
fHEE (N) n=10

%1 :RRT 9 0.95 DFEEW'E ; 0.5%LL T RRT 9 0.30 OFEBZME ; 0.83%LL T, ZERCLISOE A~ DFEEWE ; 0.2%LL T

WEBEWE - 2.0%LL T
X2 RARRIIKTL2EEE (%)

Bitksh 0 K5
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OFRF 5 —F U v AEE20mgl HIET) A% 25°C - 75%RH LIS, Bajik]
AERTEH 7k FRATH R
<JHHE> &E5 BH AAIRE 2 i 1% H 2% A 35 A
PEIK n=10 WD T 4 [REED T 1 |[IRIEAD T 4 |IREED T 1 |[RIEED T 4
<YPEBEDT 4NV bha—F 47| DTI60 |(VArha—F 4| Vha—F 4| Vha—F 4|V Aha—F 4| bha—F 4
BE> VT BE N v TEE N N4
R jgfi@ n=3 DT160 o e o FEE FEE
" AR BRYE 19K n=6 _N _N o A _N N
fé <120 %FEIEJ\ Hﬁ%bf£b‘> DT160 J@m J@D ﬁu J@D J@D
Ve AREEEREREE 2 1R (49) DT160 1847~ 20°45"~ 20°38"~ 20°36"~ 20117~
<25 5LIN> n=6 19°55” 23°06” 21'49” 22'32” 23°04”
8 (%) *2n=3 99.6~
©93.0~107.0% > DT160 |101.3~102.9/100.7~100.9/102.2~104.4 100.9 101.3~102.6
(BE1#H)
FE (N n=10 DT160 159~202 115~156 131~165 128~167 127~178

%1 :RRT 9 0.95 DFEHEWE ; 0.5%LL T RRT 9 0.30 OFEBZME ; 0.3%LL T, ERCLISOE A~ DFEFWE ; 0.2%LL T

I © 2.0%8) F
%2 FTRICHT 5 EHE (%)

FES - R

OTRFZ =+ M) o LAEE20mgl HIE T A%t =i - BE (D65 . [UERA]
HERTE H =V KRR &
<M > FE BHAA R 40 5 Lx hr 80 /7 Lx-hr 120 5 Lx-hr
MR n=10 WEADT 4 )V | REED T 4V | IWHEBD T 4V | IREBD T (L
<YPEBDOT 4 Nba—FT 47| DTI60 | ba—T 4 7 | bha—T 47 | bha—T 47 | ra—T 47
WijEiE (HPL = . . . .
HIERER PO »8 DT160 e e e e
| R 11K n=6 R R N o
; <120 43R, BHEE L 2> DT160 HE A WA A
| Hﬁ%ﬁ%% 2 %’f‘ﬁz (57\) $ 9 bl ”» bl ”» 9’ ”» $ ” . ” ) ” 9’ ”
g o5 LN 16 DT160 | 1847"~1955" | 1814"~1922" | 1859"~20°23" | 1749"~19'38
PN =N 0, b3 —_
& (%) *2n=3
£ 93.0~107.0% > DT160 101.3~102.9 | 102.2~103.7 | 102.2~103.3 | 101.3~104.0
(Z51i) DT160 159~202 165~199 160~207 118~152
fEE (N) n=10

*1:RRT 49 0.95 DFEEW'E ; 0.5%LL T, RRT 9 0.30 DFEBZW'E ; 0.3%LL T, EFLLISN O~ DFEEWE ; 0.2%LL T

WIHERWE : 2.0%LLTF
X2 RORRIIKTLEEE (%)

7. RASERUVBEREROREN

FARR/AA

8. AL NEAELL (MEBILEHEIL)

FARR/AA

14




9. At
T HiEA R 2
(FRTZY—)ILF Uy LR SmgIAET])
IR E L O LR E SRR T A R T A O IEIC DWW T CERk 2442 H 29 H A%
% 0229 5 10 5)

v ESLE
BEE AR WHRERE S RWE
[RlRE K OGER R © 50rpm (pH1.2, pH6.0, pH6.8). 100rpm (pH6.0)

CHlE]
- pH1.2 (50rpm) Tix, 120 532351 2 A5 O V- va H 3R I A RS O SR VA H 3 £ 9% O iR IZ &
277,

- pH6.0 (50rpm) T, FEHERIAID IR RN 40% K% Y 85% LD 2 B SIZ B\ T, AR
PR SR IR HE LA O SR R £ 15% D FFHNIZ B - 7,

- pH6.8 (50rpm) Tid, EHERIAID FEIFE D 40% K Y 85% LD 2 RE T B\ T, R -8
T SRR E R D SR R = 15% D RPN B - 72,

- pH6.0 (100rpm) TiE, FEAERIA|OFEIAHZD 40% M O 85% T D 2 RERUZHB W T, KD
IS HH R A ME R D SE RS R 4 15% D FPFHNIC B - Tz,

Vb, Riowstzgh 2 m gl (8 =y FE bmg) &R L7oRER, B TORBRKICIHSWT IE
FEIE IS DA F R FEERER AT A R T A > ) O¥EEEITES LT,

(VA H il )
EHE (%) pH1.2 (50rpm) EHE (%) pH6.0 (50rpm]}
100 | 100 |
—_—— ST T UL R LR —_—— SIS L R L

80 | smg THET] 80 5mg THE L]

60 L = = —/i1) T 55mg 60 L — = =81 T w FEE5mg

40 + 40 r

20 | 20 |

0 N 0 : : n 0 A————r '

0 30 60 90 120 0 15 30 45 60
KRl () BEE (4
BHE (%) pH6.8 (50rpm) BHE (%) pH6.0 (100rpm)
100 | A 100 | )
—— NI L R U LS - —_—— ST T L T LS

80 smg THET] ,/‘ﬂ: 80 r s5mg THETI]

60 r == —={lJTw §i5mg 60 = =)il)T v E5mg

40 | 40 |

20 | 20 |

0 0 o ' ' 0 & £ > :

0 10 20 30 40 50 0 10 20 30 40
BFE (53 BFE (53
(n=12)
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(SRTSY—=)LF o LfE10mgIBEL])
BIRIEIR T D EWFRIRVENVERR T A BT A VDU IEIZONT (CERR 18411 H 24 B 3K

FAFEE 1124004 )

AR

HEE - AAERT i HRERE

X Rk

(Rl % N OGRBRIK  50rpm (pH1.2, pH6.0, pH6.8), 100rpm (pH6.0)

[ ]

- pH1.2 (50rpm) T, FEAERIAIAN 120 /3(2361F 2 EEES AR D 1/2 OFEEJER R 2 7/ 2 7e iy

RN 120 3128 T, AL O S AR AR MR R 00 SR s R = 9% D #EPHIZ 8 - 7z,

- pH6.0 (50rpm) TiE. HEHERIFI O FEIA R 40% K O 85% AT D 2 BEIZIBW T, AfhD
Vs H SR I TR HE R O SRR 3 = 15% D #EPHNIZ B - 7=,
- pH6.8 (50rpm) Ti&, HEHERLFIOSFIIEHZRA 40% K% Y 85% T D 2 BE 2B T, Afh D )
T HH SR A HERLA O IR £ 15% O FPFHNIZ S o 72,
- pH6.0 (100rpm) Tik, IEHERAIOFELEH D 40% MK X 85% T D 2 B SIZHB W T, RO
VR R I TAEE R D SR ER 3R = 15% DO FEPHNIZ & - 72,

PAb A Ow 8 2 R K (XY = FEE 10mg) & Hik U725 R & ToRMBKICI W T 1%
FE IS DA PR FERER AT A R T A ) OHEEEITEE LT,

(st )
BEHE (%) pH1.2 (50rpm) BHE (%) pH6.0 (50rpm)
100 r 100 r
—— S NTSU— L+ U L —_— ST T — L T LR

80 r 10mg TAET) 80 10mg ’HEI]

60 | =& =Ji1)I v +5E10mg 60 | —®—/i T hE10mg

40 40

20 20

0 OO O——D—0—0 A A3 0 —t

0 30 60 90 120 0 15 30 45 60 65
BERE (430 BERE (410
BHE (%) pH6.8 (50rpm) EHE (%) pHB.0 (100rpm)
100 | 100 |
—— ST =L D LT —e— SN T3V LF 2 L EE10mg

80 r tomg THETL) 80 1 THEL

50 L - =i T §E10mg 50 L — & —siUIv -§E10mg

40 40 r

20 20

0 ! 0 Or—0—0—0—0=% '

0 10 20 30 40 50 0 15 30 45 55
BRfE () BRE (4
(n=12)
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(SRTSY—=)LF )y LgE 20mgIBETL])
I EIR L DAY FRIR SRR T A BT A U EO—EIEIZOWT CERL 184211 H 24 A A%
AIHE 1124004 5)

B A
HE AAREFS  EHRBRE S RE
[El#R %L K ONRBRIE : 50rpm (pH1.2, pH6.0, pH6.8). 100rpm (pH6.0)

CHIE]

«pH1.2 (50rpm) Ti. FEUERIKIAS 120 5312 351) 2 FEEH RO 1/2 O IR R % o370 2 2 i
JRMON 120 43123 T AL OO SRV H S (AT HE R 00 SRSV HE SR = 9% D R IZ 8 o 7

- pH6.0 (50rpm) T, FEUERIAID IR RN 40% K% Y 85% I D 2 B SIZ B\ T, AR
s R AT HE R D SR R £ 15% DFEFHNIZ & - 7o,

- pH6.8 (50rpm) TliE, FEUERIFI D EEAHEN 40% K O 85% LD 2 BEAIZEBW T, AfhDH
B SR AT HE LA O S £ 15% OFIPHNIZ S o 72,

« pH6.0 (100rpm) TiE. f2 BT 42 LI ETHH 7=,

PAE, ROV HZE) 2 R ERA] (XY = ME 20mg) & Fl U725 R 2T oORBIKIZH N T 1%
FEEIE L DA FRI R FENERER T A BT A > ] OFESEEICEE LT,

(B )
EHE (% pH1.2 (50rpm) BHE (% pHB.0 (50rpm)
100 100 r
—— ST L T LR —— ST I L )T LR
80 r 20mg TBETI ] 80 20mg THETI]
60 | = =/{1) T w F§20mg 60 | = ¢ =;41) T w H§£20mg
40 | a0 |
20 ¢ 20
o O Y—N—N—N————— N —————1 0
0 30 60 90 120 0 20 40 60 70
BRE (430 BER (430
EHE (% pH6.8 (50rpm) EEE (%) pH6.0 (100rpm)
100 100 r
—_— ST S L )T LEE —— ST T U— LT )T LS
80 20mg (BET] 80 r 20mg [BETL]
60 | = =s3)I > -3F20mg 60 L =2 =41 T w $i20mg
40 | 0 |
20 20
0 1 1 0 1
0 10 20 40 50 0 15 45 60

30 30
B (53 B (53)

(n=12)
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10. B -aF

(1) FRMIRELGER - BF. NEI/RKRLER - AEICEHATLHER
% LR

(2) A%
(SRTSY—=)LF oLtk 5mglIBET])
100 $& [10 #&X10 ; PTP : #EAIA Y ]
10088 [T AF v 7R bb; NT  EEBFIAY ]
(SRTSY—=)LF o LiE10mgIBET])
100 $& [10 $EX10 ; PTP : #EAIA Y ]
500 £ [10 £ x50 ; PTP : §at@HI AV ]
10088 [T AF v 7R bb; NT o EEBFIAY ]
(SRFSY—)LF LR 20mgIBET])
100 &£ [10 #£X 10 ; PTP : #&HKIAD ]

