* 202445 H GT (BE3hR)
20204F6 A tET

Bk SRR

AWM : 345

8 A BN A AR A
VAWK e S

ASFDxFIUE A5z ORRNEBRERE

A= TIF>20D%0 10" &4

IMIDAFENACIN Tablets & OD Tablets

BAEERLSEES
87259
$£0. 1mg OD#E0. 1mg
FHERES | 30100AMX00177000 | 30100AMX00176000
AR5 RAMA 20204E6 A

H) EE-EMEOLGEICIVEMRTLZ L

LER (ROBHEIZFEBEELEWLIE)
.1 REAZHET DB
(= U AERIC & 0 SR D RSN HE 2N 0 S 4u, SRS
BT rREnnH 5, [11.1.28H1]
2.2 WA, AR ST REE DIPAZE LT B R M OVBREL I A
LU ADGH B BHE
[Fi= U AERIC L 0 B O 18 O ULHE J OV Eh 23 ] X
. RN EALT BTN H 5, ] [11. 1. 4B 8]
2.3 WHLEESR) - BRME T LTV D ERE
[(Fr=a U AERNC K 0 BIGO I/ O WUHE & OTEB 23 1] <
L IERBELT A BERH D, ]
2.4 PAZEMRAMENIED B
=) AAERICE VIRES EF L, ERAELT 28N
B ob,] [11. 1. 158]
2.5 EIEMIESPEDBE
(= AEBIZRY ., ERPBLT 2BENLRH 5, ]
.6 EELKROBE
[R5 O DB EFE R WE SN TE Y, ERIET
LBENADNH D] [11. 1. 65/]]
2.1 RAIO S IZxE LIBBUE OB O & 5 B

3. $HRE - MR
3.1 #ARk
4 A IXT = F b A IH T =) 0DEE
o 0. Img [#54K) 0. lmg [#4K]
- LBEF
s AN
ARy L IFT2F 0. Ing
e —2 AT | D-~r=h—, EHT
NIy —bF T, RIAVTr—bFor 7, 7
RS RATFTTIV VB[R )T AT NALTY
WAl |72y oA, B7r A | b—haRU~w—E Zu
o—2, @b FE, Z|ARE Ro, Gk
SRS, WA Usn | A% ATT Y VR
7 VAN
3.7 BHIOHERK
B, AIFT =T UBE A XX T =) 0DEE
o 0. Img 5%k, 0. lmg [#HK]
b:lkiz T bha—T o 78 | FEE (DPENEREESE)
- YR~ IRMB 8 ST
i e e [ERE)
() = ()
4B [EAE : 7. lmm EAE : 7.6mn
JEX ;3. 5mm JEE ;4. Imm
B & #9140mg B & $9180mg
?ﬁﬁuv KRM274 KRM275
o— R
4. ThEEX [EZhER

BEBBBECE T SREVERE. MARRCYLEMREE

5. PIEER IHRICEET R

5.1 AR ZBEH T 28 R L ERRIERZ AT 5 &
Ehiz, HUOERE 2T HRE (RBIBGE, R A, 1
Db RIS RS 5 D R EBIRBEIZ B D HAEWSE) Mo Z LI
MEL, RRAEFICLV RISz ERT L2 &, ok, LHE
WG U THEMMZRRELEET D L,

5.2 TEBIREEPHIERE (ARZRIEIVES) &80 L T a & T
T TRICHT DI B D 2 &,

5. 3 IS DMK A IS RRAR T & 2O ERAVE SUTEB AR E
EEBE IIAF OB EGRB LITR B0,

. BERUAE

WA, RACIEA I F 7 =F 3 LTLUEO. ImgZ 1B 20E], ]
RBEIOYRBICHEARET 5, DRAHIRBEIT, A5
7z LTCLE. 2mg, 1HO. dmgE CTHETE 5,

~

RAERUVAEICEET R

A AIFT2FT L LTUEO. ImgZ 1 H2MFE L, 2R+
IR EMEICEN R OWHEA IR E RS S 2 &, ARAlE
11810. 2mgl H 2B T GBI 4E L 72 538 DA Bk M V22 2 13 Me ST
LTV 70,

L2 PEEL EOFEEDO H D BEIT OV T,
mH&E &35, [9.3. 1]

