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471(5);0(}3251 Z_LJ_:S(';,])?H) 6 H | PIP s i;}fffi%/“f%’féf%m (BIREMN) . o3k

Q) BEFEKRETOREMLRK 2O

Rl DO BANZOW T, BFESMET TR L, ZED

ekl (PRIR, FRE AR (R

BW'E) . AR, E&. BE) 21757,
1) 775 —)b Na #i§E bmg [A— 1T ] ?
ARER AT (EES
| 40°C. 6 5 A GEN - S ’i}fffﬁfﬁgtﬁm(ﬁ%wo Z DOITEAL
I | 25°C, T5%RH, 1 » H GEYE - BRI %ﬁ%ﬁ%ﬁiﬁ%ﬁ%ﬁiﬁiﬁﬁgﬁT
. R 120 5 1x + hr (25°C. | FEBE SN R N) . £ OAftZZE 1L

60%RH) (BH %)

7L,

2) T X_F 5 —)L Na H8E 10mg [A—F

Z | 4)

BRI

40°C, 3 » A (G - [UEERER)

R E I (B N) . 2 O b
L,

25°C. 75%RH. 1 » A GHEEY - BE 0

KA BN CSLRS P) R OV BE AR T

HBA), FoMixZs L,
S . SR LI (BLRS /) B ORI, T
25°C. TOURIL, 3 A GEYE - BBD | i gy 2 o g 2 (e 7 L

SR 120 5 1x * hr (25°C,
60%RH) (BH /%)

ETELRL,

6)

60%RH) (BH %)

3) 7T Z > — L Na Hafg 20mg [A— T |
BRI AER
IBEE | 40°C, 3 » H (DL - [EER | & T&eL,
; 5 . i 5 o A7
W | 255, THURHL 3 3 A GEY: - B ﬁf&{“ﬁ?(ﬁ*ﬁﬂﬂ) Z OMIT A 7
V(‘A/J‘LT\\H\E\ S * K N
. WS 120 5 1x - hr (25°C ST L.

. REERVBREORENM

B4R

. eFlE DEE

Zit (WEEFHEIL)

R L




9. A

(1) EEPELLIBORBEROEMENRIEERBRAT A FS 4 VICEDCGAEHR
[ & B2 5% 1 [ER A O AW Fi R SRR T A K74 > CEk 24 42 A
29 H BERFAI 0229 5 10 &) IcFEox, HBRE FEhE L,
RERTIE B BGERBRE EHERERIE S Rk 12X 5,
BRI 2 900mL

T

O TR T OHE

: 37°C=£0. 5C
ARG R © T XT T Y — b Na g g bmg [ A — T ] 1%,

[ BN F 7 2 0% 1 [i]

TERUAN O AW FRI R SRR T A R T4 ) ICRSETIRT TV —
Jb Na HE8E 10mg [A— T | ZAEHERJ L Uiz & X EHEFEENFE
S LHIE S, EWEFERCRE L R ENT,

F EHZEENCR T 5 RS

HIE SR HHER (%)
ARER A eS| } RIS D B FE 7 HE
120 RN I D2 RERA] O A | = e
pHL. 2 | 120 0.0 0.0 SR 0 + 6% 0> R A4
pH6. 0 £2=56. 6 £2 B D fEAs 50 LL | [F) &%
50rpm | e g 40 33.3 30.8 140 K 0Ot90 S RAIC IS 1T B R BR B 0D i
' 90 83.8 87.0 |VAHRIEEUERIA| D £ 10% 0D &iPH

6. 0 150 47. 4 44.0 1150 B O0 180 4y N 4315 2 skBR LA o o

pro- 180 90.5 81.6 | HERIMEHERIF] D £ 10% D HiH
100rpm | pH6. 0 £2=54. 3 £2 BB DENS 50 LI EE:
FEAERIE) « 5 X755 — L Na Hi8E 10mg [A—,~F ]  LotNo.GNO9 (n=12)

pH6. 0% : 0. 0lmol/L U LRk —F L U ™ AL 0.005mol/L 7 = g% FIVN T ph6. 0 ICFHEE L 7- 3R BRifG

_10_



(VA H )

35 1 (pH1.2)/50rpm pH6.0/50rpm
100 100
80 f 80
. —0—=F T — LNalfibEsmg [ A — 7 | —~
! —O—TT T AN Omg AT ) < 60 —om FRT T — AN B
{EE %‘*’ 5mgl A —/~7 |
o0 40 —— S T TV — L Natli i
.1@ ? 10mgl A—,~7 |
B B
o JoEE BRI ok 6 20
: . - - -
0 30 60 90 120 0 30 60 90 120
min min
#5221 (pH6.8)/50rpm pH6.0*/50rpm
100 r 100 —0= T T/ — L Nalfi §E
5mgl A — 7
8oy 801 —e=Srmy— Nl
= . = 10mg A —/ 7
S ot —0= T T/ — /L Nati i 60
t‘f: 5mgl A — 7 :{\’“
& o} TUTIRTT N e o o R 10
Koy 10mg A —7 ] by
el S
O TR R TS 55 10% 20
0 30 60 90 120 0 60 120 180 240
min min
pH6.0/100rpm
100
w0 | BRI pH1.2= A ARIER A HERBRIE O 1K
g ol —o—?«ﬁ”i?—&mﬁﬁﬁi pH6.0= 7 7=McI1vaine DFEE IR
% S5mgl A — 7
et —8— 5175 — L Natfibi e R -
& a0k oo pH6.8= A AHK 5 J5 V7 Hi s BRIE D 5520
5 40 10mg A —/~7
B R -
920 F pH6.0"= 0. 01mol/LY »ERARFE —F F U
7 2 &0.005mol /LY = k%
od . . . FAVNTpH6. 01 7% L 72 3 BRI
0 30 60 90 120
min

@ il 2 DR TOHE

il DTG A 4 e 0 i S
BRI | R 71 P h (RA L ST O 2 Bk |
D) | B | BoRi | SPEvE (n=12) OFF L)
SEBIR R E%OFPA B 2 5
pH1. 2| 120 0.0 0.0 0.0 HLOMN 12 EF 1 ELLT T, £15% | [FI%
OFPAZFEZ D DR,
50rpm | PH6.0 | 60 | 82.1 94. 6 87.9 EES
pH6. 8| 90 79.6 88.9 83.8 LR SR+ 15% DL A& 2| [RlsE
2HOM 12 fh 1 EUFC, +
pH6. 0% 180 75.7 103. 8 90. 5 WBUDEIPFHE L Z D DN, | A%
100rpm | pH6. 0 | 50 85.3 97.6 91.6 A %

pH6. 0*: 0. 0lmol/L U v fig/kzE —F F VU 7 A L 0.005mol/L 7 = % FAVNT pH6. 0 (ZFREE L 7- 3 BRik




) BEEEROENMZHRFUEHB A PS4 VICEDBHHAER "2

(% F RIS D EMF IR MR T A K7 A4 U HEO—HMIEIZ DWW T CERK 18
11 H 24 H SEERERE 1124004 B) ) 10> TRBR AT 7=,

RER AL B R—ERERE EHRBRIE S Rk 12X 5D,

BRI A © 900mL
R : 37°C+0.5C
ARG

[ FE 1= S DA FA FEEREBR AT A BT A > ) OEIEEE

ALz, 2Nk T_7F YV —)1 Na HibE 10mg, 20mg [ 4 — T )
OEHZFENL, 2 TORBREMICE O TEERK (O = v ME
10mg, 20mg) & FALL & HE S iz,

1) 777V — b Na g 10mg [A—,~TF | 1V

£ RHZEEICRT 2 EM

HE PR HH R ()
BRI | R T BRUES FRIDAE OO 7 H e HE
(g3 | ™ 5 10mg
DHL. 2 5 1.9 2.0 |5 ROt 120 43RNCE T 5 ABRELHA O T 7 5500
7l 120 0.8 0.7 | HISEIEEHERLE] 0> + 9% >
50 43.5 41.9 50 R 90 43Iz 51T B BRI DI | s
50rpm |pH6. 0 EZU\E )lvjf'sﬁﬂ BITD ihfﬁi&%J LAY 0]
90 84. 6 90. 1 H RS EEHERL A 0> & 15% > i PR
bH6. 8 40 42.9 46. 7 140 R U 60 53 IS 1T B skBRILA 0 - K 550
| 60 85. 2 79.5 | HEEDEHERLS| 0 + 15% D HFIPH >
40 38.9 33.9 40 R 75 ASRHIZ 31T B AR ER R D | s
100rpm |pH6. 0 EZU\E )lvjf'sﬁﬂ BITD ihfﬁi&%J LA 0]
75 90. 4 83.8 H RS EEHERLAI 0> & 1 5% D i PR
(n=12)
(& HH )
551 (pH1.2)/50rpm pH6.0/50rpm
100 100 f
80 30 F
g 00 —o— I AT T — ANl Omg [ — T | F o0r
@& —e—/S)=yhFE10mg B —om FNT T — AN Omg [ A — T |
QT 40 QT 40 | —o— /Uy MiE1Omg
e B
20 t { o s ox 20 | fimssmmopsgnssz 15x
hoe o o o . l ) . . . R
0 30 60 90 120 0 60 120 180 240 300 360
$52{(pH6.8)/50rpm pH6.0/100rpm
100 | 100 F
80 | 50 |
;\: 60 [ :‘i 60
= —O0=F 7T — L Nalfi§E1 0mg [ 4 —7 | = =0 FRT T — U Natf§E10mg A — /T |
Lt —— Sy MELOmg St —e— <Yy g 10mg
B B
207 {*%Tﬁ;@ﬁlJ@qzi@iﬁm;@ilS% 2 1 {ﬂfﬂ%@ﬁlJ@ﬂﬁt’mﬁrH%ilS%
0 60 120 180 240 300 360 0 30 60 90 120 150 180 210 240
min min

