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The study examined the effect of ZDT28E, a blocker of by perpolanzaticm-activated “funny ™
current 1, on ¢loctngal activaty m workang atrial and ventncular myocasdium in rats. In con-
comtranms range from 3+ 10° 10 3-10" M, the agest signiicanthy iscrcased the duration of
action potentials at £0 and 90 repolanzation levels in both atnial and yentnicelar myocardium
at the fixed stmulation rate of 5§ Hz. The blocker affectod nother resting potential por the
upstroke velogity of actxom potential In patch-clamp experiments, ZDT2ES sclectnely inhib-
wed |, current, but peoduced mo effect on delayed rectificr potasssum currents that determine
the rate of repolanzation. The descnbed effects of ZD7288 aro not related 10 its poa-specific
cffects o the ioesc curments except |,
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The carronts activated by by perpolanization and bap-
tized by the gonenc name of “funny currents™ (1)
play 3 crucaal role in gencration of automatic activ-
ity in mammalan cardiac pacemaker cells. Accoeding
1o modem views, these carrents are responsible for
the davclopmsent of emial, lincas, and slow diastolic
depolanization in cells of the sinoatnal mode [6). In-
hibation of | with cosiem 1ons or sclectivo ongans
blockers as wabeadin, zacbradin. and ZD723%
down-regulaes HR due to deccleratron of deastolse
depolarization |7), although # does mot completely
arrest paccmaker actinaty. At the same time, a rather
small | current was revealed mot oaly in stypical, but
also m working atrial and ventncular cardicony ooy tes
13]. Famctaonal rolc of 1, m these cells possessing no
INIANSIC 3E0MANKITY Was questionable for a long tme
Recently, new data were obtained indicating pos-
sible imvolvement of | m performance of working cae-
diomyoeytes. Specifically, the expeniments camed out

I Pt of Marran sed st Phasiodogy, Tobogicad Facudn
L A stc L ¥ N L Frogor Busan
National Boscarch Modical Umivernsey, Moscow, Dcparsssent of
Anutosss. Fimsiobogs, sond Heseun Headth Protoctbon, Kuean Foderal
Universiny, Kazan, Buols Address for sgvrmly [
il N L 2 na

oa the stps of worksng atnal and ventricalar myocar
dium isolated from rats demsonstrated the positinve ino-
tropee ¢ffect ressdicd from inhibstion of 1, with selee-
tive blocker ZD7288 (8] In contrast, the &\'dopmem
of cardiac fardure in rats was paraliched by an incrcase
m |, current demmity an the ventncular cardhomyocyics
12). which anested to the pathophysiclogical roke of
this current and its involvement im the development of
ventncular tachyarrbathmias aggravating cardiac fail-
wre, It semnaing emclear how | pantscipates in shaping
clectneal actwity of mormal working cardiomyocytes
w0 the atna and ventnicles,

This work was designed 1o study changes in the
shape of actioa potential (AP) of atnal and ventnoelar
cardsomyocrics m rats inducad by spocrfic mnhibition
of |, current with organic blocker ZD7288.

Expenncnts were performed on rasdom-bred male
albano rats (w+17) waighing 300-350 g and random-
bred male albeno mice (r=6) neighing 2030 g, The
cxpenments with intracellular recording of cloctneal
activity in working myocardiem were camied out on
rats. The ammals weee docapitated, the chest was ra-
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