(3) PHEBE
% L7

(4) BROME

WRoe4 PTP &% VA S
PTP K UMILE=UF o7 (b KR KU =FLo
TRTTZ =T YT A TV =Y L ¥yv7 R TuELY
§it 5mgl A = 1] Er—: 7= AE WA VAT IS

HORA B4 T A B

PTP : AUk =/7 1)V A, AL RV FL

N TN =T L Fyv 7 R T L
A VA Ay % s NUR VN I - . o
Ea—: 7AI=0h RV F LY R T ue Ty
$E 10mgl HET ) -
BET7 4 VA

FORA . BKEA T A b

PTP : AUk =/17 1)L A
TN =T A

Ea—: 7AI=2Uh R F LY —
HET 4 VA

HORA - BRREA T A b

SRFS T R 7L
5 20mgl AET

1. BRI ShLEHME
B R L

12. Z0H#
LR L

18



V. ARICEYSEE

1. BBEXRIEZHR
(GRTZY—=F YD LGESNGIHELI, SRTFYV—ILF ) I LFE10mgIHETL])
OBVESE., +IBEEE. WA IEE, WiitE/RiEZ%, Zollinger-Ellison JEMERE, FEONS AMEHE AHE
WRE, (RHET 2 Y R HRHC BT 5 B IR UT T T IBIGTE S O H R I HI
OTFRICBITDEAY a s Z— . vrl OFREOHE)
BIESS. +HEMES. H MALT Y o 3ME, St MRBE, F B k3 2 WREINIR
WnE, ~Uansg—. vn ) EYRER

(SRTSY—=NLF )L 20mgIBET])
HiEE. + AR S. WEEEE., WRtERIE 2%, Zollinger-Ellison JiE

2. PEEXIISHRICEET TR
(GARTZIY—=)LF b LgESMgIBELI, XTS5V —)ILF R LGE10mgIBEL])

5.RERIZRICEHET HEE
(ZheEEE)

51 AFNOBHNEHRIC XL DIEREEZMT 5208 HDHDT, BEETRWI L E2HERD D 2 &5T5
Z L& (H MALT U >3, FHIE I 2 NMHEEIREER B ICB T 2~ a2 —-Ea o
BREG OB 2R <) .

(EU S AEBREYTE)

5.2 LGBt 2 %A H L L L TIREZMR L., JEROUGEH 2RO BV WA, il
HADIFRR BB 2 LD T2 DO 7 IEFR~DOE LRt 2 2 L,

(BERE7RAEY UEE5RICET5BEBEX I+ _18REFOERME)

5.3 It « ZROBEIMHEH O DIEHAET A ) V2R E L WD BREERGIRLE L, 5
BARICER L Cik, BIBEXIE+ HBBEEOBE L MR T2 2 &,

(ANJanv4a—-EnY) OREDHBED

5.4 #1THIH MALT U > SEICH T 20 o327 Z— - ©a U BRERRO A IPETHEST L TR,

5.5 Gy M/ M EIC R LCliX, HA RTA VG22I, ~U a s Z— . 2o U REREN
W) & W XN DIEFNZ O ABRETEREZIT S Z &,

5.6 FLHIEFEIC R 2 NSRRI EZ H LML, ~U ans ¥ — . vr U BREERIC L 5 BHEO%%
SEINHNT R 5 A 2L L TR0,

5.7 ~VanyZ— .- VEEERICHNDERZIE, ~VanxsZ— - valnGtEchosr Lk
ONHSEREICL DA~V a s Z— - Bu YV ERERTHDL L 2MHRTH L,

5.1 ARFIOBEESWIHTERIZ LY . BEIC X MRS —RICIHEHKT 2 /REER S 5,

5.3 AZhEE « WRITEHET AU v L ORMICHE 205 R(IHETH 5,

5.4 ~Vanyx—. vl OREOMB OIS L 725 H MALT U > 3f@L, BREH (Lugano [E
BREEEHD stage I B L<IE) ORERITH D, EITHIERICBIT 2~V a2y Z—.-vr ]l
BREETEHE DA IPEIFET ST e,

5.5 oM/ MR AMEIZBI LTk, A RTA4 VSR BR LT ) X CREREEZITY Z &,

5.6 ~V a Ny g — . vn ) REFEIEMTONTIEGIERE ST 5,

5.7 ~VanyZ—.vn ) EEEROBERICEL X, BE I LI DER DO G % Ehid 25 24
ERH D,

D ~YanyZ—.vnl oL FOWT O ETHRT 5,
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HE T L7 —BRER, Sk, BRI, PURIIE. IREFEFFRAR, EEPHURNE
2) BNHSMRAEIZLD, BUEEROFRNR® D Z & 2R T 5,
7RE, LW L OBREHEIE OFEIC WL, ST A RTA v E 2B RT 5,
(SRTSY—=)LF )y LgE 20mgIBETL])

5B EMBICHET 53R
KRN 5 EN £ BIER BRI 5 = & BB DT, BIETRNT L A RO S 2515 =
v,

()

AN EEAWIEIEC L 0. B L BRI 5T 5 AN B 5,

3. AERUVHE

(1) AERUVAEDORES
(SRTSY—=NLF FY I LESMGIBETL], SRTSY—ILF ) LRI1O0MgIBET])
(BES. +-EmES. WALEE. Zollinger-Ellison fE{&EE)
WL A i7«77/—w%b)¢A&L11E1Mg%1E1@%DF%#5# IR
D1FE20mg % 1 H 1EREOELGTLZ LR TE S, 2, @E. BiEE, WAHEE I8l W
FC. FoEBEETII6EME CO®RE LTS,
GEFRIERE )
- 1A
W RIER OIREIZEB W TR, @, RAZIEI_XF 7Y — L h) A& LT1H 10mg # 1
Hl@ﬁu&%#éﬁ\ﬁﬁaiw1@mm@%1ﬁlﬁﬁmﬁﬁﬁé*&ﬁf%é A SNBTINN
S Wl TCoHL L4535, 7o, Tu bR TFA b EX =L DIRBETHEARTSRGE. 1
[jmmgXi1@2%g%152[]é%KS@%%D&§T5;k#f%éﬁjﬂAﬂjmmg
H 2 BIHGITEEOEGEL G T 256I12R S,
- MEFHERIE
FF « A IR R RE R OMERFRRIEIC BV T, @, RAIKIET_T T — 1 R
AL LT1E10mg 21 A 1EEAREGT L, £/, 7r bR 7 A e B2 —IZ L D1EKT
HRARA 43 220 B TE R OHMERFEIEICB W T, 1E 10mg 2 1 H 2O T 52 LN T

éo

GEU L AMERENRE)

WL RANCIE TR I = F R AL LT1E10mg 2 1 H 1 ERAKET S, ok, @i,
4B ECoO¥ELT D,

<ﬁm§7x€u>&5ﬁc£ﬁéE%ﬁxu+:ﬁﬁ%ﬁwﬁﬁmﬂ>
WE., RAKIZTIRT T =L VoAt L TClEbmg % 1 H 1EKEAKRET 08, 2hEART
OEAEIE 1A 10mg 2 1 H 1EEAFEEGT 252N TE D,
<AU:n99— EnY OREOH#HBD
WE. RAIKIZTIRT T = U oAt LT 1 [E 10mg, 7EF U KM E LT 1 [H
750mg (Fiff)) KO 7V An~A b LT 110E 200mg (i) @ 3 FlZFFHZ 1 H 2[E, 7
A& #53 2%,
B, 77V AnwA R, REIDSCTHEHETHI ENTE S, 2720, 1H400mg (/)
i) 1 H2H%Z ERET S,
T bRy e — TEXVVY VKRE RN T Aa~wA D 3HBEEIZ L DA~
Janyg—.val) OREIRENSFRIOSHA T, b aiEE LT, @%, AKX
RFZY = F FU AL LT1H10mg, 7EFXF VU vk E LT 1E 750mg (i) KO
A b=V —~tLT1E250mg D 3AZFKHZ 1T H 2, 7 BRKROKEST 5,

20




(GRFSY—=)LF b)) HLfE20mgIHETI])

(BEE. +—ERES. WELIES. Zollinger-Ellison fE{ZH#)

W, RAICIETRT T = R AL LT1E 10mg 2 1 B 1 ERO#EGT 528, Hikic &
D 1[E 20mg % 1 H 1B NEET 52 LR T& 5, ok, @%., BiEE. WA HIES T 8 K
EFT, FOERBEE I 6 HEE ToORE LT 5,

GERIERE S

WEMEAIE R OBFICB W TR, @, RAIIE T XTI Y= hU oAl LT 1H 10mg % 1
H1ERORS T2/, WIRICED 10 20mg 2 1 H 1ERAOKBET LN TE D, 2B, 8.
S Wl CToHL 45, /o, Tu bRV TFA b EX =L DIRBETHEARTSRGE. 1
[ 10mg XX 1M 20mg # 1 A 2 [F], & HIC 8 MHRAKEGT 52 & TE S, 7272 L1 1 20mgl
A 2 [ SIXEEOKBEEES 6T 556I12R S,

(2) AZEBRUVHROREREE - B0
(GRTSY—=LF b LGESMgIBELI. SRNTFSY—)LF U LG 10mgIBEL])
(BEHZ. +-HEER. WaREE. SRERER)
17.1.1 —BRBERERE UV _EERLRRAR

B, + RS, R RE R R OIS RS 2 %t 52 1 H 118 10mg X% 20mg ##%5- L
- —HREE AR R O TS M ERGARR (G-I 6~8 ) OMFEIZ TRDO LBV TH DY TP,

P R BRI R

BIE% 94.0% (189 /201 1)
+ R 99.4% (159 1511/160 i)
W A A% 90.9% (50 f51/55 i)
&R 83.3% (10 f51/12 1)

70, He A MREDAIBRTIMEO MR IERIER 2 X RI2 1 A 18] 10mg % 24 B S U7HERpR L

(CHEMLEGEBR) (281) 2 NHRSHIFEFERFIT 78.6% (33 fil/42 fil) Th o721,
BEAELOHEOT 7 h Ry T A Ve B —IRRICIEUES D ORI SEREE AR L L
7o h 8 B ONEEREIC L JIBERITITROLEEBY ThoTe Y,

1 [F] 20mg 1 [F] 10mg 1 [F] 20mg
1H1[E 1 H 2@ 1 H 2@
s 58.8% 78.4% 77.0%
- (60 f51/102 ) (80 f51/102 f) (77 1100 f5)
. 65.1% 87.1% 79.5%
grade A &% grade B¥
(56 151/86 1)) (74 71/85 1) (66 131/83 151))
. 25.0% 3% 4.7%
grade C & ® grade D* >0 35.3 64.7
(4 /16 #1) (6 f511/17 151) (11 $/17 %1)

E1) X777V —nAF M)A 10mg/H, 7Y 7T —1N30mg/H, A7 F > —/L 20mg/H
Z 8 TMLL R 512 (S HRVBI SUTHERF R E IS FR %
Kot B R (W 2) IZXDHEEE
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WEAEROHED T B bR T U B X —IRRICHRPTIET Y O RTER 2 xR & Lo
Rtk 52 IR G- O NS AT L D IEFEE (PIHE) IEFRDOLEBY Thok 9219,

L 10 L 10 FEFRBOREM % @
m m
h @g hs Eg (95% {2 #11X )
PfE Y
44.8% 73.9% 29.1 (18.9, 39.3)
52 % D &R
B 52 M DI (73/163 ) (119/161 #1) P<0.001

a) 10mgl H 2[8-10mgl H 1[8], b) x?2kE
H2) 777V =) hYTA 10mg/H « 20mg/H., 7Y 7 FY =/ 30mg/H, A AT T —
JV20mg/H |, =Y A7 Z Y —)L 20mg/ H % 8 J LA k1 H5-1% S ARIEH S THERPR L I FE 58