1.3 BEOBREEDH DHBHFIZOWTIE, 110, IngZ 1 H2[A# 5
L35, [9.2. 12R]

~

~

1[5]0. ImgZ 1 H2

. ERGERNER
8.1 IRFRMiIEE CEWl, HBHR. ROBF®E), OEH, REH

oD ENRDHDDT, AHIFEGHOBEIIT, BEFED
HEHRAE, fERA LR O IR OBREICIER S® 5 2 &
8.2 AFBEIC LV RDBBO DLW EEITIE. BARLRGYE
T W RIEREBET S 2 L

L. HEDERZETIREICHT IR
9.1 &6HE - BMEEZEOHLB8E
9.1.1 FIARIERES D TRHRBAELREZETH8E

AN GANC R ENEZ FEE L, SHEISC T, HM2RkH
HTaT5 L, HEBITRREOHIMIEE L, HoRel
BH1TH 2 &, [11. 1. 28]
9.1.2 REHDH 2 EE

Pra ) ERICE Y ERNELT A BENARH D, [11.1.2
SR ]
9.1.3 FEIROHZEE

Fia UV AERICE Y JERBNELT2BER S 5,
9.1.4 RBHEXFRABERETOHS8F

Play AERICE Y ERPEAT I BENRH D,
.15 N—F UV UERRIIBOEEZEDHLEE

FER DAL D D WITFEMIRRIEIR S H S 2 BETNRNH 5,
9.1.6 BABHEXBADESE

HEEE A b sBZhnd 5,
9.1.7 FRIFBERETTEED BE

Pra U UAERAIC L D BRSSO 28 AR BB E IR N B LT 5 B
Ehnd D,



9.2 BHmEESRE

.21 EEDEBEEOHIBE

B EBE S AT’ H D, [7.3, 16.8. 1B7]

0] BEXIPEEOEEEOHS8E

BHEM D EEIE T DB ENRH D,

.3 eSS E

L hEELEONFEEDHSE8E
FELTHTRE# SN0, BIERARRELLST L RDBE
nndbs, [7.2, 16.8. 1]
D BEOREEOHIBE
L LTHFCREEIND =D,
nnd s, [16.8. 1%MR]

9.5 &

T SUTIENR L CW A AREMED & 5 I3 5 L7 2 &8
BE LWV, BWER (T v ) ICBWTRR~OBITRHRE S
nTna,

9.6 5w

BRI EORFWEER LR BROFEMEE2EE L, ROk X
EHIEERFT 22 L, @R (7> b)) THAFICBITT
L ENHEINTNS,

1 IMNRE

INREE R g & LT BRI RIS G L TR,

9.8 SEE

—HRI, AEEBIEME T LTS, [16.6. 127]

10. HHE{EH

AANX. F& U THOIEMIEHBERCYPIMIZE VRN 5,
[16. 45 18]

10.2 BERER (BERICERTH L)

w

w

w

RITERI B LT K DB %

(-}

A4 S5 FEPRER - FEETIE | R - fERIA T
CYP3MZPRET DA | R A BHEICB W | KA X E & LT

A FZary—n
B =R G2
77V A~ A Y
N

TA hZFatry—u
EPF L X, A
FID Crax 1391, 365 E
L. AUCIEHKIL. 8f%

CYP3AA TR &
HDOT, ZTNHOD
AN L v ARF D
R E SIS,

[16.7. 1&H] W EHLT,

Vo) AEREAT | DWNELEE, SR, B\t Y SER
2% FEA REEEER D S| I BERMN
ZBRRPLD OA LRENNDH 5, H5,

T2 ) FTVUFR
FEH

£ T Ul
FEREA

1. Bl4EA
WOBWERNH SN D ENHDHDT, BEE DITITV,
BENRO LN HAIIIHR G %2 Rk 5 72 i) 2 AuE 21T
T &,

1.1 EXAEIEA

11.1.1 SERAEE (0. 06%)

RIETTEN D 5N D Z ENHDEDOT, BBEH/3IITV, 2
DX I RIERR S LN ZEAICFEEERIEL, HHIZEY)
BB ZEITH 2 &, [2.453H]

11.1.2 BREA (HEERHD)

(2.1, 9.1.1, 9. 1.2& ]