AR pH1.2= A AH R 5 A HEBRIE D55 117

pH6.8= H A J& J5 v HH BRI D 5 29
— 1 2 —

pH6.0=3# > 7-Mcllvaine D FEEK




2) FR_TF Y — )L Na HibE 20mg [A—/F ) 2

# RHZEENRT 2L

HE SRV R (%)
BRI | RS < ) ES FAIME D) E Fe v HE
(43) | Y $E 20mg
DIl 2 5 0.13 0.69 |5 RUr 120 HyBICIsiT 5 BRI D PHy s !
“Tl120 | 0.00 0.26 | HERDEEHERLEI 0 =+ 9% ipH >
19.3 53. 4 40 Z JRERAIERS 0 19.3 N 46. 4 S ICE
pH6. 0 V% aRER LA O PR H SRS R HERLA o0 = | FA (L
50rpm
46.4 | 92.2 85 | 15%cdipH
19. 1 50. 7 40 Z JRERAIES O 19. 1 33,6 Sick
pl6. 8 V% ERER LA O PR H SRS R HERLA o0 = | FR (L
33.6| 87.7 85 | 15w
100rpm |pH6. 0 £ B%K - 49 £, B4k 42 LI 1 $afel
(n=12)
(VA H AR
1k (pH1.2)/50rpm pH6.0/50rpm
100 | 100 b
80 80 f
F 907 —o— T RT T — AN BE20mg (A — T | % or
= —e— Uy 20 3 —0— 57T — LNath
Bt ) St 20mg [ — 7
B+ B —e— /Uy NE20mg
o1 { o s ox 0 [ o w2154
Ueo o o e 1 .
0 30 60 90 120 0 15 30 45 60 75
525 (pH6.8)/50rpm pH6.0/100rpm
100 100
80 80 |
1\1 60 E 60
e O FRTF/ — L NaffifiE A
pet 40 b 20mgl A —/~7 ] s 120 }
g —o— Xy ME20mg ]g
20 + 20 F —0= T RTF — )L Natfi §E20mg [ A —/~T |
}fﬁ% HERF D57 HH 3R £ 15% —e— Uy MiE20mg
[
0 15 30 45 60 0 15 30 45

FERI : pH1.2= B AR HFIEHREBRIROF 1R pH6.0=#H 7-McllvainedDFEEHL

pH6.8= H A f5 7 P HFBR I O 55 211

10. &% -2
(1) FENRELGRS - A%

RN

. HENERG RS - ARICEY 51ER




(2) a%
ZFR_T7 7 —)u Na i §E dmg [ A4 —/\T |
(PTP) 100 %E (10 $E X 10X 1 48 #7HHAIA D)
F XS F ) — L Na Ha g 10mg [ A —~F )
(PTP) 100 (10 X 10X 1 43 &EEHIA D)
500 FE (10 FE X 10 X5 42 FEAIA D)
(/X7 ) 100 g GLEEAIA D)
ZFX_FZ ) —)L Na Hi g 20mg [ A — T |
(PTP) 100 (10 $EX10X 1 43 &EEHIA D)
Q) FRBEE
Y LA
4) BHROME
PTP ‘G4
PTP:RY 7Ly, T
TIVIZET 4 NVLE R F Ly, TAIH, RJoFLorsrLr 74—k
HEMRA - WA LT A
T g
AR BY=F Ly vy 7 RY=F Lo B Yo

1. BRRE SN LEME
L7

12. ZDih
Hrz7e L

_14_



ARICET SIEE

1. EEXIEHE
SRTS5Y—)L Na &8z dmg, 10mg A —/\5 ]
OBEE. T -iEHEE. WEMES. HRMBREX. Zollinger—Ellison fE(E
B, FULAMBREYRE. BRE7AEY UEESEHICEIT2BEEXIE
+ 158 EE OB RN
OTFRIZEIFEIANYANIZ2— - EODOKREDHE
BiES. TZHEREE. B WALT ) /&, FRE/MRRD LR, R4
BREICHT HRNRBIAEERE. NJaNnNs424— - EO0JREEBR
SRTS5Y—)LNatEsE 20mg TA—/\T ]
BiES. TIERES. WETES. BRMEREXR. Zollinger-Ellison fEZE¥

2. MEEXIIHERIZEET HFE
SARTS5Y—)L Nat&sE dmg. 10mg TA—/\F

5. BBERIEHRICEET HFE

(ZheESLIE)

5.1 AAIOEGNERIZLDEREZREHRT 22 03HL50T, BHETRN L&

RO Z2EH5THZ L (FVALT U v Nl RIS 2 NAREERITE
BHEICBT A~ anyZ— . ol OREOMBIZER),

GEU L AMBERESRIE

5.2 BBtk 2 kA B2 L U TRRAMRE L, TEROBGEERINFRD bk
LAiE, B UANORR RS 2 5D 12 DO Ul 72 15 H ~ D2 T % i
Moz b,

(BRE7RAEY VESRKIZEIT 5 BEREXIT+ZIEHESE DB FHING)

5.3 Ifi#2 « RO EMH O DIIRHET AV Y VU Z2fki# G L T b EEE
Behxstge e U, HBGBBIZER LT, BIRE U3+ RS OB T 2 it
T5HZ L,

(NY)anya—-E0Y OREOHBE

5.4 HEITHIE MALT U L o8BIkt d BNV oy ¥ —. v n U BREIRFEOFIIME
ST L TR,

5.5 RpREMEM/ B PEERBER (2% L Cl, A RTA4 VSEEBRL, ~U an
7 & —-v'n U BRETREE ) & S D REFNC O A REIREEITH Z &,

5.6 RHIFE I 2 NEEIRIREZ B USMIIE, ~Y any & — .- vn URE
TRIEIC K 2 B OIIEINHN KT T 2 AMEITREL L TH7ZRW,

5.7 ~Vany sz — .- va VEEERICHWDEEIZIE, ~Yanxysy—.-vnl
MEETH D Z E RONBRSEMREIC LD~ a s Z— . o EYERT
DL LEMERTHI L,

_15_



SRTS5Y—)L Nai&fE 20mg A —/\5 ]

5. PEEXIIHEICEET HFE
AN OGN BRI L DIEIREZRE kT2 Z &N HDH DT, B TRV & 2R
DIH)ZEHETH L,

3. HERUVHAE
(1) RERUVRA=E0OfER
SARTS5Y—)L Na &8t dmg. 10mg [A—/\5 ]
(BEE. t—1ERES. WEERES. Zollinger—Ellison fEIEEE)
W, RAZIEZ TR T — ) Y AL L T1E 10mg 2 1 H 1|0
2R IR ED 18 20mg 2 1 H 1 REARS TN TE 5,28,
W, HEE, WATEE L8 M E T, +EBEE I M E To
whET 5,
(GFERERE )
- JBH
WIRMERER OTERICRB W T, BHE., RAIZIZIXT 7Y =1 v
LAELTIE1mg Z 1 H 1 EREAEGT 505, WIRICEY 1 20mg % 1
A1EREOREGT 22N TE D, 2k, @, S EHMECORE LT 5,
F/-. T bR TFA e X =L BB TRHIREAR TS REES, 111
10mg X% 110 20mg 2 1 H 2 [0], & 5|2 SWERENEETDHZ ENTE D,
7272 L, 118 20mgl H 2 [l 51X EE OB EEH T 55512 R 5,
- HEFPIERVE
38« TR A IR 0 SR R E R OMERFRIEIC I WD T, @R, RS
LT RTZ— N F RUAELTLE 10mg 2 1 H 1RO T 5, £
7o, 7Ta MRV T A e B X =T K DIRE CRHRAR T AR i R TR
DOHEFFEIEICB W T, 1E 1omg 2 1 H 2 EREOKET 252 ENTE S,
GEUb A B REHRAE)
W, RAIET T Y= RV AL LT1IE 10mg &2 1 H 1[EFEAE
535, ek, @E, 4EMETCOREETD,
(BEAE7RE) U EERICEITSBEEXIE+Z1ERES DO BRI
W, RANZIET T T — v F Y A& LT EIbmg &2 1 B 1[EFEOHE
5420, WBEARTSOEAIT1E 1ong 2 1 B 1ERAKETHZENTE
Al
(N)anNya—-En) OREDOFHED
WH, RANCIETXT T — L F MU AL LTLE 0mg, TEFTVY &
AKF#p & LT 1 [E 750mg (i) LN Z U ZAm~A > & LT 1A 200mg (/)
i) D 3FAZFREZ 1 H 2, 7 HHKROEGT 2, 2B, 77V An~vA v
NE, MBS U CGEEEET D Z N TE S, 72720, 118 400mg (J1f) 1
H2m% ERET D,

_16_



N

5.

