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75 i%— hERGRER
oty DY S~
#HRE: HEK293
FIBHEE: 15 #8 (SEH40%IE)
BB/ LR : 500 msec -
. REEf:-80mV 20mV 500 msec
o B8/ ILR: +20 mVY (500 msec) 50 mV
« H5E/YLR:-50 mV (500 msec) -80 mV — .
BETRBIRE: 37°C
BIEIEIE: hERG T— L EFROE—Y
#HERHE
» %tER: O uM (5 ERE)
+ OP: 10, 30, 100 uM (5 $Ra/& B EE)
« 0OC: 10, 30, 100 uM (5 #HRa/&BE)
« E-4031([5MEXTER): 100 nM (5 #iBd)
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##HER — hERGHER
{pocksy Lz P~
OPRUOC MhERG T—ILERIZx3 5 AFZE (%)
Vehicle 10 pM 30 uM 100 uM
oP 51+6.5 16.9 =+ 8.9 37.5 £ 4.7
0.0£3.3
ocC 2.4 + 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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- FUBERE: 1Hz
- AIEEE:
« BRKILLEAVEE (V,,)
» RENE B (APD30, APDg,, APDygy, AP D30-90)=
- EEIBRE (APA)
« FHIEIRERL(RMP)

- HERYE
« %fHE: 0 uM (6 12F)
« OP: 3, 10, 30, 100 pM (6 $EA/R 2 )
.+ OC:10, 30, 100 UM (6 EBA/EERE)
« Sotalol (&4 xIE8): 30 uM (6 EXK)
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Bl 5 by == -l = ]
OPD#ER — ENLEVIIEREEEFER W i
oy Op2 A7
OPDOENEVHLIEEFH AR BLL/ ATA—RITH T HER
Conc. Mean percentage of pre-test value
Test substance
{(pM) RMP APA APDy, APDyg, APDy; APDsg.g0 Vinax
Vehicle - 6 1004 H.1 99.8 0.6 99.0 +3.3 98.8 +19 990 1.7 98.6 #3.2 1005 +1.7
oP 3 6 100.6 .9 99.9 &£l1.1 8969 +133 98.0 +2.0 987 £14 1019 2259 972 +5.0

10 6 1604 H.3 1003 +1.1 96.7 +£3.1 977 =26  98.0 =26 100.7 2.6 100.1 x3.5
30 6 1015 A6 1008 1.0 945 £62 962 £40 971 £33 102.7 B5 974 £4.2

© 100 6 1002 H.1 990 x1.6 845 +56* 880 +4.0* 905 +£3.I* 1019 435 926 +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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OCR UsotalolDEILEYMELEABERI B/ \FA—RITH I S E
Test substance Conc. N . Mean percentage of pre-test value
(pM) RMP APA APD3, APDyg; APDy, APDsp g9 Vimax
Vehicle - 6 1004 H.1 998 H).6 990 =33 98.8 £1.9 99.0 =17 986 432 1005 +1.7
oC 10 6 1004 H.6 1002 0.8 9.1 £1.6 99.8 £0.9 . 995 +06 1003 H.E 1017 =26
30 6 1009 .8 100.0 0.9 99.6 .i 33 1000 £28 1005 =24 1020 213.0 100.1 *3.1
100 6 998 H.9 1004 +04 986 24 992 +1.9 995 14 10111 0.8 101.6 £5.0
Sotalol 30 6 1009 H.5 994 0.6 1021 £69 1159 508 117.3 £5.08 1419 2828 100.1 £2.0

Data are presented as mean percentage = SD (n=6) of pre-test values
Positive control:

$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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