11.1.3 FFSREREE (SIS RE))

AST, ALT, B UL E YO EHZEZE IFREE D bbb
ZEMDD,

11.1. 4 BREEMEA LHOR (BHEARH)

FHLWER, EHEMEREND S bnEa i3k E5%2 Ik
L. @ 0@EE1TH 2 &, [2. 25 17]

11.1.5 9% - HAE (EEARH)

11.1.6 QTEER. DEMEER (T BERH)

OTIER., DEMFN. BE ey, BRIRERH Sbhd & D
WERDH D, [2.60]

1.1 ZO4DEIERA

5%2L_F 0. 1~B%Ai BEEANEA
B BUE BB, O &
Tt R RS, BRREG., DEWv, | LTh
[FIspR
THIbaR {5RY% B - EEARE, L,
Y. MR, FORL. AAR
AR, HAERE, BR, IR
M, AU, REE. D
N
PEBR 25 i, WIS, If)E RA
P 2 WEMEBEZL R . WLk, N
C MU=
1% ARIMEREA B EREAD
iSRRI
WoPRES - Bk PEIRAEE, 72k, R A
B« ARIMERRGME, TR SR
(B, BEREBERSE).
IRPEAGE, 7LV TF=
N
iR 7M. B IR RE R,
ARERRZE, BRI, ARAG
TEIE,
iR y =GP, TAHUKRAT 7
#—+¥_ AST, ALT, BV L
v o kA
Z DA O -0 )27 0%Y R, &%
NEZEE | E. LDHEGAN. M REE k-
(33.1%) | &, R, 2L AT a—
AN, HagE, TEEIE. B
V. R
13, BERE
13.1 fER
PREA. fhe, B BRE
13.2 g

BRI SUTIR R B G 24TV, IRICT be e @ &R 5056
ERIBRDIEZTT 5, F7o, RENTR U TITEIRSE, B2
LTi3e e g g, SRS U Tl Y 20 E 217
2o

14 BARLOIEE

141 FRIZFBOZEE
(EIF|FEE)

14. 1.1 PTPEREE D IEANIPTP Y — b 2SRV L CRAT 2 & 5
i8S 52 &, PTPU— ORI LV | BOSLAE SR ERS
JEA~HIA L, BICITZEILE B 2 L CHERIR2& % 0 EE e A DHE
EORRTDHZEND D,

(0Dg&)

14.1.2 AANTEO LICOBTHERZRE ST L HET D720,
KL TIRAAEETH D, F/o. KTIRHTIZ L TE S,

14.1.3 BE-FFoRETIE, KR LTRASE RV &,

15. ZDHDEE

15. 2 JEBRPREABRICE D < fH¥R

< 7 R 2RI 0BG L= S AJEMERER (30, 100 1U'300mg/
kg) 1ZBWT, MERED300mg/kghE THEMAZIRNE D BN ATD 5
NizEORER DD, 2. 7 MFEMROBG LIEBA
JEMEERER (3, 7. 15 U30mg/kg) IV T, JHHMI G B o> 1Y
MEFRD BRI T- & DBERH 5,

16. ZEYE)RE

16. 1 mMAPEBE

16. 1.1 BEEkE (EMEHMRSFIERR)

fEER AN BMEERSSR L LA S 27 =F 2 880, Ing (i@
$8) RO 247 = 0D8E0. Img (D FENAEEEE) D7/ "1
ARG —R—{EIZ LBk L (246)) KOUkH Y (2461]) DZEE
REHL AR O 5108 T 2 RIEERRBRICB VLT, ThEntls
BICRI%ETH D 2 L MR S =Y,



K 7e Uikl

(pg/mL)
700
600 |
—0—ODfiE
- —— il EE
500 |
i 400 |
i
o300 b
b
FE 200
100 H
0 * t . ' (hr)
L 2 4 6 8 12
FRETH]
@ﬁﬂ Thnax Chax AUCo—12 Tise
(hr) (pg/mL) (pg * hr/nL) (hr)
OD$E 1.4%0.7 | 487137 1830492 3.09=+0. 46
- B 1.1£0.3 | 5562+t140 1810+=467 3.04=+0. 41
S+ R
K 0 B bR
(pg/mL)
700
600 F
—0— ODfiE
500
i 400
#E
300
b
B 200
100
0 : * " ()
2 4 6 8 12
R[]
%%ﬁ” Thax Crax AUCo—12 Tis2
(hr) (pg/mL) (pg * hr/mL) (hr)
OD$E 1.0%£0.2 [ 495£99.8 1810+449 3.08=%0. 44
Hm e 1.0£0.2 | 541119 1860+ 381 3.15%0.52
S+ R R
16.1.2 RE#E