T bR TA e X — TEXVVY KRR T ) 2w A v
YD IFFEEICE DAY Ny Z— - vn ) OREIRRED AR OEA 1T,
b AR E LT, @, IRAIZIEZTIRNT I — L R AL LTl
[l 10mg, 7EFT U K E LT 1 E 750mg Ol LA b =& —
L& LT 11E250mg @ 3K #FFEZ 1 H 2B, 7 HERAOBET 5,

SRTS5Y—)L Na g 20mg [A—/\5 ]
(BEB. T=6lHEE. WERER. Zollinger-Ellison fEZEE)

WH. RAZIETIART T = "N oA LT 1E 10mg 2 1 A 1A
B2 0WRICED 1B 20mg 2 1 H 1 ERROKGTDHZENTE D, 0k,
W, HIEE, WEmEE sl E T, +EREE kel ETo
BhET 5,

(BEFRERER)

WPRMEEER OIRRICB W T, B, RAIETZ_XT 7Y — v hY oA
ELTLE10mg Z 1 B 1EREAORET L2, FRkIZED 18 20mg 2 1 H 1
MR OG22 N TE 5, ok, BE, SHEETORE LTS, Fio,
Ta bR TA e EX IR DIRETHIRA 07, 1A 10mg X
1[E20mg 2 1 H 2, SHIC8HEMBEATRGTLZENTEDS, 27EL, 1
[ 20mgl H 2 Bl 513 EE ORBHEE A2 AT 58551015,

(@ RERUAEORERME - RIL
AR L

. AERUVHAEICEEY 5FE

1. BERUVAEICEET 5IE
(BEE. +2BBES. WEEREE. Zollinger-El | ison fEZEE)
1.1 JRIRDZE LWGE L OFRM: - B TEOS A 1B 20mg 2 1 A 1 [EHR 575

ZENTE D,

(FERERER)
1.2 RIRDE LA KON - #EATEO LA 1Al 20mg 2 1 H 1 %5925

ZEMTE D, (% - A KT W RER OMEFRRIE, 71 hoR
YTA e B DRI CORAT S BRG GRS, £, e bUR
YTA e B XD CRIRA TR IR L 1 El 10mg X% 1 [
20mg Z 1 H 2[R, X628 EHHKGT 25 1%, NHESTHRA Tt Bk
IR L CWARWZ L 2T 5 2 &, 703, AAI1[E 20mg @ 1 H 2 [AF 5
%, NHESEMRAE CEEOMBESEEZMER LS EICRS, [17. 1.1 &)

B PR RHE

(1) BBRT—2/N\yir—2

AR L

(2) ERERZFIEFAER

MR L

_17_




Q) AEREIFERAR
MEERR L
(4) HRELRIERER
1) AR EEEER
SARTS5Y—)L Na &% dmg. 10mg (A —/\S ]
(BiEE. T-16RES. WEMES. ¥RERER)
—REERRSREB R UV —E TR ER
BIRE. + fERES . RMERIER KOS EER 25512 1 H 1 (8] 10mg
% 20mg P E Uz — G R kB M O T S R AR (R 51T - 6~8
M) OBFEIT TEO LB THD B2,

POE= 3/ NARBEIR IR
=hi {1 94. 0% (189 f51/201 1))
+ AR 99. 4% (159 #1/160 1))
MR RE S 90. 9% (50 151 /55 1))
W& R 5 83. 3% (10 /12 1)

F 7o, N ZHEFEGHEREIE O W RIERIER 212 1 | 1 [8] 10mg % 24 i
MG U7z fE Rk (B R EGER) 1B 2 W IE /38 1
78. 6% (33 /42 f5l) TH o T= ¥,
WHEAEROCHEDO 7 0 N R 7 A b B2 —IRERICIGIET D Otk
EREBEEZGE LS 8 BBEONESIREIC L D2IBERIITEROLEEBY
—(‘\3%)07»: 24,25)0

1 [A] 20mg 1 [ 10mg 1 [A] 20mg
1 H1[EH 1 H2ME 1 B 2[H
Al 58. 8% 78. 4% 77. 0%
(60 51/102 1)) (80 11]/102 1) (77 51/100 1))
grade A OV 65. 1% 87. 1% 79. 5%
grade B* (56 f51l,/86 1)) (74 151/85 f3i)) (66 151/83 15)
grade C OV 25. 0% 35. 3% 64. 7%
grade D* (4 f51/16 ) (6 B1/17 ) (11 511/17 1)

FEDTRF S5 —F R A lOng/H.F> YT 5 —30mg/H. A4 AT 5/ — 20mg/
H % 8 YA LA 4% 5% T ATEIR S e R P I s

sen BV A (WA 2) 12 L D EIEE

WHERHELOHED T2 h Ry 7 A v B X —IEREICHEFIEE D O R

ERAZNSR L UM EE 52 AR5 ONHEEMAEIC X 2 EFIER (e

EVTFROLEBY THotz 2620,

1 [7] 10mg 1 [ 10mg %ﬁ%ﬁ@ﬁﬁ%m
LA LA LA 2 A (95%/3 %X )
p fiE ¥
e 5 52 %D 44. 8% 73.9% 29.1(18.9, 39. 3)
FEFIE R (73/163 1) (119/161 ) p<0.001

a)10mgl A 2 [A-10mgl H 1 [8], b) x *#E

H2) I XTIV —F YA 10mg/H - 20mg/H, T Y7 TV —30mg/H, FATZ
V'—)b 20mg/H, =Y A7 Z YV —)L 20mg/ H % 8 LA BG4 T RIBH I TAER
HEHIC R
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GEULAMBERE
—EEREAER
FEOS AMEEBEIEZ X442 1 B 1A 10mg 25 L7z — H 5 R
(B 510 4 D 1231 B 0 R O SE BT IRE R ORFRRIL, ThEh
43. 6% (44 /101 1) . 55. 4% (56 1/101 1) T - 7=,

BIERIX, 10mg #4500 102 5l 12 4 (11. 8%) IZ78D b7z, EZRIEMIL,
{EFL 3 51 (2. 9%) K& OREEIZ 2 51 (2. 0%) Tl o7z %29

(BRE7REVUREBICEITSBEBXIE+Z15HEES OB HIGH)

—EEREAER
BHE7 AU > (1 B 8lmg X% 100mg) DEHHEEAVILL L, OB S
EtZHRBEE OB A AT 5 BE 2 x5 & Lz ZEH 5 RIEREBR Of
B Kaplan-Meier ¥EIZ X W #EE L 785 24 W% O BigE XX+ 585
DRFEHERIITROLBY THhoTz,
BWERIZ, X7 ZY —F FU DA 10mg #GHET 167 B9 14 $1(8. 9%) |
Smg % G-HET 156 il 7 B (4. 5%) IZFRD ALz, EZRENWEMAIX 10mg B HHET
TR ONRIZ A 2 451 (1. 3%) . Bmg & -5-HET N 3 451 (1. 9%) . ATHERE % 2 {51
(1.3%) TdH o7z 20,

TIED

1 H 1A 5mg 1 H 117 10mg *THR ©
(150 1)) (151 1) (151 1)
HRHIE 4 151 2 151 32 43
%;§;§§§§§§g> 2. 8% 1A% 21. 7%
{g%;7§$55§ﬁ5> (1.04,7.17) (0. 35,5.51) (15. 84, 29. 27)
ﬁfﬁﬁif 0.11 0.05 B
(95%{= IR ) (0. 04, 0. 31) (0. 01, 0. 23)
PAE Y P<0.001 P<0.001 —

a) Kaplan-Meier {EIZ X AHEE, b) Log—rank #R7E, ¢) *HRIZT 7 L/ > (1 [5] 50mgl H 3 [A])

100

-8- 1 H 1 S5mg

90 & 1 H 1 Fll0mg

- I

30

70
# 60
i 50
63
1“ 40

30

20

10

] &5 e T E

0 12 24
At Risk § 3Bl e & oD TN (5

1 H 1M 5mg 150 150 139
1 1 P 10mg 151 151 142
Aof B 151 151 114

Kaplan-Meier {512 & % BHEE T+ “FEEE O REAERE R
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S5, 5 24 WL, TX_T T —F b U LA K 52 kRS
L7456 (B CheR 76 BB | Kaplan-Meier 12 L 0 H#EE L 7= HIEE X
W RS O BAE R R 1 H 18] 5mg T 3. 7% (95%ZHE X [#]: 1. 53, 8. 64)
1 H 118 10mg T 2. 2% (95%(EHEIX[E:0. 72, 6. 75) T o 7=, 728, &5 24 HLL
B, tBREE T AT —F v U a1 A 1A bmg X% 1 A 18] 10mg (24
DR 2T, Bk 52 i MkEE R 5 LT %Y,
(BEEXFTZHBERICBTEA)N\Y5—EQDREDHE)D
(E NG PR 5 BR
A~V anyz— . GO BEE T+ BRSO BRE EXIRE Lz
ENOERKAR (T T T — L F R O LA TEXT VY VKT RO Z
VA< AT 01 H2E7THBEROZESG)IZETARERITITRO LB T
b5,
BIERIZ. 977V —F b Y U4 10mg, 7EF U KM 750mg (V)
). 77V Aa~A 0 200mg (o) #5112 K0 129 i 40 51 (31. 0%) {2
OB, EARBIERIL TR 16 61 (12. 4%) . $KME 13 #1(10. 1% TH-72, =
oo IXRT I = F MU UL 10mg, 7TEFT U KM 750mg (i)
77V Aa~<A T 400mg (i) $E5-12 L0 123 filH 55 1] (44. 7%) 1 ZEIVEH
DR HAL, EREWERIZ TR 26 61 (21. 1%) . #KAE 13 451 (10. 6%) . BRI EH
13 51 (10. 6%) . &I 7 451 (5. T%) T o 7= 39,

o = # 5 RS
\<| =N
ERACVEEGR | mye ™ mE [T mmEE T
FRTZ = F R DA
10mg
TEXTVY AKFY 9 [/ B 87. 7% 83. 3% 85. 7%
750mg (74 (57 f311/65 ) | (45 f51l/54 f5il) |(102 fi]/119 $i])
7o) 2ua<wAT L
200mg (J71ifh)
FGRTZ = MY oL
10mg
TEXTVY KT 9 [/ B 89. 7% 87. 8% 89. 0%
750mg (7 fff) (61 f311/68 f5i) | (36 f51/41 ) | (97 51]/109 1))
VAR5 G
400mg (F71ifh)

REB. WS TIThN~Y any Z— . e VEEDF « + B EE%Sc
T D BREOERKRBREVIZB W TH, FREOMENRFLTVDS ¥,
TE3) B A OB G, ROBEHRIE FLOL B Tho, ENOARMER O IT
B
;igéf—wthﬁAkbfl[]%m\7%%Vyuymﬁ%tbfl[]
1000mg (Ff)) e (X7 7 U 2w~ A 2> & LC 1 [a] 500mg (7)) @ 3 A& 1 H 2 =], 7
H % 1 % 5
Flo, Ta R TA e A — (T TT—) TEFXFTVY UK
RN 7V A~ D 3 HARGIZLDA~Y any Z2—-- a0k
FIBEB AN Th oo~V any 2 — . o U EHo 5185 X+
BEOEEELZNRE LIZENOBRFH (T XT T —LF NI DA TEXRY
UK A =&Y —Ld 1 H 28T BHEROBRG) BT ARE
FRIL 82% (49 H11/60 f) & HE ST D 29,
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SRTS5Y—)L Na g 20mg [A—/\5 ]

