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Effects of bis(dimethyl amino)—-diphenyl methane (BDDM)
on action potentials in guinea pig papillary muscle

LIU De—Qiang, ZHAO De-Hua, SHENG Bao-tHeng
(Depariment of Pharmacclogy, The Fourth Military Medical College, Xi-on 710033, China)

ABSTRACT The effects of BDDM on action
potentials and slow respone action potentials
in guinea pig papillary muscle were inves-
tigated by microelecirode technique. BDDM
prolonged action potentials duraiion at 30,
50, 90, and 100% recpolarization (APD,,.
APD,,, AFPD,,, APD ) and prolonged the
effective refractory pericd (ERP), so ERP/

Received 1988 Jun 18 Accepted 1988 Nov 8

L 1t was presented on the s5th Southeast and West—
ern Pacific Regoinal Meeting of Pharmacologists,

1938 Jul, Beijing

APD value became greater. BDDM (51.6
pmol/L) decreased the APA, V... and
prolonged APD,,, APD,. In barium—
induced veniricular autorhythmicity.
BDDM suppressed the maximal diastolic
potential (MDP). APA and geduced the
rate of spontaneous rhythm. These resulis
suggest that BDDM may unspecifically inhibit
the currents of Ca®*, K*. and Na*.

KEY WORDS bis(dimethyl amino)-diphenyl
methane (BDDM): papillary muscles. action
potentiais: barium
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By R HI-—FH (BDDMgE i KER
¥ I3 sm B APD. ERP, {# ERP/APD L}, {& 1%
s B O R TIREME APAFI o0 HH R Bk EE
(Veaa)s BRRER SH{ERA APA f1 Va.e, FHIEK
APD,,; i Batt ®EpyFL Akl R BIES), RB{E
APA 71 MDP, #5427 BDDM #t.0:f) #pfs Ca®*,
K+, Na* pips s FimEER.

WA C[CHEEI-TFEHRR, AR ZHER
firs $1

4, -TIHRHI-TFH {4, 4'-bis
{dimethy! amino)—diphenyl methane, BDDM)
Ao REEERY, LELRIE
A HE W AT SE R 4R OR Y, SRR T RS Him
HESANRExR, AXEBEKERGLEF LR
U b, REBEMEBKEIEA, #—35 0% BDDM
Xf Lo 28 WLED4E A2 2 B e A ) 158 52 2 ERL T sh B
¥m, ) BDDM i 25 7 HiEtdh s
AR,

MATERIALS AND METHODS

B 34 H, 2o A%, £ 328+£SD 45
g, ELFF, EBLLAE, WAZ 95%0:,+5%
CO, 1 fnrg Tyrode iirh, Hildrh &= A KK
FrA, FHAF R UGRKEFMEE T2 ol FEERAS
Fi36+0.5C, pHT.2-7.4 K Tyrode 3% 7531
B, #EF5.5ml/min, ) 1Hz, 3ms, 1.5
£ B e, e B ) S T B A A

OFBEEHFER KCL 3 mol/L BB s
%, MPH 10-40 MQ, #RikH Ag-ACl g s
PR B AR E, MHESSWE, —KHE
ARG T IR RS ITIE, HHEAOLdR
HHRLFE, B—RERTUISHSEHAH
KAESTRATUEMRS REHBIOIR. &7
FEE L AHERE, —MFEERE—#Ha%,
HEF&B]” #Hl RIS L-851 AU BTt
BV, BB, FITHER.

