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gooo
=1 FHEi ST 2R EWIR T HMEHE) AR DFEEDEEIET 5T v/ EHDEED

2R HaRak WA =E (nM) Kd (nM)

SHTia HEK293 | 3H-8-OH-DPAT | 0.5 0.557

SHT)a NIH3T3 3H-7510 2 0.628

SHTg CHO 3H-5-HT 4 2312

SHTc CHO 3H-ARLILFY 1 1.909

SHTsap | HEK293 | 3H-GR65630 0.5 0.247

SHT,g HEK?293 3H-GR113808 0.1 0.059

Alpha;s | CHO 3H-F73Vvw 0.25 0.226

Alpha,s | CHO 3H-a—241Lsr |1 0.485

Alpha,g | CHO 3H-a—24Ly |1 0.853

Alpha,¢ | CHO 3H-o—oAL Yy |1 0.100

Doy CHO 3H-REXROY 0.2 0.239

hERG HEK?293 3H-RF2zFIF 5 3.66
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Ooo0oao
&2 pIC, B
Co.No. Ref. | (&)-17| (D)-17| (-17| &)-7 | (D)-7 | (-7 | E-12| (H)-12] (-)-12 | &=
128y
SHT, | 571 |5.1 525 | <5 574 | 6.17 | 596 | 538 [6.13 |573 |[=
SHT,4 | 7.84 |5.71 | 559 | 576 |6.95 |7.15 | 6.12 | 6.44 | 6.49 | 631 |V
SHT,g | 662 | 786 | 729 (814 {697 |689 |66 7.18 1683 | 7.14 [
SHT,¢ |5.73 | 533 | <5 518 | 574 [591 | 543 [536 |53 518 | =
SHTsam | 5.94 | <5 <5 <5 <5 <5 <5 517 | <5 556 [N
SHT4 | 6.65 | <5 <5 <5 6.21 [6.06 |636 [694 |69 627 | N
Alphaja | 6.39 | <5 <5 511 | <5 628 |64 635 1626 | 648 [N
Alphasa | 6.05 | <5 <5 <5 544 | <5 511 | 53215 509 | N
Alphazg | 6.19 | <5 <5 <5 5.6 558 | 522 |56 547 | 528 | N
Alphayc | 6 <5 <5 <5 6.02 | <5 593 |568 [571 |523 | N
Dyo 6.27 | 498 | <5 <5 534 | 556 [5.10 | 533 (532 (532 |V
hERG 742 512 | <5 <5 6.63 |654 | 6.5 6.5 6.75 |6.72 |V
BEILEMRe)TY TR TH D,
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£&3 : 5—HT, iEIEA

(1)

=5

1Cso

Ksg

()7

60 nM

20 nM

(£)-12

12 nM

4.2 nM

(+)-17

33 nM

11 nM

(-)-17

33
1.6 nM

0.55nM
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e 100 nM 300 nM 3000 nM

SHFR 80 (7) 95 (15) HEped

(4)-7 35 (7) 62 (15) 94 (21)

()-12 40 (7) 73 (15) 96 (21)

(£)-17 9 (7) 17 (15) 58 (21)

()-17 14 (7) 21 (10) 52 (11)

(-)-17 3(7) 11 (10) 47 (11)
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MAP (mmHg)

RVP (mmHg)

RV/(LV+S)

PAAT (ms)

gzl

92.53 +£20.18

52.45£9.16

0.66 £0.16

11.63 £236

fe&m (-)-17

10 mg/kg p.o.

93.7+14.11

4318+ 738 *

0.46 +£0.08 *

1591276 *

50 mg/kg p.o.

L& (-)-17

97.58+9.74

42.85+11.55*%

0.41+0.08 *

1542 +2.62 %

{EIF21RISRIELF-FEY £SD, BEHIEEAT *p <005
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oooQ
£6 : MEEMIT-EILEINERREL T AR—RASAUEISHTHEEDEIEELTERLIDEHR),
EHEARILE (MBP)E LUECG/ S5 A—4—| 2T AT ADRIE LU 2. 5. BLU1557 D
L&YW O-170B, R—RSAEIFEREOEATIRTRT 5,