(BiEE. T-16RES. WEMES. ¥RERER)
—REERRRB R UV —E TR R
BIRE. + MRS, RMERIER KOS EER 25512 1 H 18] 10mg
% 20mg %P H U fm G PR e M O T S R AR (R G-I - 6~8 3f
M) OBRFEIT TEO LB THD B2,

KGR AR NARBEIR IR
=hi 94. 0% (189 f51/201 1))
+ IR 99. 4% (159 $1/160 1))
W RE S 90. 9% (50 13l /55 1))
W& R 5 83. 3% (10 141 /12 i)

WBEAENOHED 1 h R A v B2 —IREICHEED o Wik
ERBEEEZRRLE LS 8 MHEONHEREICLZEBERIITEDN LB
Thot 1,

1 [A] 20mg 1 ] 10mg 1 [A] 20mg
1 H1[EH 1 H2ME 1 B 2[H
Atk 58. 8% 78. 4% 77. 0%
(60 111/102 i) (80 11/102 1) (77 1/100 1))
grade A OV 65. 1% 87. 1% 79. 5%
grade B* (56 f51l,/86 1) (74 151/85 f3i) (66 151]/83 #)
grade C OV 25. 0% 35. 3% 64. 7%
grade D¥ (4 1311/16 ) (6 $311/17 1) (11 f511/17 1)

F)IRFFZS—)F " T A 10mg/ B, T2V T —L30mg/ B, AT F >V —/)L 20mg/
H % 8 [ DL B8 G2 RIS SRR A I B8
oY B RAGHENE 2) 12 XD EEE

Fio. BRFEHRBRICBOCHN pH EAERR I RT TV = b oAl
B 1[8] 20mg $¢5-C 1 A 1 [H 10mg #2512~ THR< | HEBMEESHIC KT 25 7
RFFV = hY A1 H 1E 20ng #5508 FAERED BTG 119,
2) REMHER
LR L
(5) BE - WAERIHER
AR L
(6) HEAIEE
) BERAMERE (—REARERE. FERARERE. ERARELERRE). &
RIERT —FR—RRE. WERTRERZBROANE

REERR L
) AREHELTEBEFPENABRRITIER L -AE - HBROME
REERRL
(7) ot
BRI L
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VI. E3hEFEEICE T HIEH

1. FEPNICEEL SLEMXITLEME
TaRoRYT AR —
EE : BEOH LA OMRELIDRES, BFOEFHRLEBMRT L L,

2. FEBER
(1) YERBRLL - 1ERERF

TR T =) N U NIRRT WA O BRI CIEMEIR (AL 7 = 7 IR

%)iﬂ)7mL/T/7mWWM%WWMmﬁ%%%Lfﬁiﬁﬁ%M%L\
IR 5, & HITHE SN EERTEMEOEIZIZIX, FITEREALN G O

%%®ﬁ%%5wi&w§%ﬁ/_iéﬁé%®ﬁ%ﬂﬁﬁbfwé%@k%

ZHND, TOM, TIVEF 4N Ko CTERESRTEMENEIE T 5 alaert b HEl S

é 37,38)O

(2) FENEEFF T HHREBRRAE
1) BERS WINFHIER

O EFEMRANFBFIZBTDHANY CHEEE WL, 1 B 1A 10mg #5-, 1
H 1\ 20mg $£5-CT& HICEGHHNOERZRMEWERZ L, &5 1 HEX
N7 HH OB WEDREASRIT 1 H 118 10mg 5T 72~76%, 90~96%, 1 H
1 ] 20mg $¢ 5T 88~89%, 99% Td» 5 **10,

Q@ UYFHEEBMERIBIT L TF VYA 27U v 7 AP FKIC X 5 EEEY
WA INE]T 5 % (in Vz'tro)

@ BYEFEAIBEFERICBITDEAZ I UK TR NI IS E BRI W
WNZZ > MZ fé%&am TR OV A& X R B S WA e LR )
PRI ER o 38 AL

@D A XHDHNIT v MTBT D BESWNHEHOREIEIX, tho7'm kR y
TPHEANC R LR, A A R Y o EFIE DA a9

2) BN pH EF1EA
AT FIZBIT L2 BWN pH ISR L1 H 118 5mg #2451 H 1 [8] 10mg & 5-,
1 H 1[5] 20mg #5-CT& bICERA R EAEREZ R L, %55 HHO 24 Kl
pH4 LU b2~ R %A1 1 B 1 [l 5mg #5-0> EM*C 46%, PM* T 63%, 1 H
1 [5] 10mg $%5-0> EM*C 58%, PM*C 72%, 1 H 1 [A] 20mg $%5-0 EM*C 61%, P
MX«C 76%“63?)5 44,45)0
SAFRHIESE T b 7 10— 2 P50 2C19(CYP2C19) HHAX, TriEE R L v SN S,

EM (extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 X% CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 X (X CYP2C19*3/*3
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3) H. K*-ATPase FHE{EH
75 EHRE L 0 L L7 HY, K'—-ATPase (2%t L, SRWBHE/EM Z25RT 947 (in
vitro),
4) HEBEHA
7 v b RO EREERIE 5 5 IR B RERR A (AR A R LA K
BHRA N LA, PR, AT T IV - X ) — LR OT AR Y V)
WZxt L, SROGHEBER & 2 WIS B R A S B &g 111819
5) ERtRF
(NY)any 42— EQYREOHERD
TEXVVI VKFE N7 7 ) Aa~vAf vy, TEXVVU VKR
Abha=FY— o 3 FPFRABIEICE T 2777 — L N oADK
FIEBENPH 2 LR SEL2Z2 LIk, TEFV VY ARKIKR T U Znm
~ AU OPEE DL LIChDH EEZHBND Y,
6) BREXRE
(NJanya2— - EQVYREOHED
AFRRAI WY anRy Z— - vn JERET VBV T, BNARE
ixtTHrT7EXFVV I KL 7 Z ) 2~ A oo 2 FIGFHOHRIL,
TRT TS =S NI O LEMZDHZ EICED ., HBEDRENED S,

() YERFEIRRERR - FrihFf

AR L
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VI. EYEiEeIcBiv 518H

1.
() aRLEAEDGOPIRE

I AR EE D HEFS

BB L

(2) EFRREEBR CHRBSN-OPRE

1) SRTSY—ILF YD LERIRE
RN T 1 1220mg Z fa B N I RBZICR D& G Lo RO BRE mIC G H L
ToERMBNAE N T A — X OFEEE RIRT,

B HN RGBT O M A BN RE ST A — X

C t AUC
R max max

IR (ng/mL) (hr) (ng-hr/mL)

HET 4374237 3.6+0.9 937+617
B 453+138 5.3%+1.4 901544

(CEHE£S. D, , n=12)
F 7z, FEEERR A S - 125mg, 10mg, 20mgZ & F CEHE LR (% 5-5H B)
DOIPENRERT A —Z I TFDO LB THDHY,

TR B 71031 5 B #% 5-KF (5mg, 10mg, 20mg) D MAEH T X7 F v —/LF |
U o LD ERE T A — X

Cmax tmax AUC(Oﬂt) tl/Z
= FE 701
BSR =oH (ng/mL) (hr) (ng-hr/mL) (hr)
. 3.0
EM* 146+56 236197 1.8£0.9
5ng (2. 0-4.5)
. 2.5
PM* 252+55 585+137 4.2%0.5
(1.5-5.5)
, 3.3
EM* 3831£83 539200 1.5%0.4
L0ng (2.0-5.0)
, 2.8
PM* 50964 12302200 3.8%0.3
(2. 0-4.5)
. 4.0
EM* 6541348 994477 2.3%11.4
20mg (2.5-8.0)
. 3.3
PM* 8221232 2331663 3.7%x0.3
(3.0-6.0)

(E#fE£S. D, , tmaxiE H 4l Min—-Max), EM n=16, PM n=8)

SHFREEESR T ~ 7 v — L4 P450 2C19(CYP2C19) FIAX, TrRi@EME TR LV I D,
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
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2) KGR’k E
HHERABFICTRTTY— T b Y 7 520mg™, 7EXT U KM
750mg (Siff) . KON T U 2 a4 2 -400mg (JIMfh) A1 H 2[517 H [ GF1208]) K
BROFG LD T XT 7 — )L R Y 7 LAOIEYENEE T A — X | ILLF
DEFRYTHDHY,

BERERR A B FI2 BT D3I AE R SR O MEH T 77V =T F U o LD
W BRE ST A —H

Cmax Tiax AUC0H12 tie
(ng/mL) (hr) (ng-hr/mL) (hr)
EM*
(n=15) 578293 3.0(2.0-4.0) 9341438 0.72%£0.19
n:
PM*
(n=4) 948 +138 3.0(2.0-3.0) 26001474 1.80=%0. 32
n:

E[Zj:@,fﬁis D 5 tmaxej: Eljy%,fﬁ (MiniMaX)

SHAFREEESR T F 7 v — 4 P450 2C19(CYP2C19) KHM X, TrReEMRETRIL D I D,
EM(extensive metabolizer) :CYP2C19*1/*1, CYP2C19*1/*2 X | CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3 X IXCYP2C19*3/*3

) AERER AR @, AT = F MY A E LTIEIOng, 7F
XU KT E LCLEIT50mg (i) LYY Z U Am~A & L C1E[200mg (F]
i) O3F = REFZ1A2ME], TARRO®RET 5, ok, 77U Aa~A 03, SEIC
G CHEMET DI ENTE D, 727200, 1Al400mg () 1H2[A%Z LIRE$ 2, | T
H 5,

3) EYFEMREFMERAR?