BDDM [ oK, 220 K% b5 A R ok
Pz et FeEL. BRI E,
FFRA R ER 1% AR T 4 CkE &

., tt@F£-EE (lidocaine,Lid) X1 A 4
&,

RESULTS

BDDM KM ER L RMBRE Bk
B {YS VYW BDDM 12.9 umol/L KT
G Z R LR bR A 20 min f5, 3 {F i LR
FZ(APD)#%45, BDDM 25.8, 51.6umol/L &
APD,,, APD,,, APD,,, APD,, Jt+,; BDDM
51.6 umol /L iREE (b ZH{E A B (APAY R 0
HEABRBEER (Vo) T, BERLE®RP) A
F/(Tab 1),
Tab 1. Effects of bis{dimethy] amino)—-diphenyl
methane (BDDM) on action poteniial paramefers
and effective refractory period (ERP) in guinea

pig papillary muscles, n=§, ¥+SD, *P>0.05,
**PD.05, *MP<0.01.

BDDM (umol/L)

Parpmeter Control 12,9 25.8 51.6
L3 - [T 13
APA(mV) 125+5 125+5 123+8 120L7
- [ ] L L3
RP(mV) ga+z 881 88+ 2 g6+ 2
- » [ X ]
Voaux(V/5) 271241 270437 251%31 2343+ 43
- -l -l
APD,(ms) 1011+11 98+9 1097 107+ 11
L3 ] S % aad
APD,,(ms) 148411 144113 16211 16711

RS -e -ha
APD,,(ms) 203+ 18 194119 217118 229417
[ T 1] A0a [ F X 3
APD,,(ms) 2244 17 217+ 19 243120 254118

Lt} [T RS

L g
ERP{ms) 160423 1631+19 183126 205134

L3 2} L g L] (X1}

ERP/APD 0.74-0.1 0.84+0.1 ¢.810.1 0.81+0.1

BDDM X NN F B IM(ERP)HEMR 15
ARISTTA 1 Hz BOEEah &, 3 8 2K A
1 BRI, ZPHEMITRIMmELRTR
Bz B RERR, LA BRE T & ) fE L
FARNRENEERN ERP, M R EHBLT
HHEHIEH S i, BDDM 12,9 pmol/L, T]{
R0 AL 4R JL ERP #5456, {3 ERP/APD
1+ BDDM 25,8, 51.6 pmol/L {§ ERP/APD
th{E 3 A< (Tab 1),

Al o e
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BDDM 3485 K* R B 3h fEsR 4X A0
M EeEmERPE EIES 18 mmoil/L,NaCl
R MR, HERFERBEEAE. LREE
BEATERRME4RE, T Sms i HHh
BT R RO B AL SR AL = A= sh PR, BT
BERFPRaE H R REES, K A ELRE
ipmol/L, % 0.25Hz, 5ms, 2 % B /EH
M, XH A EFR M. Ve 510.051.9
Vis(n=7), 2 8 i v £1’. BDDM 25.3,
103.2 wmol/L w{E B i Sh{ERALZ APA B
Vaux (K, APD, RE{(Tab 2),

Tab 2. Effect of BDDM on slow response action
potentials pretreated with KC] 18 mmol/L in guinea
pig papillary muscles, n=7, E+SD. *P>0.05,
**P< (.08, *""P<C0.01. -

BDDM (pmol/L)
Parameter Control 25.8 51.6

APA(mV) 72+7 68t+5** 63t g***
Vaus(V/5) 10t+2 gf2v** g at**
APD,(ms) 69138 72+ 0" 7&+13%**
APD,,(ms) 123+15 132+17** 141t:23***

BDDM 3f Ba’* S & ¥ B It KR
7% iy A BaCl, 3 mmol/L if, APA &
fi£, #520min FHILB ERs, #F5k BN
~-80mV I # B -50mV X 75, BDDM 25.8
pmol/L 48 Al F B B3 4k 4R 4 (0 = 5)20 min
5, APA 7244 B2 (£ 3| 66+4 mV (P<
0.01); B ERHEL 10549, 9319
bpm(P<0.01); BDDM 51.6 pumol/L {# APA
B 72+ 4 B3 60+5 mV (P<{0.01)y MDP L\
FHEAWS 55+ 4 [£ 3] 46 £9mV(P<<0.01), Hx
M 105+9F B[ 86+8 bpm (P<<0.01), Lid
55.4, 110.8pumol/L {5 &R M 9844, 4
BIFEE) 85+ 6, 77+5bpm(P Hy<0.01),