FERER N B MBI A 2 27 =F 3 0. 25mgA 1 H 2[8]5 H K18
Be b U7z | gal e 514 & e e ml 4 54 oo i p R e RS 1
IFIERBECTH o7, Fo, BYBIE T A —ZICHLEEITRD
LT, KEHRGICL 2ERMEERO b7z,
16. 2 IRIR
16.2.1 BEOXE

TR N BPEL2BIC A S # 7 = F 200, Img & 22 JE R B m] k%
OEE Uz, Mg R I 5% 1. SRR CRemicE L, <
DOPRFEITAT1pg/mL T, HIFWHIL2. ORI TH o 72, Tl
AP TIRZERE IR 52 U CrandE 1. 3%, AUCo—12031. 2R T
o7,

(pg/mL)
700

600

- ZefifiE -
500 F -0- %G
500
400 |

300 [

BEESE

200

100

(S|

Thax Crax AUCo—12 T1/2
544
(hr) (pg/mL) (pg * hr/mL) (hr)
ZEfgIRE 1.5 4714107 2230+ 540 2.940.2
=% 1.3 611+113 2690470 2.97+0.2

SR EAEER 2, Tax D A HJE

16.2. 2 #8944 TFRA4SEY T«

SENEER A BEICBNT, A 247 =2 F 2 IR E D
IFIF100%H UL S 40, M9 NA AT _A ZE Y T 4 (157, 8% T
BT,

16.3 4%

16.3. 1 BB 1T5 90

AIFT S rE Ty MIRERAKS Lk, BEHE
BRI TR RIS I R 27 Ly 1. SHEERE 00 -0 —C ofi 175 v i 2
X0 LEEEICK Lz, BECE T 5 Cax L CAUC-121E, Eh
ZhmigE o 10. 7% 025, MEEVMEEZ R L=,

16.3.2 E@HS

MAEEARBERIL, 87.1~88.8%ThH V. FEAEAIIT LY
SR N BEEEA TH oI,

16. 4 &5

A X T = VIR OG5 HI40% 08 P C ) [B] 3@ 2 B
ZT 5, MEEREREEWIE, AF A IFY — LENRLE
NIM-2, F72M-20 A F LA I F ) — VIR & 52 1) ToM-
AR ORECRDON-7 V7 a CBRIAERTHHN-9TH - 72, M-
2K OM=4~DARHHTIZ T & L TCYP3A4R . M-9~DHNTIZ T
& LCUGTIMA B 557, [10. Z1/]

Fo. A IFT 2 RO OTEREIN-2, M-4, M-91%,
t hCYPAFFE (CYP1A2, CYP2C9. CYP2C19. CYP2D6. CYP2E1J
TACYP3A4) ZPHE LAeh o729 (in vitro),

16.5 HEt

SME R R A B 6, [1MC] A I X7 =) %0, 25mgdD
B TR HEER A& S L2 | BEROISUN 5%
1920 & TR R O IC PR S = (JRF65. 6%, FEH
29.4%) , RELED R FPEHERITI0%RGE TH Y . EHF~DR
AL OPEINIFRD S o 729,

16.6 BHEDERZETHBE

16.6. 1 =hE

LR 72 s T PE6 B K ON6b i A LD S EIBNC A I X T =
0. Img & ZEERFIC BRI A % 5 L 72, @ilin CldCrax 3 FF
i BT R T L 265 @0y o 7228, AUCo-eolXIZIEREETH -
7209, [9. 8% ]

Thax Chax AUCo—co Tis2
(hr) (pg/mL) (pg * hr/mL) (hr)
He i 1.5 382+106 201011050 2.6+0.7
e i 1.0 445+136 21404480 3.1%+0.4
SEPIE AR AE . Tnax D A HIAE
16. 7 ZEMHEEER