<TRT T —ANatiElOmg [A— T >
TR T — NatfifE10mg [ A — T | LN = MEIOmgE, 7 7 A —/3—
Bz ENENISE(T T T —)vF MY o AE L TENEI0mg) HEFERK
AFBFITHER BLERE O 3 5 U iR ARG IRIREE 2 I L7z, 15 7= 36
/N7 A — 2 (AUC, Cpax) DX EAE D FE D773 10g (0. 90) ~1og (1. 11) TH
0. BB CIEEEEDNVELL L TWD Z & s, B0 AR R
DR I LT,

WEhE T A — X

n AUCOH%r Cmax tmax t1/2
(ng*hr/mL) (ng/mL) (hr) (hr)
X7 ) — L Nath 585. 6+t 352.5+%
. _ 23 2.7%£1.2 1.5%£0.7
BE 10mg [ A — 7 | 288. 2 130.9
624. 4=+ 323.5%
Y= MNE LTE1. .2E0.
Ny ME 10mg 23 968, 4 110.6 3.7+1.2 1.2£0.5

CE#IfE+S. D.)
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—o—="pr i T L a8 Ong [ — T
—a— T whEEl lng
FH{E + 5.0., n=23

e e
MFEHSRTS5J—LIREDHTR
MAEFFLEEA TN AUC, Coan FFD/3T A —H (T, PR DOEEIR,  MLik DERIN
[ - RS DORBRSRIEIC K - TR D FREMDN B 5,

<TG RT T —NNatfifE20mg [A—nT | >
T RXT T — A Natfi$E20mg [ A— T | LN = FE20mg &, 7 B A G — 3 —
FICEDZNENIEE(TXT T —F U 7 A E L TENLEIN20mg) R
AN FITHE R AR OG- U i PR 2 LRI EE 2 IE LT, 15 b 723K
HE/ X T A — 5 (AUC, Cuax) (2D TIOUEHE K HIVEIS THEGHIRMT 217 o T2 A5 3.
1og (0. 80) ~1og (1. 25) DHIFANTH v | WH| DAY FHIE EMEI R ST,

HEYENRE T A — X

n AUCOHE)hr Cmax tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
X7 ) — L Nath 941. 4=+ 562. 6+t
. _ 22 2.3%£0.5 1.7£0.7
BE 20mg [ A —/ T | 414. 1 161.9
990. 2+ 595.9+
Y= MNE .6E0. .3%0.
XY v MEE 20mg 22 504. 8 994 5 3.6x0.9 1.3£0.4
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=Tl i e e L a2 0me [ A — 1
—— T whEFE20ng
THE + 5.0, 1=22

IR EIFE

MFEHSRTS5J—LIREDHTR
MR ONT AUC, Coax DX T A —H (3 HRERFE OB, MK OERERE]
- RFE S ORI L > TRARD RN & 5,

() b
BRI L
4) BZE - tHEOZE
) BEDOEE
TR B 12 20mg ZHER T XTI RBBZITR N EE LToRE, 8% K5 CI3its
TEREIZH L the 28 1.7 RFFBIET 5 & & B ICWIPUZERZED B O HALTH
E) 53)
2) ftREOEE
- JEI (A AT TV —)) THGHIEERE T 7 o — 24 P450 2C19 (CYP2C19) ~
ORI AIC LI VHEERAPRD LN TVWLYTEARL, LT 7Y
R-UNT7 U NZHKHLTTIRT T —F M) oI DOIEAKD
MAFPPREICEE 52202 ERHE S TWD, -, HE(G VYT
T =)L) THFHR#TIE ST ~ 7 v — A P450 1A2 (CYP1A2) OFEIZ L W FHA
TERDBPRBO LN TWAET A7 4V K L THEIRT T — ) h o
LRI AR E IR E 5 2 7202 E NS STV D 550
VI Ze4t: (R EodES%) (BT 2HE 7. MAEH) OHESR
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2. EYRERNT AL
(1) E7aE

MERR L
(2) TRUGRFE E
EERR L
() JHKRE TS Y
R T BBl 5
el 10mg (n=23) 5" 20mg (n=22) *®
Kel (/hr) 0.53+0. 19 0.497+0. 20

4 2IF7S2A

AR L
(5) B

PH R L
(6) Z At

WM DR L

3. B&EH (REaL—av) @H
(1) FRF A&

LR L
(2) INTA—AEHEHR
MR L
4. RN
LR L
5. 2%
(1) mi%-AxBarT@aE s
LR L

(2) m%-PEEEREFT @B
BRI L
<HBE>

CEAfE+S. D.)

IR (T~ MR 400mg/kg, 7Y FHEHE 30mg/ke) THRIZEME (T » FTIRE
BIE, U X THREOER T, LEEE) 2AiE s Tnd, (T Z2aetE (B
FOEES)ICETHHA 6. FFEOTE REAT OEFICHT HER 6) ) @

THZHR)

R
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(3) Bt~ OBITHE
R L
<BE>
B (5 v 1) TR ~BITT 5 2 EBEESA TS, (WL %4
LD ST 2 HE 6 BEOTRE AT 2 BHICET DR (055
1 OWBH)
@) BERA~OBE
M EERt e L
(5) Z DDA DBTHE
R L
6) MEEEHAE
gk L

6. LB

(1) RBERRL R UM HIRER
AFNZEE L CRE# S LD,

(2) RBICEAET 8% CYP%H) OnFiE HE5E
R A B 12 10mg, 20mg Z#F MG L7z ke AT OREWIx, FITHEER
BIZRNB T L W AER L2 TF A =T UK ThH - 7o, T OMICHFREIRESE T F
71— P450 2C19 (CYP2C19) 23EH5-3 D ik A FAALSSIZ K 0 Azpl L 72 ik 2

JUER, 3A4 (CYP3A4) 23R 595 A LR AVIISIC X 0 AR L2 AL R AR D
% ﬂf: 53, b5, 59)o

Q) MEEEHROAERERVZDEE

AR L

) REMOFEORRRUE L, FAELE
WM EDRL 2 L

7. it

TR 12 20mg R G- L1256, &G4 24 R £ TIZRFICT T Z
V= N U AOREEIIHRE ST, R TH D D AVRUERER O D
T v O ERA RN G R DK 20~40%, A LT T — VERHIAEDY 13~19%
P S iz 909

8. FSUARKR—E—IZET B1EHR
Bt A

9. BHEICKDBRER
BN A
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10. BEDEREHI HEE

11.

B L

Z 0t
s R L
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et ERLDEEF) Y LIER

. BERBREZTDER
REIH TR

. ERABR L EDER

2. B2 CROBEICITEBELAENIE)
2.1 RAIORAIZx LimEE DBEFERE D & 5 BE
2.2 VvER Y UEERRE A5 EE[10. 1 2]

. FHEERIIFNRICEEET HFE LT DIEH
(V. {BRICBETHHE 2. eI RICEIET 21EE] 223752 &,

. AERUVHAEZICEET 535 L FDER
V. JBIRICETATEE 4. AEROHEICEETHEE) 2207528,

. BEREKRNEE L ZDER
SARTS5Y—)L Na &t dmg. 10mg [A—/\S5 ]

8. EELERNMIE

(BhREHE)

8.1 AFIO¥EEFIZIE, MIEE-LCHREREI TS L, S0 MIE R A - g1l
ZHREZIT) ZENEE LU,

(BiEB. T2IEHEE. WEHES. FULALBREYRE)

8.2 RO AN+ TRNOT, MERFEIEIITHAWRNZ ERLEE Ly,

(HFRMERE R DM IFEE)

8.3 R -FHREZMIRTHES T 0 bR T A e B X =2 L BIEETHHRAT
DIRBEITKELATO 2 & & L, Ak, MEFRRIEDOLEED IR WEBEITITH 2 L D
WEOYRETDZ L, T2, BFEHIR, 7o — VB IR O A TG B IE oM
D S A, ERERIEN RN D72 0 kT 2 58 I IIRE TR A BET 5 2
Lo B, MERPEIE I EMBIC NS R A 2 EiE T 5 72 EBIE A+ 01T O Z
EDREFE LY,

GEU L AR RBESRIE)

8.4 MRZIZ LV Mo | RIS OBRWER ARV K LA BN Z & (1 H-D 2
ALLE) 2GR0 5 2 %5352 L, ok, AAORGENHE, SO
FEEIES K UMD VE AL IS K DIER A Rl T2 2 & 038 5 O T WM A ST
KXV ZNODEB TR L E2MERTH L,
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SRTS5Y—)L Na g 20mg [A—/\5 ]

8. EELGERMIE
(Bheedtad)
8.1 ARANOF G HIZIT, MRECHERRICER L, EMIC g Frma - mikdk
LRI EZAT O ZENFEFE LYY,
(BiEHG. THEBES. WEHESR)
8.2 RHIOMEMREERD 150 TRWVWD T, MFFRIEIZIIAW RN EREE LY,

6. BENEEZHIHEEICEAT HERE

(1) E6HE - IEEEDHDHEE

9.1 BHtE - IEEZEDOHHEE

0. 1. 1 EMBBUEDBEENDHSLEE

(2) BirElEERSE

BRIE STV

(3) FFHrEfEE RS

9.3 FriaefEERE
R 28 BB CHFERMIE DHAER H 5,

4) XFEREEHT HF

BRESN TN

(5) 1EI%
SARTS5Y—)L Natage dmg. 10mg TA—/\5]

9.5 WEiF
I ATIEE L TN D ATREME D & 5 e MEICITIRIE EoA R etttz ka5 &
HWr SN AGARICORPEGTHZ L, BER(T » MEO 400mg/kg, 7 Xk
T 30mg/kg) THRILFME (T » N TIUBEEIE, VX THREOIK T, [LFEIE) 23
HEENTWb, F2, 7y MZIXRT TV =)+ U o7 A (25mg/kg/H) . 7EF
U kR (400mg/kg/ H LA E) RN U A< A 2 (50mg/kg/ HLLE) % 4
BB L7-3 B C, HECRBIREDOEADEO LTS,

SRTS5Y—)L NaiEfE 20mg A —/\5 ]