INGA—B— HRb/%2  MBP PQms QRSms QTms QTcBms
mmHg

R—RFM1> 230 33 63 31 185 361

0.16 mg/ke @ 2° -1% 4% 0% -2% 0% -1% 10

0.16 mg/keg @ 5° 0% 13% 1% -2% -1% -1%

0.16 mg/kg @ 15° -2% -3% 4% 0% 1% 1%

0.32 mg/kg @ 2° -1% 6% 2% -2% 0% 1%

0.32 mg/kg @ 5’ -4% 2% 4% 0% 3% 1%

0.32 mg/kg @ 15° -4% -3% 4% 0% 4% 3%

0.64 mg/kg @ 2’ -5% 6% 5% 0% 7% 4%

0.64 mg/kg @ 5’ -2% 13% 5% -5% 5% 2%

0.64 mg/kg @ 15’ -5% -5% 4% -3% 8% 4% 20

1.25 mg/kg @ 2° -7% 4% 5% 2% 8% 4%

1.25 mg/kg @ 5° -7% 15% 6% 0% 6% 2%

1.25 mg/kg @, 15° 0% 9% 6% -3% 2% 3%

25mgkg @ 2’ -5% 17% 7% -3% 6% 4%

25mgkg @ 5’ -6% 21% 7% -3% 6% 3%

2.5 mg/kg @ 15° -4% 8% 8% 0% 6% 5%

S mg/kg @ 2° -3% 36% 6% 2% 7% 5%

Smgkg@ 5’ -3% 34% 6% 0% 3% 2% 30

BEEIn=6DHRIETHL, FHAITHELEE (p <0)IIAFLELVAH) VI TRL,

ZLTEROBEEDA—RFA UMD EILTEELT =,
gogoooao
gogoo

£7 : 155 HR TSR ThI-UBIRMAZE % £1F724%5(0.16,032,064,1.25,25 H&LU 5me/kg) R 5LI-ED

L&Y ()-17(ng/mhDINIEL N )LHRIE (h=6)

AZ 0.16 0.32 0.64 1.25 2.5 5

PR {E 398 873 1815 3330 6325 11950 40
goboooo
gogooogao
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8 EAY C-17-AAAGEEHER) D iv. BEU po. B EHIZ T IRBLUSYNTE-EEY (H-17
1B B/ a I N—h AN EYBRE S/ AT A—S—

INTA—B— IR Sk

CL (mL/min/kg) 20+ 6 46

Vss (L/kg) 19+06 3.1

t'2 (h) 14+02 1.1

Cmax (ng/mL) PO 1580 + 165 119+ 37

Tmax (h) PO 0.5[0.5-1.0] 0.5

AUC(0-t) (ng.h/mL) PO 4443 + 1093 686 + 254

F (%) 52 19
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oooo
=9 REEMNT-E—T IWRZRRELTIDHE HR), FHBIRIE (MBP). UINHEEA (SPP)ELUMEEREA (DPP) FhEIARE.
FEIDEEURFEME (LV do/dtma)« BEUECG/ A5 A—4— (PQ,QRS B&U QTeV) (ZDULVT. EEHFII x4 2TEDEIGEL T
KU ADBIELUSELY 30 2EDIEEYW O-17TOHR, NA—ASA U EILEBO B TIERT 5.

185 A—H— HR MBP SPP  DPP LVdp/dtmx PQms QRS QTcV
BT b/min mmHg mmHg mmHg mmHg/s ms ms
R—RZ(> 64 103 29 12 3123 97 46 294
0.16 mghkg @5 4% 2% 2%  +3% 1% 1%  +1% 2% 10
0.16 mg/kg @30° -5% 3%  +5% 3% +0% 0% 2%  +4%
032 mg/kg @ 5° 5% 5% +11% +0% +0% 2% +3% +2%
032 mg/ke @30 +3% 2% 3%  -8% 4% 2%  +4%  +1%
0.63mglkg @5 0% +6% 2%  +0% 3% +3% % +1%
0.63 mg/kg @ 30° +4% +2% -1% -9% 2% -0% +1% +4%
125 mghkg @5 0% +10% -1%  -7% 1% 2% 4% 2%
1.25 mg/kg @ 30" -3% +0% -9% -12% -5% +2% 2% +1%
2.5 mg/kg @ 5’ 5% +13% -1% +1% -8% +6%  +2% -3% 20
2.5 mg/kg @ 30° 4%  +0% -15% -24% +2% +2%  +3% -1%
5mglkg @ 5° 15%  +17%  -10%  +17% -11% 2%  +6% 3%
Smg/kg @307 -14% 0% 7% 5% +2% +2%  +3% 2%
ElFn=4DFRETHD. HETHITHELEE (o <00DIEKFHEIVA4) v TRL. ZLTEROBAOD
R—RSLIOEALTEHLT =,
ooooaoo
goooao
10 : 30 AR TSI Sh =Y IRMAEZ £ 7H% (0.16,0.32,064,1.25,25 HEUSme/ke) 1 5L1-1% 30

DIEEH (5)-17(ng/ml) DIIFLA)LER{E (n=4)

FZE (mg/kg) 0.16 0.32 0.64 1.25 2.5 5
R{E (ng/ml) 725 1420 2540 5205 9550 20375
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