(EULAMBRETAE)

171.2 —_EERLBEER
S AMEE RTESFIEZARIC 1 B 1[0 10mg 2#5 L7z “E SRR (G504 8/M)
WZH 1T D Mo R O e RTH I ER e OMER SR 1T, £ 43.6% (44 $1/101 #1) . 55.4% (56 $11/101
Bil) ThHotz,
RITEMIE, 10mg #5102 i 12 f] (11.8%) TR iz, FEREWEAIZ, 1 3 5 (2.9%)
e OME B RS 2 151 (2.0%) Tdh-7= 1719,
(BERE7RAEY UEESRIZETSBEEREX T+ _I8HEFZOERINGE)

17.1.3 _EERLEEHER
A&7 AV > (1 H 81lmg Xi¥ 100mg) OEME G2 LEEL L, 2> BHIEE XX+ IEHEE
O EZETH2BEZxG L Lz “HE RGOSR, Kaplan-Meier 12X 0 HiE L7z #
5. 24 A% O BIEE T+ RGO REHERIITRO LB Tholz,
RUWERIX., 7 X7 7Y =) F U U AEE 10mg $5-8£T 157 il 14 5l (8.9%) . bmg & 5-# T 156
Bl 751 (4.5%) (ZRO BTz, EREWEAIL 10mg %58 T FRILONEZ 4 2 6] (1.8%). 5mg
BeGRET FHI 3 1 (1.9%) . IFFERERE 261 (1.83%) TH-o7 92,

1 B 1[8] 5mg 1 A 1@ 10mg %t i o
(150 #1) (151 f1) (151 f1)

FRRAIEL 4 1) 2 15l 32 14

Pe by 24 B O RAEFH R o) 2.8% 1.4% 21.7%
(95%1EHH X [#]) (1.04, 7.17) (0.35, 5.51) (15.84, 29.27)

KRRIZRI9 BN — Kk 0.11 0.05
(95%(5 1 X [#]) (0.04, 0.31) (0.01, 0.23)
P Y P<0.001 P<0.001

a) Kaplan-Meier {£IZ X 2#EE, b) Logrank &, ¢) L7~ L/ > (118 50mgl H 3 [F])
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(%)

1004 -8~ 1 H 1M 5ng
90 -©- 1 H 1 [F[10mg
- ?‘Tﬂu
80 1
70
2 601
T
7 50
Z 1
301
9 4
20 [
10 5
01 e 114- ———————————————— Eﬂ
0 12 24
At Risk WS BA S S DR GB)
1A 1M\ 5mg 150 150 139
1 H1M10mg 151 151 142
popi 151 151 114

Kaplan-Meier {412 & % B85 U3+ RS O BEFE IR

EIHlz, &5 24 WLIKE, 777V —F MU U AEER K 52 kG G- Liciha (REChi
K 76 #E#&5-) . Kaplan-Meier {EI12 L D #E L7 BIEE XL+ _fpEEo BEEFRRII, 1 H 1
Bl 5mg T 3.7% (95% {5 #EIX ] : 1.53,8.64). 1 H 1[7] 10mg T 2.2% (95%(5#EX[H : 0.72,6.75)
Thoto, oB. 5 24 BLFE, MREETT T 7Y —F U A1 H 1A 5mg X1 H 1
[6] 10mg (2800 2 T, ek 52 kG G- L7 2,
(BEEXE+ZEBEBICETEAY /04— ERYOKREDHED
17.1.4 ENERKFER
~Yany Z—.vnl EEOBEE I ZEREEOBE Z R E Lo ENORBKRR (7
IS =T RV A TEXVVY VKRR T ZAa~vA 01 H 20T BRERAOKES)
BT HRERIITRDO LB TH D,
BIERIZ, X7 7Y —F FU DA 10mg, 7EXT VU KM 750mg (ffi), 77V Anm
~A 2 200mg (Jiff) FEI2 L0, 129 B 40 B (31.0%) (28 B, EARENWERIT TH 16
B (12.4%) . #KM# 13 1 (10.1%) Thotz, £/o. F_XF TV —F b U 7 LA 10mg, 7TEF T
U »oKF 750mg (Jif) . 7 7 U Av~ A 22 400mg () #5112 L 0 | 123 B 55 6] (44.7%)
\CRIVER 23588 & v, E22 BIVEIE T #2661 (21.1%) L #14E 13 451 (10.6%)  BER L 1341 (10.6%) .
89 761 (5.7%) Th o7,

Wi
BIAN D 1 [ APy -
- e R 3
5 XS5 —LF h U A 10mg
87.7% 83.3% 85.7%

TEX VU K 750mg (FMf)| 2 [8l/H

)5y xm~t o 200mg (B (57 f5l/65 1) | (45 5154 %)) | (102451/119 f5)

FRFZ ) —)LF kU 7L 10mg
TEX VU K 750mg (FMf)| 2 [El/H
75 Y Z2n~<A 3 400mg (i)

89.7% 87.8% 89.0%
(61 f5l/68 f41) | (36 f5I/41 1) | (97 /109 )

/-, Tu bR TA e EE— (FUITT ) TEXVVY VAKIE N T A=
AT D 3EFEEIZI DAY any Z— ) OREEENPRRD THoTo~Y axysZ— .
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o U GO BIEE XX+ HEBEREOREE R E LEERNORE (X777 — ) U oA
TEXVY UKL RA ha=FY—Ld 1 [ 207 ABRAOFEE) BT 2BE I 82% (49
/60 ) EHEE SN TVD 2,

(SRFSY—=)LF bV LE 20mgTBETLI)
1711 —RERFERE UV _EFREEHR
B, + FEIES. WM ERE R K O A EER 2 X512 1 B 1B 10mg X% 20mg % 5- L
- FRER R B M OV B MR AR (R G-I 6~8 HR]) ORGEIZT TED LBV THDH P T,

P BRI R

BIE% 94.0% (189 /201 1)
+ R 99.4% (159 1511/160 i)
W A A% 90.9% (50 f51/55 $i])
&R 83.3% (10 f51/12 1)

WEELOHEDO T 7 b
75 8 MR ONHEIHRA

YR T A b B —IRIRICIRPUEY ) oW EREE AR E L

WCEAWBBRIITEDO LB Tho2 Y, [7.2 5]

1 [F] 20mg 1 [F] 10mg 1 [F] 20mg
10 1M 1H2MH 1H2MH
s 58.8% 78.4% 77.0%
- (60 171102 f1) (80 151/102 f51) (77 511100 f51)
. 65.1% 87.1% 79.5%
grade A &% grade B*
(56 151/86 1)) (74 71/85 1) (66 171/83 151))
. 25.0% 35.3% 64.7%
grade C &% grade D*
(4 f1/16 151]) (6 11/17 f51]) (11 /17 f511)

1) XTIV —=nF MU UL 10mg/R, TV 7 TV =)L 30mg/H. A AT TV —/L 20mg/H
% 8 MMRILL L35 5B A RIGI U TMERFIRIE U 56

ot PR (S

2) WK DEGEE

F7-. BRIEFREBRICB WV THN pH EEEAN I RXT 5 —F R U 7 A1 H 1H 20mg 5
T1H 1M 10mg #HIZHTHRS, #EHEEEICHT 2777 — L M) v AgE1 B 1A
20mg 5O FAMENRD STV SD Y )]
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. BERUVAERICEET 8

THERUVAERICEET 58
(GRTSV—NF rUH LR S5mgTIAET])

(ZheEEE)

7.1 5mg $E1X 10mg §E & AW FHIRIZEMEDN RSN TV RN, BHAET A Y VRGBT 5E
1B U3+ 8BS O B IHIC BT, 1 [E 10mg (IZHET 25510I1%, bmg §E% 2 fEf 57
HZ L, £, MOEE - WRICEB W TE G EEZMETT 25512, bmg $EL 10mg HED AHLEH %
fTolanz &,

(BEE. +—BHEE. WAEHEE. Zollinger-Ellison fE&EE)

7.2 RN LA B OESENE - EEHAMEDSAIC 1B 20mg 2 1 H 1B G452 LR Tx 5,
GEFRIERE )

7.3 R E L WA M OFHM: - A EOSAIC 1 H 20mg 2 1 H 1 G528 Tx 5 (|
FE o HIRE B KT E R OMERRRIE, e PRV T A U B B X I LB IRETHIRAT
DRBEITRL ), £/, Zu bR T A U EX =L DIBRCHEARATSREBE L 1 [
10mg X% 1\ 20mg # 1 H 2 [F, & HIZ 8 ML T 25613, WHEMRA CHIRMEREERIE
WL TCWRNWZ EA2MERT D&, el AKI11E 20mg O 1 H 2 [BEH 1L, NRERE CEED
KERRIE R 2 R LI A ISR D,

(GRTSY—=)F ) HLfE10mgIHETL])

(FhBELLE)

7.1 5mg $E1% 10mg §E & AW FHIRIEEMEDN R STV W ®, bmg $E & 10mg $ED A A 21T
A AN

(BE®E. +—#ERES. WEIES. Zollinger-Ellison fE{Z#)

7.2 IR E LWGE KON - BEEOLAIZ 1M 20mg 2 1 H 1 REG T2 LN TE S,
GERIERE S

7.3 JIRDE LA R OESEME - BEHAMEOBAIC 10 20mg 2 1 H 1 [543 2N T& 5 (F
o R AR KT WM ER OMERREE, e FURV T A e BEX I K DIRIETRIRAT
DR EIERL ), £2, TR MRS A B EX =T L AIBETHRARS B I L 1 [
10mg XX 1 [ 20mg % 1 H 2 [0, &5 8 MG T 2561%, WHSMRE CHMERER R
WL TWRNWZ EAMHERT D&, el AFI11E 20mg O 1 A 2 [BEHI1%, NHERE CEED
G E 2 st LT B IR S, [17.1.1 2]

(GRTSYV—NF U LR 20mgTHET])

(BE®E. +—#ERES. WAELIES. Zollinger-Ellison fE{ZH)

7.1 RN LWV B OESENE - #EHAMEDOSAIC 1B 20mg 2 1 H 1RG5 2 LR TEx 5,
GEFRIERE )

7.2 SRS LA R OESEME - BEHAPEDBAIC 110 20mg 2 1 H 1 [543 2N T& 5 (F
% R AR T WM R TE R OHMEERIE, 7u R T A e X I K BIRE TR
IRBEIERL ), o, TR VRV T A e B I K DIERETHRA T BEICH L 1 [
10mg XX 1 [ 20mg % 1 H 2 [B], &5 8 MG T 2561%, WHEMRE CHMERER R
L TCWRNWZ EA2ERT D&, ek, AFI11E 20mg O 1 H 2 [BEH1E, NEERE CEED
KRS E 2 fess LT A ISR D,

(fiFEsL)
AFNOEGEHR IR TIZ 1 H 1[H 10mg &5 & 1 H 1 [H 20mg #5258V BN pH _EFA/ERA R
SNTWAA, 20mg 5 Tl 10mg % 5- & T X BUVMEANRRD bR TWD DT, ki
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LWGAIZ 1T H 1R 20mg 2859252 N TE 59,

FTo. BAIOEKRER T He LB HUAIE TIHRIBICE S o - BIRE., +faliEs (e
1B5%) (x4 5 1 B 1\ 20mg & 5O ENRD SN TND O,

7a NIRRT A e BRI X DIER TR AR A it R 2 O BT XE L K] 10mg X
% 20mg % 1 A 2 [\#EE L7ZBEOEBERIT, A% 20mg © 1 A 1 BEGREOERERA RS Z &
NERREBRIC L > TREN TN D 19,

(GRTSY—=LF b LgESMgIBELI, SRNTFSY—)LF U LGE10mgIBEL])

