2023411 HELET (H1h0

Bk SR IRAT
FREIE - 34

FERRBAENE T ¢ e AR

== IRESR
B/R7z=m

BEAERH AWV ITT 7L A EEiEsE

4»7752/
IV TS

Irsogladine Maleate Tablets

BAEEFERMEES
872329
$E2mg $¥dmg
AEIEE |22500AMX00530000 | 22500AMX 00531000
BR5ERta 19994E7 H 19994E7 H

YL A UEEiE2mg [AEL]
v LA EgiEiE4amg [HETL]

3. #ER - MR 11. EMER
3.1 8K ROBENWERD S H oD 2 EDHDHDT, B THI4TV, R
IV TTT IV TSIV BHTRD S N3R5 & I 5 2 CME 2 LB 4T &
54 < LA v < LA s Lo N
2mg [HET] 4mg [HET] 1.2 ZOROR1ER
1k 1&gtk 19 A HHEEAH]
R AN TSV ANITFTV AL RS . MRS - Mak
7 ~ 1/24 Wt < P: g2 [ AST. ALT. Al-P. LDH.
mg mg y - GTP., €Y L¥E V&% |
KA, PRI T YTy, KRR =
R FD;\:“/7DE}1:'I:’{DD — A, tbm—*_r/7fzkh MR | %% Z )RR, FEHR. BE. £
VT —A HY Y UN— 180, AT T L T2 HPERTIE, PARPEATIE
XT7AVT L Z DM | Wy E R
3.2 BHIOMHIR
AN TFY v AN TTI v BEWHAEDEE
5644 ~ LA CEESE < LA RS 14.1 ERZAEOEE
HIE Fp HZTk, PTP‘/“ P ORREIZ LD . @b‘iﬂfﬁgﬁﬁiﬁiﬁ*ﬁﬂﬁ’\ﬂ]\
= ; L. Bl E B2 LTt 50 HAPHEE IR T 5
5] B P 5
(7N -
I N/ 15. ZDMDEE
&/ 151 ERER{ERICE D I
TR RS BT 5 ARHF D e b 7> 5 O3 9 12 #1505 ©
"Te O
16. EYHE
16.1 MeiRE
il — == 1611 BERS
HREBABFABIANY T T =LA /E’iimﬁkmg%i %5 Lea. K214
—" o0 5 iﬁgmﬁfzfﬁaﬁﬁmﬁﬁrﬁ@ﬁ (Cona) (L. 208, 1508 D%
- R H T L7
78 (mm) 235 20 /S A5
HeE <mg> 0 130 Tmax (hr) Cmax (1 g/mL) tiz (hr) AUCo (ug - hr/mL)
NN 7142 7143 35%19 0154 %0034 152+47 230+50
T T+ EERE. (n=0)
wHEI— R @142 @143 1612 ﬁgg?g% I
(BEREREA
4. ;j;“ izpER @Mx/\%%éﬁ ANV T FT v~ LA v EEomg% 1 H LM, 28H M REREITHS L
&5 Bhtr. ARBALE O MAE L (% 514 F AR LR 252 HARAE & 2 o 720 32586 T I
O‘T‘?Fﬁ%@ BIERT (05 A. . 55, TE) O < wg%ga;w SR Ly IR LTORM T d o 722,
al B ~ i = BiEER

MR, BEBROINMEEH

6. RERUVHAE
WEBRAANY 7D =3 A YRS L ClH4mg% 1~2[H/12
SrERELIT T %o
B, i, ERIC KD EERET 2.

9. HENERZ2FIHBEICHTIER
9.5 1%
G SOIIER L T AT ReE D & A M1, G# oA D
fabalt %z LA &I SN AGEICORFKGTH T &,
9.6 ®ILB
IR OGN O FLR O A % £ 8
PR T 52 &,
97 'J\ %
WEEZ R E L FR
9.8 EE%%
A= (ﬁlili\ng/D) oG RGBT AR E. BHEOIRE
RGP OEEICKG T 5 L, —RIEIRENMET LT
WA ZENL0,

v BRI

ABRITER L Ty,

BBEEELI0BICA NV Y 7T Y < LA v RidAmg & 4 2> 5 8EM 1 H 1 & % v 132
ARG LA, BEERAR IS VY 75 Y =2 L A v BRi2me % RAET
5. L7 E LRk ?z'i1§:1"32i@i‘aﬂ’(“7£#ﬂ}iiﬂ:i% LCw/zd,

16.1.3 EWFHRFEHR

) AWV IST w1 BEsR2mg [BET]
ANV T TV 3 yEBiEfE2mg [HETL] ROH A0 Y N§i2mgh, 7 O AL —
N LY ENEN2E (A NVV 7 TY LA VS L CTimg) BEAY T2
MO S LTI A VY 75 Y V2 e L 55 -3 EhRES 5 & —
% (AUC. Cmax) (Z2\>T0%1E X M5 THERHNT 2 17 o 7245 R log (0.8) ~
log (1.25) Q#PANTH V) . WHI DLW M ESEA TR Sz,