16.7.1 41 bS5a+YJy—)L

R A BIEL0FC R LT, 4 b T =) —/1200mg % 1 H 1[A]9
ARMRERGRIC, 4 I X7 2F 200, IngZe OG-k,
FNENLMEROL 852 ERH- L9, [10. 25 88]
16.8 =ik
16.8. 1 BEEEAFEMEEE (PPK) f##T

NONMEMIZ & 2 REAEFASKMBhREMENT IZIZ, BRIND T 7% 4 LB
HDIRBINEFED 2-a > /R— R A NET VR AW, B
B N OV B R % 5B o 1 TR BB bR FR A (20~855%)

85215 (L DT HEREREE B 1014, 2L O B BB B 75 AR
11661, TEEOFERREREBFE14FZET) &, EEKRA

(20~755%) 905 D F3, 1687 fL DI BEAFIREE 2 & L=, (K
&, OFEER, MEE. BN, BRERE . IFRSEERERE (AST. ALT,
y=GTP, T/ HVKRAT 7 E—¥ (ALP). ILEEWL/KFEMFHE, K
EULE YY), BHEREEE (v 7y =2, mhREE
F), MFPTATIMEEAIZ T2 F L ORAZ VT T
A (CL/F) L OBBREFMLIZEZ A, TAHVEKRRAT 7 X —
R ER A BFIT LTI E R BT OCL/FIZA%K) » 7, F
7=, FEE B TR L C Al OCL/FIZ14%K 2y 7=, B HRESs
(g7 V7 F=r, MPREER) 2 a0 OMOIE R
WECL/FIC B A RIFS o719, [9.2.1, 9.3.1, 9.3.2%&
1]



. el s s o | on ‘ 5%
DiPAY — IR =[ H 7£3) 44 5 FIH 74
RHER R A —% (95%{ 151 K< F) AT 25 ) AT H BeEATE) | 12 | 281 1% Qi
2H 7 V77 A(L/hr) 23.1(21.2-25.0) 32. 4% iE il 364 355 355 363
rﬁ“’:ii;;;;%i<i;/ o 109 (102-116) 23. 3% jfiiii;ﬁ;?;;; 14.53+ | -55.92=+ | -70.83+ | -83.51+
Z - R g 14. 47 72.52% | 50.56% | 3b.48%
gy — R AL O (AL %)
. 3.50(2. 95-4. 05)
7 V77 A (L/hr) 1H®HTEY D
R A 11.56+ | -1.65% | -2.05+ | -2.35=+
- 2.81 2.12¢ 2. 26% 2. 14%
SRR L) 44.3(33.8-54.8) (AL - )
WIS HEE TE 4K (1/hr) 3.07(2. 55-3. 59) 136. 7% 1A 3féﬁiéﬂ;§)qftg nsi+ | 4581+ | 5567+ | —70. 53+
WD F 7 % A A (hr) | 0.436(0. 422-0. 450) Eif;?ﬁigﬁ“%égk 3.18 | 53.37¢ | 48.65% | 38.37%
AN ;4: : 00
BRI B 37. 3% =

s, WERMERGRRZ S LHEKRROO. 2ng/ A & T0. 4ng/
AREFICINT, THELL EORTIES B8 K OEEOBEE
BETOMMREII 2T,

) AFOAKE S - &0, 2mg/ B, BVER 45 2561%
0.4mg/ B E CTHETH 5,

17. BRER AR
1.1 ENERUREHICET 568
17.1.1 ERELIETS RSB - E5REEHR
ETEEEEEERETSIME SR E LT, A 2347 )0 Ingk
LA 2@ 123 R NP 5 2 B A 0 Lo, FEREMIHEE ©b
21 & 72 0 OFFHRREERIEL O GR35 2 (LRI
BT, A I X7 =2F VBT T BREHTH LA B R UGER)
BA R L, 7. 1BH7-0 OFHHEREBRERIAH-Y O
SEEIR B AR RS OB S AMEIC kT A2 ki onT b, T
BRI LA B RWESNRE R LW,
BIEREH OGS Lot A I X7 =F 2 U BE32161 7R 13041
(40.5%) ([CRIMEM (BERMAEMORE ZETe) BRD LA,