7a NIRRT A e B X I K DR TR A A i R E R O B OMERRRIEICH L AR
A 10mg % 1 B 2 MG LEBEOIEHFHRIL, AH 10mg @ 1 H 1 FRGROIEFIEEEZ EH S
ZENEERRBRICL > TRERTNS 19,

(SRTSY—=)LF ) LgE 20mgIBETL])

I« PR A MR 0 SRR R A R OHERRIEIC BT, 1 H 1\ 20mg DR EITEKRAHETH
D

5. ERERAIE

(1) BERT—21Rv 75—
MUERR L
(2) EREREEHER
M ERR L
(3) AERGERFAR
BIRG. + RS, WEiEg., JiRtE&iE %, Zollinger-Ellison SEfERE
BiEE. + fRIBEE RS g, AAID 20mg ik 40mg % 1 A 1 [EFG L, Aotk g4
PEZ MR L7, W oORGEIZE N THEmWARIME L ZaMERRO Hit, 1 H 118 20mg O
BT+t BEnGonsborEx b0z,
) 1 H 40mg B HITAGEINHETH 5,
(4) BIEMEER
1) AREREERER
1-1) EEVEAALIEAT BSOS
OFES. +EBR5. WaiEs. Wit RE R, Zollinger-Ellison JEAE
AHN OB Z BT D701, BiEE, + T HEBREEE 252, 1 3 1E 5%, 10, 20mg
P b 3 HERER O “EEREGABREZ i L7z, TOME, Kk EEOGHETITI3 HE
EblZEVMEEZ R L, 3 HEMICAERZTRD bNhr oo, NREESEE OIEEEZ Tl &
L7 KV EEMZRMERE R 2 E LT, b @mWRIRA IR TX 5 20meg 2B & GEIIME &S
RILEGABR CHWO &) Th o LS,
E) 1 H bmg HE KB HETH 5,
@IS AN E A W iEiE
HEOSAMEEBEWRIEEZ MR E LT, IXFFY—LF FY A 1H1Eb5mg, 1H1[E 10mg
Z 4 WG LIZBoaE L ZettoBiitd B, 77 v REEe xR e Lz, “EERLER
Bk % S0t L 7=, WEBRAE ORIUC STz - TE, BRI RS B 2088 (& 2) T grade
M (BFER) ThdHZ &, BN HHIEEAID 1~2 BEERGIZEW T, 1BRIBHLAE
AID 7 BT 2 AL EOCTIER SIS D Z L 250 E Uiz, TOME, AEhMED 1 EHmE
HCTod DR MIRAEREO M 522 AE GHMEERTO 7 HEE HHCT 23K L TORER OF
B) 1L, 77 EARREET 20.9% (19 #1/91 f41]) . 5mg £ T 34.4% (32 41/93 f5]) . 10mg £ T 43.6% (44
#1101 f5]) THY ., bmg BEE 7T B ARREOMICABZITRD b2 o720 (p=0.074 ; Steel K
iE) . 10mg BEIX 7 7 B ARE & ik L CHREICENL TV 2 (p=0.001 ; Steel F7E).
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70 10mg #5-TiE 102 il 12 6 (11.8%) ICEWEH23FE 0 b, EARRIWER L, [H5 3 4 (2.9%)
Fe ORI 2 61 (2.0%) T o7z 17,
) 1 H 1[0 5mg 3KBANAHETH S,

@BHEE T+ FBIHERICBT A~V a s 22— v'a U OREOHHE)
AN anyg—-ea VGO - + ZHEBEGEEERNRICTI T T =L NI UL TEF
VYK Y AnvA oD AL DAY 3y Z—vr U BREER L et
EIRETT 5 S hiak EFEES —EE R Z E L2, FTiio 4 FEEOREERIED > H, Wi
Z1H2[E, 7THHEEOEGE L, WTINOEGEREIZENTH 80% &2 DRERA R LT,
B, ITRTTV—)F hU T LA 10mg, TEXT VU VKM 750mg (Jiffi), 7TV Ar~<A
T2 200mg (ff) 5Tl BIFEAIX. 129 #ilH 40 #] (31.0%) (ZFRO HAL, FREIEHIZT
116 1 (12.4%), #AfH 13 61 (10.1%) THV, F_X7 7V —F hY 7 A 10mg, 7EF Y
VKR T50mg (Jifili). 7 TV Ao~ A 22 400mg (Jifl) &5 Tix. 123 FilF 55 6 (44.7%)
WCRIVER 23388 B, E22BIVEAIE #2661 (21.1%) LK1 13 41 (10.6%) . W 5% 13 41 (10.6%) .
g9 761 (5.7%) Tdh o7z 20,

5 FREE R
KHA D 1 [l 5 & -
- EIE7 R R =

FXFZ—)F FY A 10mg
FE% oY Lok T50mg ()| 2 E/E 87.7% 83.9% 85.7%

_ . (57 5165 f511) | (45 /54 1) | (102451/119 f51)
77U An~A 3 200mg (Jiffh)
FXFZ—)F FY A 10mg
FE% oY Lok T50mg ()| 2 E/E 89.7% 87.8% 89.0%

_ . (61 pil/68 ) | (36 /41 #1l) | (97 151/109 i)
7 7Y An~A 3 400mg (FI1f)
TRTZ ) —)F ~U 7 A 20mg P
FE% oY Lokl T50mg ()| 2 E/E 93.2% 89.5% 91.4%

_ . (55 /59 f51) | (51 /BT H1) | (1064F1/116 1)
75 Z2m<A 3 200mg ()
TRTZ ) —)F hU 7 A 20mg P
TEX VU KR 750mg ()| 2 [E/H 93.3% 85.0% 90.4%

_ . (70 B/75 51) | (34 /40 1) | (104 41/115 1)
75 Y Z2n<A 3 400mg (1)

7. TR TV— S U T AORBNICEE L TS CYP2C19 i&fs 1 (homo EM. hetero EM.
PM) OBAEZITV, EfsRBIERERIX, homo EM 85.9% (128 {51/149 1), hetero EM 88.7%
(204 #1/230 1) . PM 96.3% (77 #1/80 #]) & WFHOREYL 80% &2 HRERTH Y . Bin+f

ZANIBRERICRE RPBE G2 2 holz, S5, TEFV VY VKRN ) 2u~A
NCHRT DI VEDS R RS LIET T B LR LR, 77U 2a~ A v iox LTz Lo
DIEFNZ B TRRE SRR MEF TR S, KRERPEITE 2 o7 20,
) AFNOERBAELOCHEE B2 (V. 3. HIEEERUHE] OEER),

1-2) bhsithn

OBEE. + BRG] 5 itk
AHF D 20mgl H 1 [R5 O BIEE. + R IBEEEE T3 27 A2 BEICEE T 572912,
PUBEH 2 xRS &2 " EHERIEGBR &2 F20 L=, T ORE, AANIL, NWRSIWERE, 2k
T, MR 2R RO HEOFEIC LV . BiEE N O+ ZHRIBRIZ B T U CEALVZERIRIA
MM EHET LA TH D Z L DBMER SN,
¥, BAELAIAT A EMISRBROGEM A RFHE RS, KbEWIESYIHcEHAEIZ1A 1
[6] 20mg T 5 & WM L, Fhikakiiy (B IAH SRt & 92 L7223, AAIo k& OH
BOBREICHT- > UL, BIEAIITHEMGRR C1 H 18] 10mg %5 & 1 H 18] 20mg &5
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ORI B RZENRBO BN h-7=7-% (1 B 18 5mg $¢5-& 1 A 18] 20mg #5 ORI HIE
BONRELEEDIERETHERAZHY), B, 1 B 1H 10mg HEERE L, £/, BN
pH HEB I ZIETEACIZ 1 B 18] 20mg #5281 H 1 (8] 10mg #5112 THR< | & B ICEEME
BHCRIT 5 1 A 1F 20mg & 5-OF ML ZEERHEIN TN ZE0E, FRICEY Rk
N LWEA RO - BHEMEOEA) 1 B 18 20mg 5N ATREZRHIER &L Lz 96,

QEEETEN R REER (B FEROHED T 0 F R 7 A b X — IR HEIME O e 2 E

R) EXRL U2 skt FEEA L SRR A FEh L=, 2 ORR, &5 8k ONH
BT RAC X DI RIT, 20mg 1 H 1[G E e LC, 10mg 1 H 2 [A# 58 % 0 20mg 1 H 2
A& HRED WA B E D> T2,
AEFSLEOEERORBHEIL, 20mg 1 H 1[E#EGH &KL T, 20mg 1 H 2[F#EGHTHE
2@ <, 20mg 1 H 1A% 5H#E 10mg 1 H 2 BEGEEOBICHEERZX o T, BEIEER]DOE
I, BEOFERLOIRBLFEN 20mg 1 H 2 BEGHETHW—F T, REE, SEOFERORELR
FBEREHETREREWVIT R o7, 8-> T, AEFLLORIEHREORBROFE VL, BED
FROBBIEOENIERT 2 EE 2 bz 19,

@7 m hrARTA e B2l RE RIS S 10mg 1 H 2 BI&5-OHERRE (CZEE
T L AR
WHEOZa hUARy T A e X —% 1 H 1EISEMLLEES Lz b b & T INHREENIZTA
WICELRNWT B hURy T A e B — BRI E R EE AR L L, AH 10mg X
20mg % 1 A 2 [0 8 R 1 # 5 L QREEH)  WIRSEHIZIE A FE O b 7 BE T W TUARK] 10mg
1 H 1EZxRE LA 10mg 1 H 2 [81% 52 RO 5- 3 2 HEFRRE (CHEMIEEER) o
it E1T -7,

ZORER, REY (8HM) 128175 10mg ik 20mg 1 A 2 [I5ONRERTERR (FFJuf)E)

1%, 87.4% (362/414 f5l) Toh o7, FHEFMEHE Th DHERFRIER] 52 WRFO NHREEHT RIC X 59

AR (FPRE) 1L, 10mg 1 H 1[5 (44.8% : 73/163 ) & #E LT, 10mg 1 H 2[A]

BHHE (73.9% : 119/161 f) THEICEWIEFFREEL /R L (P<0.001 ; x2 BE), HMERRED

52 WRFOEIVEHZBIEIL, 10mg 1 H 1 [ 5HET 3.9% (7/178 #) , 10mg 1 H 2 [ 5-#ET 6.1%
(11/181 f5)) TH -7,

MiEH A NV AEOHER, BIEERBLRICE VT HERK LRI bhiehoiz 19,

@EAET A ) U EERHICB 2 BIEE X3+ B IHEB O mRmEl (ZE 5 R HigkER)
EHET 2 Y > (8lmg/H X% 100mg/H) DORMIHFEENLET, 2OBEE U+ _faas
OMEFIEEGT H2REERRIC, 77V U8 (50mg 77/ 1 H 3RIEE) xR LT, 7
RTZ—F U ASmglEdH DT 10mg §E4 1 B 1[0 24 AR G52 —H BRI %
Skt L7z, 452 5l (5mg & 150 5, 10mg & 151 i, 77 L/ UBE 151 B) &G ohIEMHT g &
Uiz, ZOfER, FEFMEER CTh 55 24 BB 2 BHIEE T+ i85 ERE O REFEEE

(Kaplan-Meier {ERW - HEEE, 95%EFIX M) 1%, 5mg FET 2.8% (1.04, 7.17), 10mg # T
1.4% (0.35,5.51), 77 L 7 UEET 21.7% (15.84,29.27) TH V. bmg FEL T 10mg BT & BT
TV RS I L O BICEN IR OISR A2 R Lz (WL h p<0.001; Log-rank
BE), BIRFHMEE B Td 5 EEEAE M (8 XX+ G o i kg g) o REEE$

