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20 kg Al
%2020 4 10 H 1 HFEATIE 20 kg A O /N6 2 BRI A O FHITAGR Z v Tuviauy,

A EoEEEE

AFH iﬁﬂjéfcﬁiﬁ CEAEREZEAIRICHT AL eMIEML L TR LT, mullcR ok T
D LR S NGB OREET D2 L LI RIS SN WD, 2, thodil 7T
PHE L FRRIC, %Hiii@ﬁ%&%%@&bf oA N AEDEEERA v T AT A
IV AEYHED R T OBFIK L TIHEMATIERNW I L 2B E X2, AR OGO MEMEZEEIC

BT 5 2 & REIO TR G281 DMK LI LT 2 & | B RYEIC

BN CThHDZ & FHOFBIIDPDLLTREITHCERZET 2 2 LI Tns, £
FIHE LT, AFNH L CHBIEDBED & 2 EF N T b, HERGZET S5 e L TEE
DIFEEDH H2HZNZET LTS,

B WAL TN ERR ST

HfATND Z LBHDHDT, %%&U\%O)%Tb@\ Rz 5

D ffE, S, fRESREAIGEIITERMISERE S D,

2) WEHHRICLEND Z DD (HAEM),

G‘{Cﬁﬁ“&%" U7y Uy WHRKRICT e b e EVRRSER LGN H 50T, T 55
id, BEOREZ HICBIET DR EEET S AT 1,

<AT 2 BV HRRGE L PR E ORFHI oW T >

O ~Z7IniEFEE (10 mgke) ZHERERSE, @X7 It/ 24458 (20 mgkg) ZH[E[FE
B, @~<73 tw@%i(mmg@)%1a1ﬁ‘ﬁa5ﬁﬁ&5 @RT I ELEE
B (10mgkg) #1H 2H (1 HEELT20mgkg), @A 5 ARKEE, @7 ItL
i (bmgkg) Z#1H 20 (1 &L LT 10mgke) . #HA 5 AM&ELE, ©<F7 ItL
2 f5f (20 mg/kg) 1 H 1 [Bl, #HA 5 AL LEGEO®R5% 5 AMOMmE I X
DREHRED Y R 2 L—y 3 V&7V, H275Y ZBERBRICK L CHREBHIf SN 52T
NS HFIEERG L 4, FERPLY A VA3 D PK/PD 3% time above IC TF
SINDEDHEBRETANRNDDLZ LMD, FREV I 2L — 3 BT 5% time above
ICEZHEMH LI, YL T2 IC 1,7 2 vV H275Y A EIRIZ x5 1Cs0 (28+7nM)
4211 Mean+3SD @ 50 nM, & 512, [Csox KE < EEIHEETH S 100 nM, 200
nM, 300 nM [ZFE L7z (£3),

ZORER, UTFTOZ ERHLMNIR ST,

@ @EFE (10 mgkg) ZHEIEE LIGE, BEZECHITHL IS X ORGE H OB MK
T 270, ARRKIETRE ZHERF CE 220,
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@ 2 f5& (20 mg/kg) ZHFEEE L7256, K5ZELOITM A IS K O%GE P OB DMK
TT 270, ARRKERREZ R CX 220,

@ @EHE (10 mgkg) # 1 H 1, BEHEKES LZ5HE, 100 nM Pl EOKGE IR E A HEFF
FTHDIE 80.5 K] (67.1%). 300nM LU EZHERFT % Di% 58.7 W] (48.9%) Th
%

@ EFE (10mgkg) % 1H 20 (1 HEE LT 20mg/kg) . #H#FG L2854, 100 nM
LU EORGE R 2 MERF T 01X 120 FREfH (100 %) . 300 nM LA EA#ERFT 2 1% 117.4
KEfE (97.8 %) TH 5,

® & (bmgkg) % 1H2MA (1 HEE LT 10mgkg) . #EH&EE L2H4E, 100 nM LA
FOKGE PR ZMEFFT 5 O1% 120 R (100 %), 300 nM DL EZ&HEFFT 2 01X 92.2 BF
[ (76.8%) TH 5,

® 2 & (20mg/kg) % 1 H 1A (1 HEE LT 20mg/kg). #HHKES LZH4E, 100nM
LA LD 5SGE i BE 2 AR 5 013 91.5 IFfH (76.3 %) . 300 nM LA L2 #ERF4- 2 DI 70.4
HEf (58.7 %) T b,

INHEDOYIalb—varOfEENS, @D 10 mgke, 1 A 1[0, #A 5 AMEE] 12X
v, H275Y BEKIIKH T BT EFTRENMIRER chDLEXDND, JVEERDRE
H512iX, @D Tomgkg, 1 H 2[A], #H 5 HH&ES ), S 6I2IZ@D M10mg/kg, 1 H 2 ][],
HWH 5 HE#ES ) NRVWEBZX LN, IR CETTERO R WG HIETH L DT, Fils
MiF DMEEEEREOERE FRORBENLETH D,

*<UNE>EE, XTI LT 1 H 1A 10 mg/ke & 15 4y LA BT CHIBLSTEERET D A3,
JERIE U GEARERGTE 5, BEEO LRI, 1RES L T600mgE TET 5,
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#3. NI IEAELIZL L THEKES PK/PD

% time > IC (FiHIfi)

a)

P& ) e 1 e i e
R, AUCMM - hr) R E SR
50 nM 100 nM 200 nM 300 nM
5 mg/kg/IA]
1A 2 x5 HfEEfkE . . 90.7 % 76.8 %
)
(12 W ) 109104 100% 100 % (108.9h)" (92.2h)
10 mg/kg/[F]
15.7 % 13.4 % 11.1 % 9.8 %
D
1A 1EEREOZ 22743 (18.9h) (16.1h) (13.3h) (11.7h)
1 H 1\ x5 HMEER: 113439 78.6 % 67.1 % 55.6 % 48.9 %
(24 W5 f) (94.3 h) (80.5h) (66.7h) (58.7h)
1 H 21 x5 AR . . . 97.8 %
(12 R ) 216254 100 % 100 % 100 % (117.4 1)
20 mg/kg/IA]
17.5 % 15.3 % 13.0 % 11.7 %
D
18 1EERED 448717 (30.0 h) (18.3h) (15.6 h) (14.0h)
1 H 1A x5 AR 993946 87.4 % 76.3 % 65.2 % 58.7 %
(24 W5l f) (104.9 h) (91.5h) (78.2 h) (70.4 h)
a) AUC, % time>IC: #HE#ZNMS 5 H (120 Kf#) T
b)) EB: %time>IC TE (I val): IC % ka2 KR
PK/PD: Pharmacokinetic/Pharmacodynamic, AUC: the area under the curve, IC: R & FEhjE L
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