SEEIE SRR RS # 0 p<0.05 [vs FERE]
H3)  BERNIARHGEE &b FERGE (5D
17.1.3 EREIREE RN SHAR
EIEENEE R 43BN 2R E L, A I X4 7 = F 0. ImgZ 1
A2 12 R OB 5 U, 2 OB REIEAEED (2560, BIREHIT
AIF T 0 2mgE 1 H2MEB2EMBEOEE L, IEHEH]
134 X7 =F 0. ImgZ 1 H2[E40 MR 054 236k %
FEhi L7z, 0.4mg/ AICHR LR, 1EMBZ Y OEF KK
HEEk, 1H H72 0 OFHPEIREE KL O H H7- D OFLREY)
AR EE O ERMEIC T 2 2BV THERRD DL, £
DOERIT64AM % (B ES2MM%) £ THIIT D Z &2 HEFF
En7=),
BIVEFER DR G & 72 > 724356521561 (49. 4%) (2 BIEH
(FERRAEMEORE 2 ET) AR LI, HEEIT18241 114
i (62.6%) . FEIIEBNL253BIH 1016 (39.9%) Thol, &
ZRRIMER T EG T ONERITH (53, 3%) . FE3441
(18.7%) . FEHEFI TIT O WNZEE6TH] (26.5%) . {HFK254]
(9.9%) ThHolz,
HEENRERER 0.4mg/ A (BEEH]) TORE

TARIWEMIT A B87H (27.1%) ., (EFE306 (9.3%) Th -l 6438 F5 1%
AR 2438 % (B9 B 52
AT E B P GREED | HHRTED | A3 . FTMTE B GRS | 2R | (ME12] L
AT IERE SR 2) %)
i o] |755% | 8350+ | ~49.50% X3 LR
VAMHIY O | 777w 11. 18 51.34 57. 22 SE B 159 159 158 159
ARRRIER + | -48.67% | -68. 24+ LA & 720 O
(ZAb= %) 4;:151j;;E 1?552i7 i, v, /jg%;jfk;%[jik 14.01% | —22.92% | —69.97+ | ~79.30+
s : 44. 7567 | 36.90 ‘j;ﬁjlié*‘y) 13.20 | 75.20%% | 42.93%% | 41.01%%
| 11,47 | -1.04% | -1.08% i
by | TTEREE ) 1.74 1.62 1H&H7=0 D
SR B [T . : : : T, 11.86+ | -0.82+ | —2.03% | -2.11+
AIF7=| 1120 | -1.19% | -1.52% FHEIPEIR [ 9 44 T #1 8
(ZEEH - [) ST S U : SR . . 1.70 2.01 2. 06
Foum | 2.28 1.58 1.70¢ (AL AL : ()
1EH7=0 DY
b ey | 0-427F | —20.83% | -35.63+ i 4,96+ | -23.67+ | -58.58=% | —65.62+
- \[Z A “Z/\ = Nay= ¥4
1?3?”??? TTEREE o 46. 24 53. 71 R“ﬂﬁgwﬁ 2.99 | 43.29%% | 40.25% | 38 9t
SR BB &R (2213 - %)

(25 (L% - %) AIX T x| 4.87% -34. 58+ | -53.39+

Fo U 2.90 43. 83# 41, 35%#

ED T RERICHT AEEE LT a R Y R )
T HIELMEOMGE AR B & U7 AR e ak B o plif
AR T
7T BRI, A I X T = F T U RE318H
Sl HEAEMR S # : p<0. 05, ## : p<0. 01, #itH# : p
<0.001 [vs 77 &&R]
H2)  BERNIAREEE & b IEHE (8]
17.1. 2 ERENIHREHREHER
EIEEE B FASIB 2R E L, A X4 72T 0. ImgZ 1
HolEs23 @ RfE D& 54 2Bk 2 FhE L 7=, 1l H =0 of/FE
JRIZEEE, 1H 720 OFHPEREIE L O H &2 OFEIR
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IR, MR MR O 3 WA B PR L b~ b o IS 4 VR 23 #E et
IR < . BRIRICE T DAFI OB & ZeMICHE S L TWD
ZENHERSNAY,

18.2 LRAY VEFEFILAY) VREEY T4 FI2HT 34EH

18.2.1 U9 FROENLE v b ORGHMEBEEAZ W THE
ML), D (M2) KROER (M3) [CBTDLARY T =
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