(Kaplan-Meier (%% HIV N2 HEEAE, 95%E X)) 1%, 5mg # T 0.0% (0.0, 0.0) . 10mg # T 0.0%

(0.0,0.0), 77/ VEET 4.6% (2.24,9.48) THY, bmg HEL N 10mg BHZ & bicT 7L/ v
B & i U CRRICHE L EEEARE i ORFEIHI R 277 L7z (341 d p=0.001; Log-rank
BIE), #5 24 l% F TCORWERBLERIL, bmg #ET 4.5% (7/156 f5) . 10mg £ T 8.9% (14/157
), 77V UEET10.1% (16/158 f4) THY ., I_XT TV —F M U ARG THILLZE
7REIERNE 5 meEC AN 3 B (1.9%) . NTHEREEEH 2 ] (1.3%). 10mg FEC NHI K T2 4 2

(1.83%) TH o720,
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2) ReHER
M ERR L

(5) BE - WEAHEER
M ERR L

(6) AEMEHR

1) SEARERE (—REAKERE. HECEABREREZ. GARBELERAE). RERFTRT 4R
—RRE. RERTRBRAROAR
M ERR L

2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
PR/

(7) £k
L7

29



VI. EMEBICEYSEE

1. FEENICEEHSLEMNIIILEYH
T bR ST B EH—
EE  BEOH LAY ORE T REIL, KFOBTHRLEBRTH L,

2. ¥BEER
(1) {EREREL - VEFFF

TRT T =T b U T SR WG O BRMERR TR (AV T =7 X NR) 12 e b
YR> 7 (H*, K+-ATPase) @ SH FEZ &AL CEERIGMEAZTLE L, BRoW A2 Il 9 5, S DICHE
SNT-FERIEYEDRIE L, FIHEREAL D DM DN KD D\ NE T NV E F A AT L D IEHEER D
KRG L TCWDb0EEZLND, ZOM, ZJNEFA N L - CERERIEIENREIET D aTaerE & HE
HEhp 20,

(ANJanva— - En)REDOHBD
(GRTSY—=IF RO LGESMGIBETL], SARFFY—ILF R D LfE10mgIHETL))
TEXVVV VKPR O Z ) 2Aa~vf vy, TEXVVY VKPR OA ha=F—L LD 3

ROFRIEICBIT 2T X7 T =L F ) U LAOKRENTIENpH # LA SELZ &Ik, 7EF T
U VKFHR DY T Y A~ A U OREEREEED DL ZEIChD B LND W,

(2) EDZERMIT SRR

18.2 BEAL NI e
18.2.1 MR AS FICBITH A MY IR WS L, 1 H 16 10mg #5-, 1 H 1 [8] 20mg #
BTl It G AN OERRMEWERAZ xR L, &5 1 HHKOQT HH OB WEORDFIL1 A
1[8] 10mg #5-T 72~76%, 90~96%. 1 H 1 [0] 20mg %5 T 88~89%., 99% T 5 2 3,

18.2.2 U FHHEBERICBIT LT F IS A7) v 7 AMP FIKIZ X 2 B Z i35
W (4n vitro).

18.2.3 BMH A O EIEERIZBITH L AZ I N AT AN VRIBEB W, WNTT v MIE
VF 2 BB E ER I OV e A X X IS BRI R LBR A A M Ao g 0
AXHDHNET v MBI D BERyWIHEEAORIE X, tho7 v bRy FRERNC i L
<, M HARY D EFIZAD N33

18.3 B pH LF{EH
TR A B BT 2 EANpH ICK L, 1 H 18 5mg #5, 1 H 1[0 10mg #% 5. 1 H 1[8] 20mg
BHTEHICEN R EREAEZRL, 5 5 HEH® 24 FEEHIZ pH4 DL EZ R TR OEIAIX 1 H
1[8] 5mg #4500 EM*C 46%, PM*T 63%, 1 H 1 [0] 10mg # 50 EM* T 58%, PM*T 72%. 1
H 1[8] 20mg # 50 EM*T 61%, PM*T 76%ThH 5 ¥,

AT HIBESR T b 7 1 — L4 P450 2C19 (CYP2C19) #HAL, Frl@m R Lo oEsn5,
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2 X% CYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3 X% CYP2C19*3/*3

18.4 H*, K*-ATPase [HE{EH
7 X R X 0 SR L 72 HY. K+ATPase (2% L. WL EEMN 2554 % (in vitro),

18.5 MESER
7 v b ER W AREIZBIEL & 5 WITERERBRE ERIEA LA KRR LA
Pt VAT T v, BT ) — VR OT AT Y V) 12kt L, BOHIIEIEIER & 2 VO i ks
R UGEVE & o d 99 50 9
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18.7 REHR

(ANJansa— - En)REDOHBD

(GRTISV—=NF Y LGRSMgIBET]. SRTSY—ILF YD LE10mgIHET])
AFRRXIHFHWe~Y any g —-vn JEEET BT, BNAEREBICHT 57 EX
UKL 7 70 2n<A 2O 2HFMOMRIE, T_XT T =N T PO LEMAD T LI
v, HEHREIBED LN Y,

(3) {ERAZRINFA - Frisbs
MUER L
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VI. EMBEICET HRE

1. IpREQHTE

(1) ARLEDGOPRE

DR L

(2) BREABRTHERBSAOPRE

16.1.1 SRTSY—jLF YO LBEHES

fRERERL NS 712 20mg Z R F XUTRZICR OG- L 7o RO BRBRE 2B H

2 DA FIRT O, [16.2.1 BHE]

BHNRABREF O KM BE /T A —H

LTS ERE T A —

Cmax tmax AUC
Be 540
(ng/mL) (hr) (ng * hr/mL)
CENEN 437+237 3.6+0.9 937+617
Bk 453+138 5.8+1.4 901 =544

(Mean=*S.D., n=12)

E7o, EERALTIZ 5mg, 10mg, 20mg Zififs F CRERSL LR (%5 5 AH) oEyshhk
NITA=ZILUTDOEBY THD P,

RN T 1B 2 R 5 (bmg,

WERE T A =4

10mg, 20mg) DMPFEF T T Z Y —)LF h U 7 ADIK

Cmax tmax AUC (0-t) tie
& FHLAY
" - (ng/mL) (hr) (ng * hr/mL) (hr)
s EM* 146 £56 3.0 (2.0-4.5) 236+97 1.8+0.9
m .
& PM* 252+ 55 2.5 (1.5-5.5) 585+137 4.2+0.5
10 EM* 383+83 3.3 (2.0-5.0) 539=+200 1.5+0.4
m .
& PM* 509+ 64 2.8 (2.0-4.5) 1230+200 3.8+0.3
90 EM* 654+348 4.0 (2.5-8.0) 994+477 2.3+1.4
m .
& PM* 822+232 3.3 (3.0-6.0) 2331+663 3.7%£0.3

16.1.2 3 Ktk S

AR 2T T T — ) h U 74 20mg P,

(Mean=*S.D., tmax X Median (Min-Max) , EM n=16, PM n=8)
KIFRHIBER T b7 v — 4 P450 2C19 (CYP2C19) #HAL, Ttz A i v oEans,
EM (extensive metabolizer) : CYP2C19*1/*1, CYP2C19*1/*2 X% CYP2C19*1/*3
PM (poor metabolizer) : CYP2C19%2/*2, CYP2C19%2/*3 X% CYP2C19*3/*3
(GRTFY—=IF PO LESNGTHELI, SRTFY—)LF b)) LfE10mgIHEL])

TEX VY kM 750meg (Off) . KO

77 2An~vA3 2 400mg (Jif) 1A 207 A Gr12E) KERAKE LIZKEOZ X7 T
=P N U ADOIYENRE T A —ZZLLTD LB TH D Y,

RN 112 31T 5 3 RO IE®R GO MAER 5 X7 7 ) — ) N U o LAOIEYEhE/ N T A — X

Crnax tmax AUCo12 t1se

(ng/mL) (hr) (ng * hr/mL) (hr)
EM* (n=15) 5781293 3.0 (2.0-4.0) 9341438 0.72+0.19
PM* (n=4) 948+138 3.0 (2.0-3.0) 2600+474 1.80+0.32
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SIFARHIEESR T b 7 10— L4 P450 2C19 (CYP2C19) #£HA T, Fri@fz Rl vnEsns,
EM (extensive metabolizer) : CYP2C19*1/*1. CYP2C19*1/*2 ¥i¥ CYP2C19*1/*3
PM (poor metabolizer) : CYP2C19*2/*2, CYP2C19*2/*3 X% CYP2C19*3/*3
E) AGRHEROHER EE, RAEII_X7FI7Yy—1F M) o AELT1F 10mg, 7EFYV
U KR E LT 1 E 750mg (i) KUV T U Am<wA ok LT 1A 200mg (JAih)
D3HFEFEHZ I H 20, 7THMRAKREGT L, 2B, 77 ) Au~vAUf, LEITSTT
WHHEETHZ LN TES, 72720, 1H400mg (i) 1 A 2EZ ERET D, ] THD,
16.1.3 AYF MR F1EHER
(FRTZY—)ILF Uy LR SmgIBET])
BIEIR L DLW FH R SRR T A R T A VSO —BWIEICOWT (CERE 24 42 H 29 A #KA
AT 0229 %5 10 =)

TRTZ = F R T AEE bmg THET] KUY =y ME bmg &2, 7 R AA—/"—EICLD
ENENLEE (FRT TV —F hU 7 AL LT 5mg) fEEERA SIS HERR NG L Cif
W I RXT I —VREZHE L, FonE Y#HE 7 A—% (AUC. Cmax) (22T 90%(5
FE X HEIS CTREGHIENT 21T o 7o 6 R, log (0.80) ~log (1.25) DOFEPHNTH Y . liH DL FH)
[FIEPEA R STz 2,

SRS CYP2C19 O iEs+772 EM (Extensive Metabolizer) (243 S 7=

YRR N T A =X

HENRT A—H BENT A—H
AUCo-10 Cmax Tmax tise
(ng-hr/mL)| (ng/mL) (hr) (hr)
TRTT Y —)F MY U AEESmgl HIE T ]| 200+78 117+42 2.8+1.0 1.6+0.5
NY =y MEE bmg 203+76 113+36 2.7+0.8 1.5+0.4
(1 $8¥% 5-, Mean=*S.D., n=50)
(ng/mL)
120 ~
—@— XTI —IF FUI LSESMg [HET]
=N Ty bEESME
100 A
1§E#% 5, Mean£S.D., n=50
80

RS = — NI D B E

10
B ()

1 85 P SR I BE HERS

MR NE AUC, Cmax 5 00/37 A — &3, #ERFE ORI OEREAH « B O #ER
R L > TERRDAREMEND D,
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(SRTSY—=)LF oL 10mgIBEL])
BIEEI S DLW PRI ENRBR T A RTA U HDO—EBIEIZ ST CERL 184 11 H 24 H 38 &
FAFEE 1124004 )

TR =) F Y ULEE 10mg THET] KON =y ME 10mg &, 7 2 A A —/N—EIC X
DENEN18E (FRT TV —F hU AL LT 10mg) fREERR A B SRR BRI 05 LT
MIER T XTZ Y — v N U NREAZRE L, 500723 YERE T A —% (AUC, Cmax) IC
DT 90%(E 1 X MIEIS THERHIRIT 21T - 7o G 3. log (0.80) ~log (1.25) O#HIPHANTH Y . M
DAY A RS R S i 2,