DISCUSSION

WAL ARS RAERE RN, 2IOH
#2250 VE FT LR, BDDMT]{# APD, ERP
K, ERP/APD [L{i# K, XE{EFARMER

1

Il {5 B T R a5 S, ARTHIRT
B E Vi BAKEEFH MM 2 ERTELE
BELOIAHNES. RELROEEFEER.
v ik By BDDM gE ek .0 HL48 A APA 1
Voax, B BDDM 3 Iy, FPH]/EA.

A RERER DD, S8 RRR
(LB, RIBB.OENERMNITE N
FEREET, SRkxSSREEHN, TE
shiErm LBy BRER, H RER SH{H, K*
ShE T B T # R 8 Ca*t g ik Hoft-
men %5 (BiFH, LM Ca®t B, SHER
IR R, BDDM/NFIR 37 fFR AR
MO, 5HE.L 2R ES 5 P it H 2 BDDM
25.8, 51.6umol/L thifEzh1Ee fYEFRHE &
£ K RkE BRI ESfErbsh, BDDM §
PRk APA 1 Voo, HERKIHERLHE, BR
BDDM 1~ {H 5B L AL 48R Ca** R, T
HAERE (RO 4B RaET K* Shik.

Ba®** M H ik A 2E Rk
(RS, MRS L, ;A HHTE"". BDDM
#1 Lid ¥ 48 Ba®t WAKIR K BB RERE
G a8 BDDM AAE{E H APA & MDP
Pk, 37~ BDDM R Ca®t EEFE R .
LI F3ER4E Rt % 1, BDDM X .0 L 48 W
Ca**, K*, Na*BSBL¥:=3SFH40 R 1R,
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Effect of dazoxiben on cerebrovascular resistance in rabbits

RUI Yao-Cheng, SUN Du-Xin, LONG Kun (Depariment of Phatmacclogy, Faculty of Pharmacy,

Second Military Medical University, Shanghai 200433, Ching

ABSTRACT The effects of dazoxiben. a
"TXA,; synthetase inhibitor, and indomstha-
cin were compared on cerebrovascular resis-
tance (C¥R) and levels of serum TXB,,
6-keto-PGF,, (the stable metabolites of
TXA,; and PGI.. respectively) and on pro-
tection from acute brain ischaemia caused
by ia earachidonic acid (AAY in rabbits.
The flow represented the cerebral biood
flow (CBF) in two internal jugulat arteries
were measured with electromagnetic fiow
meter after ccclusion of bilateral vertebral
arteries and cxiernal jugulaf arteries. CVR
was represented as blood pressure/({CBF-
100 g brain). Serum TXB, and 6-keto—
PGF,, levels were determined by radio-
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immunoassay. The results showed thet CVR
and BP, EEG, ECG were not affected by
treatment with iv dazoxiben 2 or 10 mg/
kg. The CVR was enhanced by 25.5 and
49.8% at 30 and 40 min., respectively
after .iv indomethacin 10 mg/kg. The
serum TXB, level (872+ 35 was inhibited
o 511+163 pg/ml (n=5, P<0.05) and
6—keto-PGF,; increased from 6683+309 to
890+ 357 pg/ml (n=5, P<{0.05) rt 30 min
after iv 2 mg/kg dazoxiben. However, both
TXB, and 6-keto—PGF,, decreassed by 25.4
and 32.7%, respectively at 40 min after
iv indomethacin [0 mg/kg. In a model of
cerebral ischaemia caused by ia AA in rab-
bits, the EEG change and enhancement of
CVR were antagonized by iv dazoxiben 10
mg /kg completely, but only partly antago-
njzed by indomethacin 10 mg/kg. The
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