FEMERE ST A — ¥

HENT A=Y BHEINT A4

AUCo-168 Crnax Tmax tuz

(ng - hr/mL) (ng/mL) (hr) (hr)
ANV 759 73V A /BsEsiimg [HEET]| 7264.3+14169 89.8+173 |145+1.33|1198+434
A AW s NEE2mg 7381.8+1443.1 952+181 [130+1.38|1204+589

(28¢%5-, Mean=S.D., n=20)



(VTSI LA LBEsEomg [AET ]
-~ # 20 >N§E2mg

90 2§i#% 5, Mean=®S.D., n=20

s ANANANEN NG SRS 5=

144 168
EEfE (hr)

120

0 24 48 72 96

I SE R B RS

MAEFEEEIE ONZAUC, CmaxZ0/35 A — & 1%, BiBgg ORI,
4 D BRGE I X > TRA BN D %o

R OTRRUnIL, -

2 AWV ITST 7L A EtEsR4mg [AET]
ANV T FT =g yEtESEdAmg [HETL] ROH A0 Y Nidmga . 7 0 A% —
N=FEIZE ) ENENIEE AV TV~ LA ViR E L Tamg) BHEBRASFIC
HELH RS 1 S L CIAER A VY 75 Y Vg R L, 55 NS ENE S5 £ —

% (AUC. Cmax) |Z2\>T0%1EHEIX 12 THE T % 47 - 7245 R log (0.8) ~
log (1.25) O#PANTD 0. WA O LW ER [FZEVEATERR S 725,
SEWBYRE/ X T A — ¥
HENSTA=F LHENT A=Y
AUCo-168 Chnax Trmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
ANVT59 VA v BsSimg [RETL]| 73280+1905.3 902+189 |1.33£091|1391+99.3
AW Y N§Edmg 7584.9+1601.2 925%+162 |203%5.18|1380+64.3
(1§45, Mean =S.D,, n=20)
(ng/mL)
120

(VIS LA LBERsE4Amg [HETL]
-4-H 20 N§E4mg

90 1§E#%5, Mean=®S.D., n=20

PEET ANNANTINANG SN : =
w (2]
o o

1;14 1'68
B ()

120

0 24 48 72 96

I3 SR B RS

MAERHEEEIE NIZAUC, Cmax® /8T 2 — 1%, #lied o IR, RO BRIBUAEL - B
HI5FE D RBRGM IS & > TRR DR D %o

16.3 2

16.3.1 {ERABRMLADTEITH
1;04 w)v 75DV IR S L 72 1o BRI o R g

v k)6,

16.3.2 EA#E
UCANY T T D% MILFET VT I Vx5 EE

16.4 18
BHERANBTICANY 75D v~ A Y Wllidmek 05 L6, IR R
X, ANV TS5V Om-OHEROHERTH ). Z Oftp-OHE DA K UN-oxidefk
PR E N2, B, IS ORBWOEIER - BIEERE (AL LT, FL
CHIVRTZEALRD SN o727,

16.5 ittt
ERARTFIANY T =LA /Pﬁkimztmg%ﬁm RS’ vy
L R AR AS1.77% ., m-OHRDFA15573.54%.
UN-oxidefk74%0.94% T - 72V,

171 EHMRCREMICET 5558
(BiE®)
17.1.1 ERERFRRER
B EE AW RICHEM S L “EERILERBRIC B THEMESRO b Tw
58,
(BMBEX - BB ROAMBEY)
17.1.2 ERERREER
BEIN201 56712 B\ TR B 28U 4o Bkl

BB MEE T &) Ao 72

13624% T - 729,

. 80HFH £ TOR
p-OHE DI EEA70.79% 5 &

B LB S N EB E R E L

TATDO NI ERR RO R A BT SR EE S DL R85.2% (283/3326]) Td -
729 15)
%B. “EERBEEBRIC B TOEEIRO LN TS,

18. JRIHFKIP
18.1 {EFIFE
(B 12

SR ) B & % BRI b R A 0 A TR Bt B R %2 ' R LA

TREIEIF 2 2 L2 X D MRBIEER AR, 2 S ORI ARH O BRI cAMP
IR RMIEM 2 3 2 =0 — ¥ 3 SEMHALER (OB X 2 R K
O\ THEREORHTR) DSBS L EZ LN TWA,
18.2 KEREHZICXT 21EH
KBEMHFA ML AES; (7 ) 1617
AV RAY T Vil (
(7 v F) 1

g ) = Vil (5 v ) 17 Shayithh
v k) 16 18) zzy\/ﬁr (EVEY
7;(1:’}/,%[,; (7 v b) 17)\ /0TI Vi (9
v 1) 20 S B ERREE LR Y B (7
1 g/kgm&)ﬂiﬁﬁiiﬁ?ﬁﬂ@L:b’tzﬁ:};ﬂ’r‘)ﬂ’&f\