SIS CYP2C19 D5 7523 EM (Extensive Metabolizer) (Z/3% S iv7=4

YR T A =4

HIE/NT A—H BENRT A —H
AUCo-12 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TR T —)F 8 U U LEE 10mg
538+239.9 288+133 3.3+1.0 1.39+0.42
THET
XYy MEE 10mg 569.0+236.5 306116 3.4%+0.9 1.33+0.42
(1 $£$¢ 5, Mean+S.D., n=30)
(ng/mL)
400 A
—@— FNTZV—IF U LEIOME [HEEL]
i AN Iy B EE1OME
300 | 1§55, Mean+S.D., n=30
200 -

100 +

PrET Sttt A NN NN AN B A=

Al

12
RERE (hr)

1 35 A e HE HERS

MAEFPREENE N AUC, Cmax F0D/3T A — 2%, #ERF ORI (KK OLRIRAIEL - B 05
R L > TR D AEIENDH D,
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(SRFSY—LF FY YL 20mgTBETLI)

16.1.2 £YFHEF1EHER

IR EI S DLW LR RENREBR T A R T A O —ESIEIZ W T CFRL 18 4F 11 A 24 H 3R
FAIE 1124004 =)

TRTZ = F R T AEE20mg THETL] KORY =y MME 20mg &, 7 2 AA—/N—{EIC X
DENENLEE (FRTTY—LF U T AL LT 20mg) EEFERAL FICHAERRAKEG LT
MER T X777 — v N o NREAZRE L, 56072 EYERE 7 A —% (AUC, Cmax) T
DUVNT 90%(E FE K VA CTHEEHIRNT 21T o 7245 3. log (0.80) ~log (1.25) OFPHNTH Y | [
D AW R RS DS R S iz 9,

YR T A =4

HENT A—H BENG A—H
AUCo-12 Cmax Tmax tise
(ng*hr/mL)| (ng/mL) (hr) (hr)

TRXT T =)} b U T LEE 20mg
925+371 523+t216 3.4%0.8 1.43%+0.30

MH =T
XYy MEE 20mg 9731343 529200 3.7£1.0 1.52£0.35
(1 #£#¢5-, Mean*=S.D., n=30)
(ng/mL)
600 +
@ SANTSV—IF b LgE20mg [AEL]
400 | -A-- /XU Iy MEE20mg

1§E#%5, Mean=*S.D., n=30

Pr Sl el AN IR NN AN RN (B 4=

200 -
O e T f
0 12
B (hr)
i 35 T R A e HE HERS

MAE PR E N AUC, Cmax ZED/3T7 A —X 1%, #ERE ORI, (RIK OFREAEL « REH 5 05k
FMHIC Lo TERDREENRS D,
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(3) &
AR L

(4) BE - SfRAEOEE
1) BEORE

16.2.1 BREDEXE

TR A 5112 20mg ZHA T XIIBBZICR O BE LR, B%ERG TR TR GIZH L tna 23
1.7 RERRAE T 5 & & b IR ZER RS HTng 9, [16.1.1 ]

Of SR D 5228k

MK (A A 7T =) CTHACHIEERE T ~ 7 12— 4 P450 2C19 (CYP2C19) ~DOREHH &I LY
FHERAPNEO OGN TWELEYTERA, ULT77 0y RUILT7 V) LTINS T —)L
FRU DA ING OEAOMFREICEEL 5 2 W2 ERREIR TS, o, HE (T
VT T =) THEESZF b7 o— L4 P450 1A2 (CYP1A2) OFEIC L W HHAEMANGED
BRNTWAET A7 4 ) A LTHIRT TV =L b U U AR P EEICEEL 52T
EMHEIN TN W9

(VL. 7. MEAEH] OEZH)

2. EYEERB/NTA—S
(1) BAE
U ERR L
(2) BALERETEH
U ERR L
(3) HEEETEH
MG R R L
(4) UYFS32R
MUERR L
(5) HHEE
U ERR L
(6) Tttt

3

%

LB R L

. BEE (REaL—ay) @&
(1) fBFAE

%

SRR L

(2) 155 A—S EWER
KB L

(1

. IR

LR L

K]

) k-REIFTE AL
AR L

(2) m#-feaeBIFTEiRE
(Il 6. (5) 4EHHI DB
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(3) it~ iTiE
(Tvii. 6. (6) =3k OHZSM)
(4) BEE~DOBITHE
MR L
(5) TOnHEB~DOBITHE
MR L
(6) MFEEAHESE
MR L

6. R

(1) FRBHERL R R

R A B 12 10mg. 20mg Z % A #% 5 L= it oREWIL. TICIERESEM 2 oS &
DWER LT AT —T R TH T, ZOMITIFREHEET 7 v — 24 P450 2C19 (CYP2C19) 28

BIG-9 DA F LRSI &0 Al L7 i A F/UiR, 8A4 (CYP3A4) 23PEG-3 2 A L7k AURUGIC
E AR LIe AVR ARRRD Bz 0 919 [10. 2]

(2) REICBEET 5BE% (CYPHE) OHFE, 5%
MY LR L
(3) VEEENROERRUVZDES
BMEE L
(4) REVOFHEOERRUEMLL., FHELE
LR L
7. EEi#
RERERR A B 112 20mg R NHE LA, ®54% 24 K E TIZRPIZTINT TV —F R oA
DOREERTRE EINT, R THDL VRV BERRED V7 a U BEIREERN RS EDRK 29
~40%, AT — VEEFIAIRAY 13~19%HEHE S 47z 19,

8. FSVARR—A—IZHT S1EH
MR L

9. BNHEICKEKRERE
MR L

10. BENDEEZETH8F
MR L

1. EDik
EER e L
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERABFLEFOERA
2EE (ROBEIZIFBELLGZIN &)
2.1 ARHN DR x LIsEUE OBE IR D & 5 B3
22 Vel UEREA RS T OBRE [10.1 2]
(fifa)
2.1 AENZKI L, va v 7, WP, BESOWBEUEDOBEER O H 5 BE AR Z &5 Li-GA, &
D BERBBUEDRIBUCORNDIBENNH 5,

3. MREREMRICEET HFE L ENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEEYT 5IRLETOER
(TV. 4. HEXOHEICEET SR 22452 8,)

5. BEELGEXRMIE L TOER

SEELEXRNMIE

(GRTISV—=NF MUY LGRSMgIBET]. SRTSYV—ILF YD LE10mgIHET])
(FhBELLE)

8.1 AFIOEHHIIE, MIEGCHFHERBICER L. @K FROMmAE - MR FIRAEE1T O
TENEFEL,

(BEE. +—EBRESR. WAHESR. FULAMBRESTRE)

8.2 RHIOMHMERN 153 TRVOD T, HEFFRIEICITA VRN EREE L,
(ERERE R OHFRE)

8.3 F¥ - HAZMVIRTHREST 0 N Ry 7 A e B X —C X DIEE CHRA 7 BE I L
THZ &L, AR, HFFRIEOLEORWVEFIITIZLORWESBETLZ L, £, &F
HIR, 77 b 2 — AR EGHI RS O ATE EE OUER K b, SRR ENS RO vk 25612
IR T E A BT D 2 & 2, MERRIETIXEMNICNHEEIRE 2 Eii 45 72 CBlE %+
FITATH ZEMEE LV,

(UL AEBREYRIE)

8.4 MIZIZ LV o), FEEEOBMITERAEVIELABNSZ L (LEMHY 2 ALLE) 2
RDH 2T H L, B, AFRORENERE, fIERE OEEEE X O OEEEERRIZ L D
JERZFERET 5 2 ENHDHOT, NWHBEREZICEIY ZNOOEBTRNWI L 2HERTHI L,

(GRTSYV—NF U LR 20mgTHET])

(FheEFIE)

8.1 AR OG- HITIE, MEECIFHEREICER L, EMIAIC IR ARORE - kA PRI E21T o
TEBEFELY,

(BEE. T—EBHREE. WaHAER)

8.2 RHIDM HRER N+ TRV T, MERFRIEIZITHW RN ENEFE LUy,
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6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESOHIBE

9.1 SHHE - IEEEDOHIEE

9.1.1 EMBHMEOREEDHSBE

(fi#n)

SHEEEUE OB D 3 2 BEICAK 2 & L84, 10 EEMBBUEDORBIC SN A B0
H5,

(2) BHtReEEERE

BEEIN TR

(3) FrtReRERE

9.3 ke EBRA

FTREZE 8 THAERMIE DS 5 %,

(i)
IS D & 2 BE TIX, SV PR Z MR L CREM AT 2 /RN H Y | IFARE TV
THFERIE 23 S TV D,
AEICIWTHENE L-ATREE (ML) B& 1281 5 MBI RER 2Bt ORE R, RN T 12 g
L C Cmax 2349 1.5 fif. AUC 2359 2 fi5ICHAMN L, tae 23 2~3 f5ICIER T 5 Z LGS h T b 7,

RN T 1 & TR BE O IYBE T A — & DLk
Cuax tmax tue AUC Cl
(ng/mL) (hr) (hr) (ng-hr/mL) | (mL/min)
TR B 7 | 4012246 3.7+1.0 1.7+1.7 809+544 | 550%260 (Mean+S.D., n=13)
JIFREs B 635199 46+2.8 3.7£2.2 | 1776496 | 201=*57 (Mean*S.D., n=10)

(4) 4FEREZRT HFE

RE I LTV

(5) b

9.5 ITiE

(GRTISY—=NF LD LGESNgIBET], SRTSY—)LF YD LEE10mgIHETL])
PR SOTIEIR LTV 2 ATREME D & 2 eI IR E O Atk etz |2 &l s s 56
OB D2 L, BER (7 v RO 400mg/kg, 7V XEE 30mg/kg) THRIEEN (7 v
N CILBEE, v X TREORK T, \LFBIE) NHESN TS, £/2, 7y NIRRT TV —
FRU T A (26mglkg/H) . TEF VY LK (400mg/kg/ HEL E) KOV F ) Amn~A v
> (50mg/kg/ H LA L) % 4 EMOFARG LB, M CHRBIREOE(LPEBD bR TV 5,
(SRTSY—=)LF k) LGE20mgIBETL])
PR SOTIEIR LTV 2 ATREME D & 2 eI IR EO Atk etz a2 & flr s 5 546
OB D2 L, BER (7 v RO 400mg/kg, 7V X#7E 30mg/kg) THRIEEN (7
N REEE, VY FTHREORT., (WEEE) AHEIh TV,

(fifa)
IR (T~ MO 400mg/kg. VY XETE 30mg/kg) THRIEFNME (5 v M TIUEEIE, V¥ XT
REOK T, (LEIBIE) NG SN TS ) 46,
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(

6) RELMw

9.6 1ZELIF
RIR EOGRMER O RARBEOF M ZZE L, L0 SUTP I 2 Bad 2 2 &, 8 ER (7
v b)) TIHHHFA~BITTEZ ENRRESN TN D,

(7) MNR%F

9.7 MNR%E
AN s G & U T2 IR ER R BRI T S i L TR,

(8) Elm¥E

(1

9.8 &

MEEEREORIER N H b o - AR T 7 PEEICER 5T 5 2 &, AAIEEL LTI
TREMENDN, EBHE CIHIHFERENMET LTV Z en2< . BWEARSbDbID Z ERb 5,
(fi70)

AANZFE L LTI CRE# S 228, @il CIIFEREME T LT D 2 EBZ 0, ARAIO KGR
DEFRRBRICE VT, 65 Ll EOBRE CTRIEMNR® Hiv, ZOWRIT FH#, R, 5% & THROOE
7%, Bi2E, Bbn EEREMEOFE TH -T2, TNOHDORWERAN S Lo G a1 I3 REES
Hig LEEICKRET D,