9.5 1147
IR0 SUATAEE L TN 5 Al REME D 3 5 e MEICITIRIR Fo A stttz EEl s &
W SN DGR OREETHZ L, BER(T » MEAO 400mg/kg, 7 Xk

1 30mg/kg) THRWEEME (Z » R CILEEIE, U X TIREOK T, (bEEBIE) 23
HEIhTna,
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(6) RELI%

9.6 =FLim
1B EOARRIER O RFRBEO AL BB L. AL O SUI P IR 22
Tl BERT Y b)) THAHFA~BATT L2 L STV D,

(M MR

9.7 /MR
INREEZ RS L U BEAREBR IS L TV,

8) =tnE

9.8 SkNE
HALAHERFORWEMN O & b G el 3RS 2 SHEEICREG T2 2 8, K
FNTEL L THFIRCTRE# S D28, milind TIIAFEREME T LT D Z &M% <,
BITERR 6 bND LD D,

7. HEER

(1

10. HEERA

AR ORBNIIIFACHBEESE F ~ 7 o — 2L P450 2C19 (CYP2C19) & TR 3A4 (CYP3A4) D
BIENFED LN TW5D, [16.4 ]

£ AHNOBERIWIHEIERNC L0 o OFHZEA OWINL Z2etE SUIHl+ 2 Z &

N5,
HHAZREFNHER
10.1 HFRZE BRLAZWI E)
A4 A B RIE IR - & 715 &R - fERIK 1
VLB Y R ULVE B YRR O VR | ARFK 0 B 8w e A IS X
(=272 h) HAzREHTL2B8ZAN"H |0, SNpH A ER L, VY
(2.2 BH] %, v U R O W I AN T
L. U EEY ol
MMETFTHZ 035,
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(2) FRZEEEZDEH

10.2 HtAZEE (BFRAICEET S L)

S % BRI - RS I BEFF - febRl
VR A A 00 R 8 | AR OD T S R L
AFNYAF LY AT 52 L BbD, 0, P pH 2 S L, T

A DI A A S 7
A hTaFT—n FA T 39100 s T S | A 0D T 53 M R T
R FIaBEnnbsd, [0, BApH A LR L, TR
Al DU A I 2 352 s
b5,

KEEAL 7V 2 = 0 A7 RHFI M 52 IR | I A Th 5,
v KB~ 7 3w A FIFEIREIR A, SRR AR 5 1
A OEEH I [ 7% AR C 22 af 4 vp
R T EENZNLE
U 8%, 6% T L7z & D
HERHD,

AR RLUFH—| AR bhLxH—bhofd [ EFEITRHETH S,
WENEFTLHZ 08
b5, BHAEDOA M ML F
V- EEGTLHE
%, — BRI RHF DB G
ZHiEd 5 L 2 EET
H L,

8. EIEH

1. Bl¥ER
ROBWERDB D bbOND Z ENRHDHDT, BlEE FoITITV, BENEO LN
a3 G2 ik 57 EEUI R LE AT O T L,

(1) EXZEIERENIER

1.1 EXTENMER
11 2avd EERAW)., 774 5F 20— BHERH)

11.1.2 SRMBkEAD BHEAN) . BBRBRAE GHEE AP o M/MRIBD (0. 1%6A00) &
it B (B AR B)

11.1.3 BUHERF# BEAN) . FFHEREREE (0. 1~b%ATH) . BB (A

11.1. 4 FEMM2 (0. 1%ARTH)
FEEN UK, PR IR, i O BE (B85 RO LA, H#
DM X REOREZ I L, AFlORGE2HIET 5 L& &b, RIBRE
RIVE VRIOFGEOMY R EEZITH 2 &,

¥
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1.1 EX%GEIEA
11.1.5 KEEE GHEARH)
HrE k2 7 BE AP ARSE (Toxic Epidermal Necrolysis : TEN). FZEHGHEARIE
{BHE (Stevens—Johnson JEMERE) . ZIEALBEEN HHOND Z LD D,
11.1.6 SHEES BEARY) . MEEE R GERP)
BREREMRAE BN, 7 LT F=0F) I ICEETH L,
11.1.7 &+ bV o LI (B A
11.1.8 t&RAmRLARE (BUZABT)
e, R, CK BE5, MR R ONRP I A7 v e B ZRE E T DR
EE N B DD Z &R D 5,
11.1.9 RMAOEE BEE )
11.1.10 SEELIREE (A )
HAE, BETE, KRN, IR, AL, B XBEEERH DD Z
LD D,

(2) Znthn gl
SRTS5Y—)L NaiEsE dmg, 10mg A —/\5 ]

11.2 Z0it0EIEA
(BiEE. TZ1EBES. WEHES. ERMEREX. Zollinger-Ellison fEIZEF. 3F
UbAMBERESRE. BERE7AEY VRERICEIT2BEBXE+21ERES

DB FEINE])
0. 1~5%ATi5 0. 1% B E A
1t FUE RGBSR E- iR 2
i H M ERPRAD . B ERSE | R BR A | 4 HRER

. GrieEkie L. Al (%, U Nk
P AST.ALT.A1-P, vy —GTP, |} a B U L E > D L&

LDH @ _E 5.

B | MERA B 1%

ERA, T, MEERRE | MEJR . WM. b oV | &R, R, BEEEN
oy B MRS, AN FRE, Bbmiv, O | KM % (collagenous
e B, BEAIE. 5% |colitis. lymphocytic

colitis)

I HDEWVW, SboE, AR, BIE

IRA . PO 7.

FE AR R TR, BT
Oob o0, KLY
Fid

warvAsa—L--Hh | nTAHBE, FE. BIBOobLox, EH

PEAERG BN O E5- B | Bk, B2 WEE. |W. R\, &7~
sl R, MmA TSHEEM, | L&, CKo L& |==7MiE. K~ 7

F2w MLE .
==

) S B T RGE IR TE R A 2 S T,
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1.2 Z0ithoEI1ER
(NYanys— -0 ORBEOWHEE)

0. 1~5%ATi 0. 1%A
108 B E WG, FIKE P8 FE ik
£ 1fn BRI WFBRERIE % . A ERIAL . U v
1L % SRERJAD . U BRI /)
I R N
B i ALT. AST. vy -GTP @ -5 Al-P. LDH ® k5
7 B 2 giE, I E -F
TR, E, BRERE. ER. B 0B, DRk, e, nEL,
HEAbgs | IR, RA. R, ER. BER | R, BIER. BEAAIE. BR
PR, SR
FERRFREE R | R B E U
thEAE G O b 5- B E, fREK., 70 Lh
2ol B, Bk, BEAR., IRE LS
FROLONE, REBED E5H
PROBE B . B B R

T5) FEBUR B T B 3+ ZHRIBEGIC R 2 7 XTIV =T U U A TEXF VY LK
MKk 7Y A< A D 3 FIFGORKGRR £ TORKRER L OCRERE %A 2 5T,

SRTS5Y—)LNatEsE 20mg TA—/\T ]

11.2 Z0toEIER

0. 1~5%A5 0. 1%A 158 A
108 5 E RIB, SRR =B
7 H i ek, A EREE | R Bk . 4 ER
N, FERERIEZ . A %, U v oNERED
- AST.ALT.ALl-P, y=GTP, | AU L E > D |5
LDH ® |- 5-
8 BR 2 mE E5 ) 2
EFL, TR, MEEPIES | ER . ok, o v | mRL R, BEMEMN
oy B, ER. I FIE, Bb7=h., 0| KB %K (collagenous
o V. BACRIE. B8 |colitis. lymphocytic
colitis)
SAYm HDEWVW, SH0E, [ HAXR., BIE
MRA . DUREmE A1, %0
TR R THIFE, B IR T,
mob o0, KAY
alrxrgu—)L-F | nTHA, BIE, | BHobob-ox, B
PERERG -BUN © E&-. & | B, RE, WEIE. |[HB. HTA®B. &7 >~
Z D B R, I TSH 8800 LN, CKD E& |F=7miE., K~ 2
X NE .,
NN
1) R TSR GE R TR = B T,
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9. BERBREFRICRIITEE
SARTS5Y—)L Na &8t dmg. 10mg [A—/\S ]

12. BRRBRERRICRIFTEE

(Nyanys—-E0Y OBREOME

122.1AyanNg4—-- 0 ORBRBHIELEDETE
TR TZ)—= NN N DLEDOT e NIRRT A BB =R T EF VY
KFn, 770 Aa~A v U EOPFEWERRA ba =Y — )LD OB
A& TER TlX, PCIRFBFERGRR OHE MBI/ D BB B D 728,
BC-JRBPFLGABRIZ X D BREHIEZIT O HE1E. T O DIEANOFE G TH 4
BUBEORF R CHEMT D Z ENEE L,

0. BEES
AR L

. BRLOEE

14, EHLEDIE
14.1 EXIRAFFOEE
14.1.1 PTP el 22 DIEANLPTP > — M0 L TIRHT 5 L 9 88425 Z &£ PTP
U— FORERIZE Y | SN EERREA~RA L, BICIEFRALEB 2
L CHthRAREFEDEE R EINEL IR T 22 LMD 5,
14.1.2 KFNIIBEEETH U . IRAIZHT=> T, WA . e8Iz, ©
HLIETEOEETHZ &,

12. ZDMDEE
(1) BREREAICE D 1HH

15. 1 ERERERIZE D 1H#R

15. 1.1 AFOEMBEGEFICEMEOERY — 72RO L ORERDH 5,

15.1.2 MM BT D EBOBEMNIE T, 70 bRy T A e BX —IC L HIERICE
W HERIEIC MY © IeBEEIE . FREEEI. BHEFITO U 27 NAEmE &
NTW5, ¥z, mHABELOEYRE 1 EL L) OFRE =T -BE T, Bifo
U273,

15.1.3 WAMZE T D EICABRRBE Z G L LB OBIEMIE T, Y u bRy oA
VEEX—HRELEBFICBWW T/ BA NI VUL T4 T4V DH
WG D ) A 7 BEINAS S ST B,
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(2) FEEGEREAERICE D < B
SRTS5Y—)L Na &8z dmg, 10mg A —/\5 ]

