i

BEA  BRBERCHY LZETEICET Sin vitroillR ==
| ooy T¥/a P~

OPRU'OCHHEK293MfRIZHE L= hERG Fv~
RILERAOHEICEATIHRBRRVEILEYFELER
EXRERWERERA~DORZECETHHE

47

-
dﬁh % & U E HI‘J on—7

. ChETIZERLLHRBR TR, T30 TRHESHBROBEFERET
DHT, APD, DEFEREABHLNH, TSI, T/
3L )L (OP, RO0640796) R U E1E{H## (OC, RO0640802) D
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7 i%— hERGEER

#fa: HEK293
FEEEE: 15 P8 (S 5H4051)

HEE/NILA

- REE -80mV
« BESE/ LR +20 mV (500 msec)
« BV 50 mV (500 msec)

. EERRE: 37°C

HEHE#E: hERG T—ILEROE—S

HEEME

« %IEE: O uM (5 #AR)

« OP: 10, 30, 100 pM (5 HHRG/B- B E)
« OC: 10, 30, 100 uM (5 #HR/&BEE)
« E-4031(BR14%xtE8): 100 nM (5 #ia)

#5 %R — hERGFHER

,

Ova =7

500 msec

20 mv
500 msec

50 mv
-S0mvV— —
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OPRUOC MhERG F— L EFI=xd 5 [HEE (%)

Vehicle 10 pM 30 M 100 uM
oP 5165 16.9 + 8.9** 37.5 £ 4.7
0.0£3.3
oC 2.4 1 8.1 1.7 = 5.1 5.7 6.3

Data are presented the mean = SD (n=5).

**p<0.01, significantly different from the vehicle group (Dunnett's test)

~ Positive control:
E-4031 at 100 nM: 88.0 = 2.0 %.
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o BEREX: £ EVIELEERG
o FIESERE: 1Hz
. AIEEE: |
« BRI EAYEE (V)
« ABERFRE (APD,, APDgy, APDgg, APD, o),
. BREIELIS (APA)
« FIEEERI(RMP)
- HERME
« RE: 0 uM (6 1B )
+ OP: 3,10, 30, 100 pM (6 EEX/EREE)
« “0OC: 10, 30, 100 uM (6 BXR/BEEE)
+ Sotalol (FEXEE): 30 UM (6 BA)
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OPD#ER - EILNEVMLEHEBERMSER -
O
OPDENEVMLEMFEBHBANATA—RIHTIEE
Test substance Conc. Mean percentage of pre-test value
? (1M) RMP APA APDy APDg APDyy APDsos Vinas
Vehicle —_ 6 1004 H.1 998 0.6 990 =33 988 =19 99.0 =17 98.6 232 1005 4 1.7
OP -3 6 1006 9 999 i_I.I 96.9 +3.3 98.0 %20 98.7 £14 1019 £9 972 5.0

10 6 1004 H.3 1003 =+1.1 96.7 +3.1 97.7 £26 980 =26 1007 226 100.1 %35
10 6 1015 206 1008 +£1.0 945 £62 962 =40 97.1 =33 1027 435 974 42

66 - 6 1002 #H.1 93.0 1.6 845 +£35.6* 880 +4.0* 905 £3.1* 101.9 435  92.6 £3.6*

Data are presented as mean percentage &+ SD (n=6) of pre-test values.
*p<0.05, significantly different from the Vehicle group (Dunnett's test).
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OCK UsotalolDEINEYMLEBFER BRI/ \TA—2HTHEE
Test substance Conc. Mean percentage of pre-test value
(pM) RMP APA APDsg APDgp APDgg APDig.99 Vina
Vehicle 6 1004 H. 998 £06 990 +33 988 x£19 990 =17 986 432 1005 x1.7
ocC 10 6 1004 206 1002 0.8 99.1 =16 998 =09 995 =06 1003 H.8 1017 x£26
30 6 1009 0.8 1000 09 99.6 =33 1000 =28 1005 =24 1020 #3830 100.1 +3.1
100 6 998 H9 1004 04 986 x24 992 =19 995 +£14 1011 08 1016 +50
Sotalol" 30 6 1009 .5 994 406 1021 =69 1159 508 117.3 x50 1419 282§ 100.1 %20
Data are presented as mean percentage == SD (n=6) of pre-test values
Positive controi: _
$p<0.05, significantly different from the Vehicle group (Student’s t test)
#p<0.05, significantly different from the Vehicle group (Aspin-Welch’s test)
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QC:

. H-—_Iél—} = (100 uM)i'C*‘hERG HBREY BHEMABRO/NTA—FITHLT,
%2% nm\&)bhtib\ﬁf“

OP:

« 30 &0‘100 UM CTREKRFEMIChERGEZRZMHIL, HFETFNEH,
16.9% B 137.5% CdhoT=-

« LESDST, IC,, £ 100 p(MEY B BETHD

v 100 pMTENLEY LIS EENE LB (APD,y, APDgy, APDyg) RISV, %
BEROLT
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- 100 UMIFEERR A 2R 5O MR EE(THEAR 80F‘uJ:r—,L\
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hERGRUEILEVFAEHGEHEMBARICD oo
WTHEE -OP

» 30 HMuJ:‘ChERG Bz GIL, 100 pMTEBBUBRR UV, ,, EBDLIE
CHEDIBRHMSOP (£30 yMELET |, FroRILEIFHIL, 100 yMTlECak
UNaFvorLE HET S EATESND

« 30 UMIZERIRAERSRDOMIEPREDI00F L LICHETS

« OPIZ&LZhERGOMEIMRDLN-A, FEEREBICHTH0POEELLT
1%, EREATEIELS, EREANERDHLNT
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