W) HIE. - IEREE. WA, WHRPERIER. Zollinge-Ellison JEfF #EAGRIN

. HEER

10.48E A

AR ORBFHITIAEEZEF F 7 v — 2L P450 2C19 (CYP2C19) K F3A4 (CYP3A4) DEIH-A
AL TW5, [16.4 ]

£l AAOBBRIWIHEIERIC LY . GFHEA OB ZRESUIMET 2 Z & B H 5,

) BtRRELTDER
10.1 SRR (BFRALLEWLI &)
TR BRAEAR - 518 51k By - BRIk

I e ) UEBE (22 T ) v e ) R O 1E R A PR ARH O H B i ERIC L |

) B/IrBENRH D, HANpHWNEHL, U vEY v

(2.2 ] W OWINAMET L, Y re e
VromPgEMETT 52 &
Wd b,
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(2) FRFE L ZDER

10.2 HiAERE (BFRISEET S )

A4 % ERAEAR - HEIE 715 HEFr - falRIAF
= FA T ZE 55 O i, v 3 BE 708 15797 % | AR O B BRSSIEHIE I £ 0
AFNTIXT e D, H N pH 28 EF- L AFHA D%
RzfetEd s,
A r7aFy—n FR I 0D aft, v i BE DM 9 % | ARHI O B BRI K0 |
T4 F=T BTN H D, H N pH 28 EH L AFHA D%
WNZ2HHTL2RBENLH D,

KA T VX =7 D7V« KERAU A A BN $ 5- 1 B~ il e ][R g | B P 1IN C° b
¥ TR T NG A Ol R BRI 5 1 R % IR ©
S5 afn A5 R g EE AR T AR S 2
LI 8%, 6%IK T L7z & D
Nd 5,

AR BRLFH—1h A NN L FH— hof R ER
ERIDHZENHD, mHED A
v ExY—bERGETIHIHE
X, — ISR A OG- A kg
LI ELEBETDHZ L,

(fean)
S TIX T AFAT IR LOMAEERIZONT
(B%) GFEADT—%)

ERERR AT 16 #l2 ¥ =% > 24 H 0.375mg, LA 0.25mg/H % 24 HfH#ESG L, 11 HEDS
WAELIZTRT T T R 7L 20mg/ B E/2ET T EREZHM L0 Y 2% v o Bk b
W (B 10 H), 975V —F b AERET T ERIAR (F 24 H) OV I% 0 OfN
BT A — 5 & Wl LTo, ZORR, F_T 5 =T b U & AR T 5 £ RO L
VAR LD AUC, Rl R A< A B R ot Y

fEFR AR S 9 L2 HRIC7 0 A G —_R—EIITYaAF v (0.26mg) HMEHERRT T T
—/LF hU A (20mg) &VIAXT U EOABRG TOMEY Y IX T U REARIE LT,

IRT TV =T P UL EOMEERRBRICET 2 MG Y =% U RIEOERYBIRE T A —4

AUC Cmax tmax tl/Z
(1 g+ hr/mL) (u g/mL) (hr) (hr)
Ta% T U HM 15.6+4.8 1.46+0.34 1.11+0.74 35.7+19.4
TRTZS—=F ") oL
L 18.6+4.5 1.88+0.53 0.890.22 35.5+12.9
s VadxVUHEH

(Mean=*=S.E., n=9)

AFNANTIAXTATBNTE Y IX U, KAIEFH LTS E. ATy axs o olfmhiRE
N EAFTAAEERH 5,

cKERIET VI =T LTV KRG~ 73T LA OfilFER] & OMEAEA/ERIZOWT
RN T F 12 2 2 RMRITT m A A —N—EICTIRXT TV — L) Y v LA (20mg) HMEE
il e 75 [ R R ) B OV B Al 452 5 1 PR A IR (2 d 1 2 i A il B A R E L7, )
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(

—

KERET V3 =0 B4 L KBfb~ 7 % o 7 W E A ORIERA & OAR (AR 31 5 i 5 <
75V —AF b U AREOEMBIE T A—H

AUC Cmax tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
Ve VAV Ay sl N Ry NN
1020.8+205.8 | 516.8+77.8 3.58+0.31 1.174+0.189
B
il e 791 [ s AR 942.9+174.6 630.592.9 3.38+0.31 1.140+0.181
il A& 5
. 960.1+180.2 601.3+91.1 3.96+0.38 1.120+0.165
1 R IR A
(Mean=*=S.E., n=12)
. Bl{EA
11.8l4EMH
WORWERNH LoD Z EB3H DO T, BEEZ+oIITV., BRENRD LNEEICIIE S %%
1T 27 i) e uEE21T9 2 &,
) EXLEMER & MR

1.1 EXGEMER

1111 Yavy BEERA). PFI2473F— BHERH)

11.1.2 SRMEREAD (BEARH), MEERBRE (FZ AW, m/MRED (0.1%A40) . BmiEHEm (5
FEARBA)

11.1.3 BUER S (BEEA) . R (0.1~5%Am) . BE (BHEARH)

11.1.4 FIEMEM* (0.1%AK0H)
FEEN, WEE, FRORIREE, B0 BE (REE) S50 ONEHAIIE, BN X RE O R
BEEML, AFORGEZFIET D E L bIC, BIERERVECRORGEOREY) 2L E 1T ) 2
ks

11.1.5 REEE (HEARH)
a3 R AR Rl AE (Toxic Epidermal Necrolysis : TEN) | 57 &R RARSEFRE (Stevens-Johnson
JEWERE) . 2RISR LD ZE03b D,

11.1.6 [EFEE (LA, MERERR EEARH)
BHRERM A (BUN, Z L7 F=0%) [CEETDHZ &,

1.1.7 BF FU D LME GEEARH)

11.1.8 EBUHBMRE (B ~H)
A, B, CK kA, Mmh R ORT I 47 vy ERA2 M+ 5B MARENR 5 & bh
L ENBHD,

11.1.9 |AHEE (HEARH)

11.1.10 SEELRRE (AR

FAZE, BETH, KRN, IR, AL B LBREERHODND I ERDH D,
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(2) Z0iDEI{ERA

1.2 ZOfhOEIER

(BEE. T—EREE. WAKEE. YRERESR. Zollinger-Ellison FEIRE.

(5mg/M10mg D#) FUVLAMBEREVRE. ERE7Z7XEY U BERKICEIT5BEEXXIE+215
5B DB N E)

0.1~5%Aji 0.1% A BEE R
IIR7E3 FHIERGEA | BRI, | PR BRI | A BRI 22 |
IR ERIE 2. A U 2 RERED
JiT- ik AST. ALT, AI'P, y|[#REeUrEro kg
-GTP. LDH » k5
e i £ 5 EUfEs
Hibss A, T, ISR, (M. E0E. U U AE, [ER. IR, BEREEIRY KR
A, FNZ Hb7oiu, N8, BECR|% (collagenous colitis .
=, 55 lymphocytic colitis)
FEHRFRRE R G HEV, SE0E R |TAE, FiE

PO 7T, SR, 92
KT, Boboh, K
L

Z Ot WAL AT a—) b PP A E FE B  Bob o5& BIHiR. )
fgl5 - BUN O L5 A | FEE, BEBLE, LUK, W, @7 € =7 ME,
PR, 1A TSH #40 CK & L5 K~ 73 v AfE, 2tk
E3LE

) FEBHE T RGEER A 2 S T,

(GRTSY—=IF )Y LESMgIBETI]. SRTSY—ILF DL 10mgIHETI])
(AN)anya— - ERY) OKREOHEED

0.1~5%Ajik 0.1% AT
W BUE RE. B TR
1L 1 1 R UFERERIE 2 | AR ERIBA . U v oSERIE Y
VORI G B i BRI
JHFfik ALT, AST. y-GTP » L5 Al-P, LDH » -5
TE B #iE, I E LS
THILER L, CHREE, BREE. MR, M NE. AR, 0. DER. S Rl

PRI, MRS, (ERL, AR, B[R, BRI, BBk
FRANPRIER S e

FEfp e R SRR ER
Z DAl YRR O B 5 BURVEIE, B, H O LU, B

URK,
R, BRE B FRo LUK, JREED
S RBERE . FhE R
) BEBEEITEEE X T+ BRSBTS T XTI — v R DA TEXT VY LKF
MEOT Z Y 2a~vA 2y 3FEE OGN E TORRKRER K SR E% AT Z 5T,
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9. MKRERBRICRITTRE

(GRTISY—=NF LD LGESNgIBET], SRTSY—)LF YD LEE10mgIHETL])
122.BRBERBRICRIETE

(ANYansa— -0y oKREOHEB)

121 AYyany4—-En) OREHELDIFE

TRT TGS =) F NV LREOTa NIRRT A e BT EX VY VKW, 7T AR
<A U VEOFAEDE R OA ha = — VORI G T E % TR, 18C-RFE LGB O H
TEDMBREMEIZ 72 5 [ REMEN B D 728D, BC-IRFMFZAIRIC L DBREHEZIT O HAIEL. Zh b
ROPEHHTH% 4 BLFEORF R TEMT 52 ENEE LU,

(fiah)

AAANY 3Ry B—LEDIRRTA RTA4 2BWT, TREHEIIBRE AR L% 4 BT
V. EEDLNTND,

10. BE®RS
BE STV

1. HALOZE

14 8RALDOEE

141 ERIZHBOIE

14.1.1 PTP @30 3EANT PTP > — F B HBO HUTIRAT 2 L 5 &+ 5 2 &, PTP > — hOREK

I, DS AR AT L, FICIZRIL 2 2 U CHERRINZ % 0 B 72 A DHE &2 R 58
THZEND D,

14.1.2 KFNIGEEEETH Y . IRMICH T > TEL BATZY | W20 BT, OB ET LHOEET
LT &,

(fian)

14.1.2 AFNOHER D TH DT XT TV = F b U v AF, BUERET CIIRZETH Y, HEE~D
BREEIC LD, A END, ZOROARANCITERRICKHT 2L ENE2MHET D720, IBEkE
ORI ETEL TW5D, RFIOIRMIZHT-> T, ALY, WD EFIZ, BRALTET L&
FIHRELTHILERD 5,

12. ZOHODEE
(1) BREFERICE I HH

15.1 EREREAICE D < 1H$R

1511 AFIOEMEGHICBEEOEH R —T 2RI L OREDRDH 5,

15.1.2 MM BT DEBOBENTE T, 70 F VR 7 A e B —IC K BIERICE W CRHERIEIC
P85 BB, FREEEIT. FHEBTO U 2 78R ME SN TS, Bio, SHEROEIR-
(1L E) ORREZTIZBE T, B0 27 BEmLz,

15.1.3 MBI 2 EICABRREE 2R E LIEBROBENET. 70 R T Af e B2 —%2 K
HBLTEBFICBNTIZ oA NI VT AT 47 43D BEBEGEO ) 2 7 #INAHE S Tn
Do
(i a)

15.1.1. B3, AV KT MR R OMERHRIEIZ DWW TN L 72 E A ORERRBRIZ B\ Tl
ERERY —7BRD 5N TV,

15.1.2 71 AR T A e X —IREICE 2B ) A7 OBINPEE O R R TREI LT

Do
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N
b
)
]
==
o
b
x=
(v
S

15.1.3 u ho R FA e EX—DOFEE L 7a XA NPT AT 4T 4 V]
B 2 /R 3 D BT N R STV B,

(2) FEERERARICE IS HR

15.2 JFERERABRICE D < FHR

15.21 7 v NI bmg/kg Ul E% 2FERMR OGS LB BRICBW C TH I VT ) 4 RORAE
WAL EDHREND D,

15.2.2 B FER (7~ MEOES 25mg/kg UL F) THURIRE & & QUL A A 7 % > o OB A
ENTWEDOT, HHICH T > TTRRIERRICEET 5,

(GRTISV—=NF MUY LGRSMgIBET]. SRTSYV—ILF YD LE10mgIHET])
1523 7 v MZEHETHDH TV 7TV —)L (50mglkg/H), 7EX U »KF# (500mg/kg/ H)
KOV Z ) Am~A vy (160mgkg/H) ZOFHES LicRBT, B@comEolme & i
G IR OFEEIH OHRATRD 5N TN D,