15. 2 JERGFRERERIZE D < 1B

15.2.1 7 v NZ bmg/kg VL E%& 2 FERRR OB G Lz BmERBRICBW T, METHICO LT
A ROBENRHRLNTEDREND D,

15.2. 2 W ERBR (7 v MR DG 26mg/kg UL E) THARREE LK RLF A 2 0
IR RE SN TWDHD T, EHICHT- > TXRIRIRERE ST 5,

15.2.3 7 v MZHEETHDL TV 7TV — 0 (B0mg/kg/ B) . TEXF VU KW
(500mg/kg/ H) KON U ZAu~A > (160mg/kg/ H) Z &G L= .
REW COFMEORR E & IR OFREMH OHEENRD 5T\ D,

SRTS5Y—)L NaiEsE 20mg TA—/\5 ]

15. 2 JEERERERBR (T E D < [FHR

15.2.1 7 v MZ bmg/kg LA L% 2 R D5 U= @miERBRic ks ¢, M cHICh LT
A ROIEDHRLNTZE DWERDH 5,

15.2. 2 @ ER (T » MEOES 25mg/kg UL L) THRRIREELR L f A v 0
HMAME SN TWDDO T, HHICH T > TUXHIRIREREICIEE T 5,
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X. JFERPREERICBII HIEE

1. FEEHER
(1) EhZFEAER

( TVI. FEHHEBIZBIT 2HE ) 28)

(2) REMFEEHR
R L
(3) ZDHOEBHE
PR L

2. HEHER
(1) ERERSEEHER
BREERR L
(2) REHRGEMHAER
REER R L
Q) Ei=EEHER
EEER L
4) AARMERER
REER R L
(0) EEFREFMHR
EEER L
(6) RBATRIBIEHER
EER R L
(1) Zoto%rstt
U EER L
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EEMNEIHEICET SEHE

. BHR S

Al IRT T — )L NatfgbE Smg [A— T EHE L7
FXRT T =)L Na tg g 10mg [A— 1T ZHLgn
FGR_XTZ ) —)U Na a8 20mg (A — T | ZH¥ LW

BHESsy : TR_XTT7—F R oA S LA

. AREARE
34

. BRERETOIE
SR PR AT

. REWVEDEE
SARTS5Y—)L Na &g dmg., 10mg [A—/\S ]

20. HkWLEDEE
20. 1PTP @313 77 v S RPHER . T 02R3BAR% ., R 2T TREFET D Z &,

SARTS5Y—)L Na g 20mg [A—/\5 ]

20. BV EDEE
20. 17 v ARBAENMR TR 2B TIRAFS 2 2 &

. BERITEM

- BEWMERELTAR AY
- <FThHhoOLBY : AV
- BEMEEE . EL

. R—R5 - AE

Al —pk 3 © XU = N®FE Smg, 10mg, 20mg

A %) . ARXATTS— TSI ZIRAT T TR
LKF, R T TV T VR

. EFREEFAR
1997 4% 10 A 14 A

_40_



- RERFTADFEABRVARES, REELENHEAR, REMAKBEAR

- BB AR S A FE BN B e
HR5e44 AR TR AR AR

F_XTF ) —/L Na Hi
$€ bmg [A—TF |
F_XTF ) —/L Na Hi
$E 10mg A4 — T |
F_XTF ) —/L Na ¥
$E 20mg A4 — 7 |

2020 4= 2 H 17 H|30200AMX00318000 {2020 4= 6 H 19 H|2020 4= 6 H 19 H

2010 4= 7 H 15 H|22200AMX00804000 {2010 A% 11 H 19 H|2010 4= 11 H 19 H

2010 4= 7 A 15 H|22200AMX00410000 (2010 4F 11 H 19 H|2010 4% 11 A 19 H

. BERIEHREM, RERVAEZEEMEOSABRUZONE

SRTS5Y—)LNatEsE 10mg TA—/\5 ]

BIHEA H
20104F 12 A 13 H
BN
shee - R Bix - BE
EULAMEEBE | BF., RMAIKIZTIRNTFY—LF U ad LT 1 [[E 10mg
W FRAE Z1H1RRO®KET D, 7ok, @, 4l Toks &
T 5,
BN H
20114F 6 H 15 H
BIIRNE
heE - THE Hi% - BE
WRERER WIRPERIER OIBEICB WL, #E ., AT T T
— )L F RU AL LT1E10mgZ 1 B 1 FERO#FLGT 50,
RRIC LD 1E 20mg & 1 H 1A OEET 52N TX 5,
R, WE., SHMECTORELET L, £, T bRy
TA L e EX—IC L DIBETCHEAT 25 E. 1 5] 10mg
NI 1[e20mg 2 1 H 2[0], S HIZ8HMEOKETHZ L
NT&ED, 72720, 110 20mgl H 2 [A3%5- 13X EE ORLREEE
EHTDHHEAEICRS,
I« TR A HE Y IR E BB R OHEEFRIEIC BV T,
B RANCIE TR TS — S F Y AL LT 1A 10mg
1 H1ERAKST 5,
( BN
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BN A
20124 11 A 19 A
SIERISE S

MEE - MR

% - HE

TEREIZEITAHEANY

a4 —-EQY

DRE DB
BiEE. T -m
B, B MALT U
DNFE, FFFEMENL
INRGRL D TR R B
&, BB EICH

W RACIZ T RS T —F v Al LT 1A 10mg,
TEXRUY AFME LT LA 750mg () O F U &
n~A e LT 1IE 200mg (1) @ 3 &l & [FRFIZ 1 H 2 (8],
THRROBEGET 2, 2B, 77V Aa~A 0L, BB
JG U CHEEMET S22 8 TE 5, 72720, 1 [8] 400mg (17
i1l B 2E% ERET D,

Ta hRCTA e B — TEF VY KW RO
FZV AR A D IFBGIZE A~V ans Z—-r Y

T H5RBEBEHE | ORBEBEDRRDOLGEIL, ZHUNbL1EE L LT, i#
BRE WO ANIZIE T RT T = R Y AL LT 1A 10mg,
TEXRTUY kR E LT 1A 750mg (i) X TOVA b=
A — L LT 1 (A 250mg @ 3 F &R 1 H 28], 7 A
ARG T 5,
BINMEH H
20134 2 A 21 H
BIMANZE

(3heE - BHE]

TRIZE[FEAY AN Z— - E0Y OREDHE
BiEE. TTHERES. B VALT U /&, BREL/MUEDEERR. B
HBEICHT SARFEHEREE. AVaNI 58— - EOYREERE

(___ - BhnEssy)
BN - 2SR H
2017412 H 13 B
BN - ZEEANE

ShEE - IR

Ri% - AE

WREEER

<JH >

WRMERTER OIRFICB WL, @, RAIZIZ T 77
— A F R AL LTIE10mg % 1 B 1EROEET 20,
JIRIC LD 1A 20mg 2 1 H 1 ERRAFRG 52 LN TE D,
ek, W, SHMETORE LTS, Fio, Tr bRy
TA e EX IR DIRETHEAT G A. 1 A 10mg
MIX1E20mg & 1 H2[E, EHIZ8BEMRKROKGTH L
MTED, 72770, 116 20mgl A 2 [\l 51X EE ORLIFEEE
EATHHAEICRD,

< HEFERFERE >

S« PR A 40 IR R BB R OHEFFRIE IR W T,
wE. RANZIET T T = Y oaE LTI A 10mg
Z1H1BEERAOESGT S, £, e bR 74 e e X
—IZ L DB TR RA A0 22 Wi B 1B R OMEFFRIEICE

WCIE, 1E10mg 2 1 H2ERROKREGTDHZENTE S,
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BN A
20204 6 H 24 A
BN

e - R

Ri% - A&

ERET ALY
BEICH1TEEHE
B X 5+ = $505
B OB R

H 1R ARG 205, 2IRA T3 O%E13 1 1] 10mg

W ANCIET ARG — L F Y 7 AE LT 1 A Smg
1H1
IH1IFER&RAORETDHZENTX S,

SRTS5Y—)L Nai&sE 20mg A —/\5

BN - ZZHEAER H
20114 6 H 15 H
BN - ZEEANE

B EES

Ri% - A&

HRtEEER

WA TER OIRFIZEB WL lH ., AT T T
—)LF R AL LTLE 10mg 2 1 H 1 [ERAEET 503,
FRICE D 1A 20mg 2 1 H 1 AR AFEGTHZ LN TE S,
7ok, WE, SHEETO®REG LT L, F. T b RS
TA e B LD CTHREA 705 E . 1 (Al 10mg

NiZ 1 20mg 2 1 H 20, SHIC8HEMREROEETLHZ L

NTEXSL, 277U, 118 20mgl H 2 [AI¥ 5138 oL E

EHETLHEICIRD,

(___ BnERsy)

10. BEERR BIMERRELARFABRUVZORAE

R L7

1. BEEHM
BARSAA

12. BRARFRICET H1EHR

AANFEEFGBREDOED D THRFFNZ ERAER T SN TS ERN | 1IZi%4

L7200,
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13. £fEa3—FK

JEL A s 1 31 12 3 i L7 NEE
WR7E4 SEAM FE IR a— K HOT (13#7) &= ALFRS 2T I\
E#EGa—F | (Y =2—F) a— K
575> —)L Na ¥ e n s
%;Ehng7fﬁ“‘/\?i 2329028F3123 | 2329028F3123 | 1279405020101 (PTP)100 £&(10 ££X10) | 622794001
1199956030101  (PTP)100 $£(10 &% 10)
575 —)L Na
5 10mg rjn;,\;J 2329028F1147|2329028F1147 | 1199956030102  (PTP)500 $(10 #&x50) | 621999501
1199956030301 (7" 7xFy /K bvin" 7)100 $&
75—, Na th
g 20m; SN ; | | 2329028F2143| 2329028F2143 | 1199963030101 (PTP)100 $£(10 $£x 10) | 621999601
GS1 =2—F
R5e4 Rk - - : — “,LF ; — N :
AR — R RoeE A 2 — R JUifEEE 2 — R
TR —)L Natf B
% 5mg [4—5 | (PTP)100 %& 04987407080803 14987081181664 24987081181661
S Na b (PTP)100 &£ 04987407080605 14987081181619 24987081181616
TNT T —) a tm
8 10mg [4—F | (PTP)500 #& 04987407080605 14987081181633 24987081181630
(»X2)100 & 04987081786220 14987081181640 24987081181647
ZFR_T7Z— /L Na i .
% 20mg [A—F | (PTP)100 %& 04987407080704 14987081181657 24987081181654

14, RIRIEHFLDIE
ARANFIRRZIR LOBRIEEKMTH 5,
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XTI.