(59 N) 1017
k) 16 -
RN i
k) 16 SR SERIEAE kF L

,_.m

¥
18.3 EBRERICHT 51ER
Iy —ViBRERRO Y 70 g — VIERFREREE KON T >V E = 7R R
FNRE L AR R IR DO R E I GE R R 2 R (50 b)) 2,
18.4 #ABaABsEMER
18.4.1 02NHERAR O ¥ ANTEA TIEA T 5 VRN LK o0 JUBERL ¥ % Bh 11 U A BB o> B K
TS (70 8) 2,
18.4.2 KT S / w»ﬁmi
T2 (79 1) o
1843 ¥ ) — )% @n*[ S ) O AR E B 2 S 5 (T b) 20,
18.5 BHEMSE/ER

12k B ERGEHRBE I Ly FORIEE_E B o R BB S 2

MR LA L i & AR A S s (A X) ), £/ 707321285 H
MO T 23052 (72 k) 19,

18.6 HRAEIFA

18.6.1 KA WA Z & B b DAL hER A & OGBS E AR 2 WK T 5 (in

vitro) %),

18.6.2 M IMFHHETT B KRR 12 BV CTNEF- @ DA% #H L. MPOIGMH A RIE L L7z
JHEMEAIL O BRIEA~ORE 2 W52 (7 ) 2,

18.6.3 b MEMIE LEMINL L H pylori OIFEFERIIBVTRIEMEY 1 M1 > Th BIL-
8. RANTESOLE % M HEARIERII T 5 (in vitro) 2

18.7 #MfaM X 1 =4 —3 3 > iEM(LIER
4 X R R AR M 2 v 7zDye Couplingi# BT, MlgMa I 2= —
va VIEHUER %R Y U vitro) ®,

19. B ICEAT BIBIEZRER

—fREIRE ANV T TV < LA YR (Irsogladine Maleate)

1b2:44 ¢ 6-25-Dichlorophenyl)-1,3 5-triazine-2 4-diamine monomaleate

5373 CoHrCLNs + CaHaO4

55 F 37216

TR ORI REOR KT, IRIZR RV,
FEfE (100) IZTF L v 7)) a—VIZReRiEdicd {, A%/ =V izT s
7 =) (995) IZHEIFIZC <L KITIZE A EET &V,

Lt -
cl
CO:H
N NH, - [:
AN
\ CO:=H
NYN
NH,
aE

AWV I35 1 CBiEsE2mg [HEL])
1005 [10$£x 10 ; PTP]
10008 [108% 100 : PTP]

ANV TZT 021 o BiERImg [HEL])
100$% [10$£x 10 ; PTP]

23 FEH
Nakashima M, et al.:
498
2) WEEAF Al KSR
3) HFAR Al . 1987 5 24 (4)
4) FENEHR TERER (§i2mg)
5) FLNEHR - RS ERER (§id4mg)
6) Ando T. et al. : Arzneim-Forsch./Drug Res. 1986 : 36 (II) (8)
7) LHBEME b ISR 1986 1 32 (5) 861872
8) Z=AFEKE Ml iH{LERAE 198605 (1) 1 100-120
9) ZHFEKIE 1L anﬂ(l:‘ 5199319 (2) 333355
10) =HFRKIS . 1993:9 (2) :357-385
11) mAE %‘Eﬁ%tlﬁnf‘ 1992 ; 26 (14) : 5437-5445

RS Ml BT L ERR. 1992 41 (11) : 2461-2474
13) \*Eﬂ'm(n fils  JEBE & BRIR. 1992 26 (14) : 5447-5457
14) JWBEIE Al gL BRR. 19925 41 (11)  : 2477-2494
15) ﬁi?%tﬁﬂ fils  EBE & BRIR. 1992 26 (14) : 54615474
.- Arzneim.-Forsch./Drug Res. 1984 ;34 (1) (4)
£PL 19821 24 (5) :683-689
18) LHHpEHE b : HEEE & FHRE 20000 28 (5) 1 407-410

Arzneim.-Forsch./Drug Res. 1984 : 34 (1) (4) :492-

. 1984115 (1) : 4546

- 857-866

1 1221-1228

T 474477

19) Kyoi T. et al. : J. Pharmacol. Sci. 2003 ; 93 (3) : 314-320
20) Kyoi T. et al. : J. Pharmacol. Sci. 2004 ; 95 (3) : 321-328
I : L&t 1990 5 18 (5) 1 2009-2014

987 :89 (5) :279-284
1987 133 (1) :143-150
24) Ueda F, et al : New Trends in Peptic Ulcer and Chronic Hepatitis, Ed.

International Committee of JSG. 1987 : 364-370
25) PR Al c SEEE &R 1983011 (7)  2481-2487
26) Kyoi T. et al. : Life Sciences. 2004 ; 76 (1) :71-83
27) Yamaoka Y. et al. : Gastroenterology. 1997 ; 112 (4)
28) Ueda F, et al : J. Pharmacol. Exp. Ther. 1994 ; 271 (1)

24. XEFEKRERVBEVWEDEE
HEIHASH BEKTE-TtLr 5 —
T030-8583 LRI T 6721
TEL (0120) 517-215
FAX (076) 4428948

: A336
: 397-402

SUERGTEES
261 BLEARSETT
BE Luxa
NicHiko = LTI A1 T B &E2

0320049-4