(figsn)

15623 HETHDHL TV T TV —MIBWT, Ty MITEXF VU KPR R T An~<A v
VEGERBES LR T, BETOREOMEE L & IR OB EMHIOBEMEATED STV
60
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REEBE5SHHR
AR L

(3) BizEBHEHR
AR L

(4) BARMERER
MR L

(5) &REFRESHERR
AR L

(6) BFRIHERER
AR L

(7) ZothoEHESH
MR L
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X, BEMERICEYTSRE

1. BERES

FXRFZ =) 8 U LEE 5mgl HIET )
A TR Z—F M)y AEE10mgl HIEET] | 72 L
FXRFZ =)L N T AEE 20mgl HIE T

BHRRS | IR_TITVS— T Y T A L

2. AWEIRM
34F

3. BERETORE
FEIRRATF

4. RO EDEER

20. iRV EDERE
(GRTSY—=IF RO LGESMGIBETL], SARXFFY—ILF R LfE10mgIHETLY)
20.1 PTP @137 v 48R, N T @M%, WRE2BET CTRFET S Z &,
(SRTSY—=NLF )L 20mgIBET])
201 7V ASBREMRIXIBR R AT TIRIFT D 2 &,

5. BAMITEM
BEMERLTA R H
<TvWoLEy : F/
ZFOMOBHETEM A (X, 2. ZOMOBEEEE] DOEBM)

6. F—m% - A%E
[Fl—psy : 23U = ME 5mg, /XU = v ME 10mg, 73U = FE 20mg

7. EFFREEERH
N
8. HNERFARBFEARRUVEARES. ROELNHEAD. BREMKBEAR
HR5E44 RLERTE AR H H RS EAMFLYENEAEA B | WGEBAth4EA A
FGRT T =)
202 202 202
F R U U AEE 020 30200AMX00201000 020 020
2H17H 6 A 19 H 6 A 19 H
5mgl HIET |
FGRT T — )
201 201 201
F R U U AR 010 % 22200AMX00589000 010 010
7H 15 H 11 A 19 H 11 A 19 H
10mgl H & T
FGRT T — )
201 201 201
F R U T AEE 010 % 22200AMX00587000 010 010
7H 15 H 11 A 19 H 11 A 19 H
20mgl H[E 1|
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9. MERIHREM, RERVAREEENFOFEABRVEDOAR

<ZhHE

(3B KB >

BAMEHAHE 2010411 H 15 H

ek« X7 7= MU U ABE 10mgl H [E 1)

N -
B IH
zhie | BIEG. + FEEG. Wa TR, Bigg. + _fEEg. WEEes.
U | i RE SR, Zollinger-Ellison JEERE WEPERIESE, Zollinger-Ellison JEMERE
ik | FEU S ALt B BB FRAE
-BEE. t-HEBEAE. WEREE. |- BEE. t—HEBEE. VEWEE.
Zol | inger-El | ison fE{&RE Zol linger-El | ison fE{&RE
B8 ) (%)
L | - BiRERER - MR RE %
KOV BTHEY) (&)
M| - VLAY BBENTAE
W RNCFT T T — L F Y AL L
T1H1EN0meZ A& 592, 7ok, .,
4 E oS L35,
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<AELOHESET >
BIMEAH 201144 A 5 H

RGek « 7T T =) Y T ABE 10mgl HIE T,

FXT T —F b U U LEE 20mgl HIE T

A
B &
<TIGRXT TV = F MU U LEE10mgl AETL > | <FX7 T —F ~ U U AR 10mgl AET] >
<TGRTZ =) M) ULE20mg HET] > | <TF_XT T —F b 7 L8 20mgl HET] >
BEE. T_HEEAER. WEHERE. | BEAE. t—HEER. WEHER.
Zollinger—E||ison fEIRE¥ Zol linger—E| | i sonfEfEE¥E
BE, RANZET_XT T = NI o AE L] @F, RAIZIET T T — L R oAE L
T1E10mg A1 H1EFE A& 5352, Hkic|  CT1H1E10mgZ /R A& G422, fmikic Ly
A IIEIZOmg%'fl H1EE OG54 252 28T 1H1E20mgZ R N5 +5 2 LN TE D, 7
% B, B, WE. HIEE., WAEE TS| B, @, HiEE. WAEEE CIISEME T,
WA E T, +FEEE e E Cokb |+ HEEE CII6EM £ TokE- &35,
LT 5,
- W RE R WRERER
WEER ORIV TR, W%, A | @, RANET_T T — 1 R oat L
TRTZ—F b7 AE LTLUAOmgZ1|  T1HILEI0mgZENFE3 508, fkic kv
BB 53528, WIRICE Y 1B20mg% | 1H1RI20mga #5425 &N TE 5, 72
Mk | 1HIEROEE T2 LN TE 5, b @i, | F, WFE, SEMETORE LT 5,
Xa6) 83@%‘3&?@?5&3‘5 T, Tu brRy
| AL XX DIBE TR

& 1E10megE 72 1F1E20me 1 H2E], X5
WCSHFIRR NG5 LN TES, L 1
[5120mg1 H 2[5 51 3 B ORbRpEE & H3 2%
BaciE D,

<TRTZ—)F Y U LAEEIOmg! HIE T >
S BT« FR A IR B A DAE
FRRIEIZRWNTIE, 8%, AT T T
—/LF R DAL L TC1E10mgZ 1 H1ERE N
hHT %,

<TRT T —)F Y U LAEEIOmg! HIE T >

- EU B A BRESTE
BE, RANZET_XTT7 = N oAE L
T1H10megz1 A1E#E ARG 5, 723,

A ETO®RE LT 5,

<TRTZV = MU AEE10mgl HE T >
S DITFFE - AR O IR T WM E R IER OHE
FRIEICB W TIEL A 1E10mg % #% 0 % 5.4
Do

<TRTZ—)F Y U AEEIOmg! HE T >
UL A B RERTRE
BE, RANZETXT T = N oAE L
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iR 584 ACIPHEX- rabeprazole sodium
I - #iks | tablet, delayed release : 20mg
INDICATIONS AND USAGE

1.1 Healing of Erosive or Ulcerative GERD in Adults
ACIPHEX delayed-release tablets are indicated for short-term (4 to 8 weeks) treatment in the
healing and symptomatic relief of erosive or ulcerative gastroesophageal reflux disease (GERD).

For those patients who have not healed after 8 weeks of treatment, an additional 8-week course of
ACIPHEX may be considered.

1.2 Maintenance of Healing of Erosive or Ulcerative GERD in Adults

ACIPHEX delayed-release tablets are indicated for maintaining healing and reduction in relapse
rates of heartburn symptoms in patients with erosive or ulcerative gastroesophageal reflux disease
(GERD Maintenance). Controlled studies do not extend beyond 12 months.

1.3 Treatment of Symptomatic GERD in Adults
ACIPHEX delayed-release tablets are indicated for the treatment of daytime and nighttime
heartburn and other symptoms associated with GERD in adults for up to 4 weeks.

1.4 Healing of Duodenal Ulcers in Adults
ACIPHEX delayed-release tablets are indicated for short-term (up to four weeks) treatment in the
healing and symptomatic relief of duodenal ulcers. Most patients heal within four weeks.

1.5 Helicobacter pylori Eradication to Reduce the Risk of Duodenal Ulcer Recurrence in Adults

ACIPHEX delayed-release tablets, in combination with amoxicillin and clarithromycin as a three
drug regimen, are indicated for the treatment of patients with H. pylori infection and duodenal
ulcer disease (active or history within the past 5 years) to eradicate H. pylori. Eradication of H.
pylori has been shown to reduce the risk of duodenal ulcer recurrence.

In patients who fail therapy, susceptibility testing should be done. If resistance to clarithromycin
1s demonstrated or susceptibility testing is not possible, alternative antimicrobial therapy should be
instituted.

1.6 Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison Syndrome in
Adults

ACIPHEX delayed-release tablets are indicated for the long-term treatment of pathological
hypersecretory conditions, including Zollinger-Ellison syndrome.

1.7 Treatment of Symptomatic GERD in Adolescent Patients 12 Years of Age and Older
ACIPHEX delayed-release tablets are indicated for the treatment of symptomatic GERD in
adolescents 12 years of age and above for up to 8 weeks.
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DOSAGE AND ADMINISTRATION

Table 1 shows the recommended dosage of ACIPHEX delayed-release tablets in adults and
adolescent patients 12 years of age and older. The use of ACIPHEX delayed-release tablets is not
recommended for use in pediatric patients 1 year to less than 12 years of age because the lowest
available tablet strength (20 mg) exceeds the recommended dose for these patients. Use another
rabeprazole formulation for pediatric patients 1 year to less than 12 years of age.

Table 1: Recommended Dosage and Duration of ACIPHEX Delayed-Release Tablets in Adults and
Adolescents 12 Years of Age and Older

Indication Dosage of ACIPHEX delayed-release Treatment Duration

tablets

Adults

Healing of Erosive or |20 mg once daily 4 to 8 weeks*
Ulcerative
Gastroesophageal Reflux

Disease (GERD)

Controlled studies do not
extend beyond 12 months

Maintenance of Healing | 20 mg once daily

of Erosive or Ulcerative

GERD
Symptomatic GERD in | 20 mg once daily Up to 4 weeks**
Adults
Healing of Duodenal | 20 mg once daily after the morning meal | Up to 4 weeks***
Ulcers
Helicobacter ACIPHEX 20 mg 7 days
pylori Eradication to | Amoxicillin 1000 mg
Reduce the Risk of | Clarithromycin 500 mg
Duodenal Ulcer | Take all three medications twice daily
Recurrence with morning and evening meals; it is
important that patients comply with the
full 7-day regimen
Pathological Starting dose 60 mg once daily then |As long as clinically
Hypersecretory adjust to patient needs; some patients | indicated
Conditions, Including | require divided doses Some patients with
Zollinger-Ellison Dosages of 100 mg once daily and 60 mg | Zollinger-Ellison
Syndrome twice daily have been administered syndrome have been

treated continuously for
up to one year

Adolescents 12 Years of Age and Older

Symptomatic GERD 20 mg once daily Up to 8 weeks

* For those patients who have not healed after 8 weeks of treatment, an additional 8-week course
of ACIPHEX may be considered.

** If symptoms do not resolve completely after 4 weeks, an additional course of treatment may be
considered.

*** Most patients heal within 4 weeks; some patients may require additional therapy to achieve
healing.
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Administration Instructions

+ Swallow ACIPHEX delayed-release tablets whole. Do not chew, crush, or split tablets.

« For the treatment of duodenal ulcers take ACIPHEX delayed-release tablets after a meal.

+ For Helicobacter pylori eradication take ACIPHEX delayed-release tablets with food.

+ For all other indications ACIPHEX delayed-release tablets can be taken with or without food.

- Take a missed dose as soon as possible. If it is almost time for the next dose, skip the missed dose
and go back to the normal schedule. Do not take two doses at the same time.

2.

BB T SHEEKXEER

FRICET 5BMER (F—X S UTHE)

AFNCHB T HEH EOFEEOHOFETHE E A —A T Y 7 L3RR 5,
(IVIl. 6. FsEOEFAEBTHEEICEHTHIEE] OHEEH)

Drug Name Category
F—A NZ VT DA rabeprazole B1
(2021 4% 4 A #R)

BE O
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category B1 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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