1.

3k

51 Rk

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)

24)
25)

26)
27)

28)
29)
30)
31)

RIFHES TR #ENER - Id SR (8 5mg) (2019 4F)

RIFHES TR #ENER - WU (88 bmg) (2020 4F)
RIFHE S TR AR - Id N ER (82 10mg) (2010 4F)
RIFHES TR AR RE - wF S RUER (82 10mg) (2010 4F)
RIFHE S TERASH AENERE : InE R (5E 20mg) (2010 47)
RIFHES THEERASH (ENER - WU (B8 20mg) (2010 4F)
RIFH G TR AENER : & WOk F R (5E bmg) (2019 47)
RIFH G TERASH AENEER : &R HIORFER (5 10mg) (2018 4F)
KIFE S TSI (NG FR : BRI (B 20mg) (2018 4F)
RIS TR #NERE - I H R (88 5mg) (2019 4F)
KRz At - T3 & BEAR. 2010 5 59 : 1722-1733

IRz At - T3 & BEAR. 2010 5 59 : 17341743

Hiy5 = BB, : Modern Physician. 1994 ; 14(S.) : 38-68

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

TEATFEJM, - Modern Physician. 1994 ; 14(S.) : 69-84

JURME B : Modern Physician. 1994 ; 14(S.) : 85-99

H1y5 = B3, : Modern Physician. 1994 ; 14(S.) : 1-22

1)1 9830, : Modern Physician. 1994 ; 14(S.) : 100-107

& A&, - Modern Physician. 1994 ; 14(S.) : 108-115

FREFHTAh, © Modern Physician. 1994 ; 14(S.) : 116-123

ANIEM : Modern Physician. 1994 ; 14(S.) : 124-136

& E - Modern Physician. 1994 ; 14(S.) : 137-147

— MR IR R & O " EH B AR AR (XY =y MEE ¢ 2003 4E 7 A 17 HAKGR,
HGEEEMIEZ . 1. (5)-11.3))

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

— X BRI X O " E B RGRER (N = RNEE 2010 4F 12 A 21 H KGR,
FAWEE)

Kinoshita, Y. et al. : Gastroenterol..2018 ; 53(7) : 834-844
—AXERARRER K O " E SR RGN = REE : 2017 4E 9 H 22 HIKFE.
FARE L)

Kinoshita, Y. et al. : Aliment.Pharmacol. Ther.. 2011 ; 33(2) : 213-224
THEMRIEEER N = ME 2010 45 6 A 18 HEFEAHEE)

Iwakiri, R. et al. : Aliment.Pharmacol. Ther.. 2014 ; 40(7) : 780-795
TEEMEEGBR (N) o ME 2014 4F 12 H 26 AR, HEEE R
2.7.6.2)
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32)

33)
34)
35)

36)
37)
38)
39)
40)
41)
42)
43)
44)

45)

46)
47)
48)
49) 1t
50)
51)
52)
53)
54)

55)
56)
57)
58)
59)
60)
61)
62)
63)
64)

CTHEHEBERHEGER () =y ME 2014 4E 12 H 26 AR, HEEEEMEE
2.7.6.3)
Kuwayama, H. et al. : Aliment.Pharmacol. Ther..2007 ; 25(9) : 1105-1113
EERARRER (3 = MEE : 2007 42 1 J 26 HZAGE, HEHEEMIEE 2. 7.6. 3)
EAIERBR ORI RO M NV = ME : 2007 45 1 H 26 HA&GR, HGH
EORMBEEE 2. 7. 3. 3)
Isomoto, H. et al. : Aliment. Pharmacol. Ther..2003 ; 18(1) : 101-107
5\ dOE A AR RS E BEIESE. 2021 5 C-5995 - C-6001
Fujisaki, H. et al. : Biochem. Pharmacol.. 1991 ; 42(2) : 321-328
IR Bt - PR & B 1999 ;5 27(4) : T05-712
FEEIESU © NEFER. 1994 ;5 41(7) @ 143-150
Fujisaki, H. et al. : Drug Invest..1991 ; 3(5) : 328-332
A E5Ath ;G 1. Research. 1993 ; 1(5) : 493-496
A& F&Ah « G. 1. Research. 1993 ; 1(3) : 274-280
BN pH LEAER (XU =y REE : 2014 4F 12 J 26 HKER, HEERMEEE
2.7.6.1)
A NBERERR AN B2 55 & U 7o R ARSRERARR () ) = » B EE - 2014 4F 12 /]
26 A7KGE, HEHERMIEZ 2.7.6. 1)
FHEIRE 75 B AL« AR AP MERE. 1993 5 102(6) : 389-397
Morii, M. et al. : Biochem. Pharmacol.. 1990 ; 39(4) : 661-667
*iJ:%éﬂn : G. I. Research. 1993 ; 1(5) : 497-500

EGER (Y =y NEE - 2014 4F 12 H 26 AZKGR, HGEERMEE 2.6. 2. 2)
% R OVt (V% = REE 2007 4E 1 H 26 HI7KGR, HGEEEMEE 2. 6. 2. 6)
XY REE 2007 458 H 23 HARR, BEMEE
BREGNEE (U = bgE : 2007 45 1 H 26 HAGE, HEHEEMESE 2.6.2. 1)
Yasuda, S. et al. : Int.J.Clin. Pharmacol. Ther.. 1994 ; 32(9) : 466-473
3 A BF RN ENRERER (EIPY) OBEZE (XU = FEE : 2007 4F 1 F 26 HI7KER
HEEE R 2.7.6. 1)
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
RIFFE S TR AENERE - A7 [E SRS (B 10mg) (2008 4F)
RIFFE G TR AENERE - A7 [E SRS (B 20mg) (2009 4F)
Yasuda, S. et al. : Clin. Pharmacol. Ther.. 1995 ; 58(2) : 143-154
RJFHE S TRt HEPNERE © i 022 E MR (BE 10mg) (2010 4F)
RIFH A TS AENEEL Btk O % EMERER (52 20mg) (2010 4F)
RIFH L TS R R m MR (52 Smg) (2019 4F)
RIFHES TR &R R SR (52 10mg) (2010 47)
RIFFES TR NGRS (52 20mg) (2010 47)

3
3
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2. ZOROSEXH
DR L
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XI.3EZEH

1. EHENETORTKR
ARFNTIESS TITFEIE S L TUVRYY,
W, F_XT TV — ) Uy AFIE U3 TIRGES LTV D,
(2025 4 3 A K )

2. BB SRR XIEER
RN
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XI. &%

1. 3% - REIZZICEL CERERHZTSICHIZ > TOSERFR
AEOERICET 2EE  RHEIIIEKRZZ T TR WREICET 2 HRAE £ b,
R AFEEPHEL L CORVANRLEEINTE Y, H ETHLRIMIN TV HBRS
ETEDNIEREFEEL L THERL TV D, EREHEENEREA 2R 25 LT
DBEERTHY, MTEOREZRTHDTITRY,
(FHHARIL - TP EIRS O IRFEERIEMTEENCRE T2 014 R T4 BT 5 Qe
\ZOWT(ZD 3) ) HFILE9 A 6 BNEAEE R - AIGAA RS - FRIE
KRR
(1) A O~ CREGFIIIGIEGE CH D70 L TRE T2 2 LI E L<H Y F¥A.)
it 2 R E U, ZE MR (MR, RSB iR E) . E8&) 21T -7,
1) 977 —)L Na a8 bmg [A4—/~7 |
MR L
2) I X7 Z ) —)L Na e 10mg [4—,~F | 60
AR (EES
GBI HAS ) K OVE &I
(HIAEN) . MRRIZE (R L,
BT BRI R OE RAK T
(BUEN) . PERIZZ 22 L,
3) 777 —)L Na HifE 20mg [A4—/ T ] 6D
ARBR S EES
KR BN (AR N) R OVE BT
(HIAEN) o MRIRIZE (R L,
(2) FAtE - BAMRUBRERSF 21— J0@iBM % (KEAIIIGEE CTH D=0, fli5
BBIE THRET A LI E LS DY A, )
AR5
U AR R
T A AR —DUER N ERERY, T AR —NIZEE 1 BEE AT
A RCERL, T 4 A —IK 55°COMRYS 20mL Z W ELY | fRieozEz L
T 5 R ERILE T A, 5 BICT 4 AR —% TFC 90 B 15 {EE RS L, fssE.
IRBOIRREZBIEIT 5, 5 DRITHEE L WIGE . S 5125 o E%. [AERO#:
TEZATH . 10 /IHGE L CH - B L 722 W A, SEflEd a—T ¢ v Z Rk L C
D, T A AR —NIZ AN TRBROBEIEZ 1TV, - BE OB Bl 5,
i)
B 1 B2 AT L, T 4 AU —NIC AT TRl 5 RRETE & RO
BIEZITV, HREE- R OREZBlZ2T 5,

25°C. 60%RH. 2 i GEE: - BHAR)

25°C. 60%RH. 1 #» H Gt - BA%)

25°C. 60%RH, 1 » H GEY: - BA#K)
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(G R

AR RER T O N\ E . T 4 AT =RV BREF 2—T7 D
HEASGE D 2~3nL/ P OHE THEAT D, Ta—T71F_y FEOBFZEEL, 1K
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