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INTRODUCTION RESULTS . g

Depolarization of the presynaptic sympathetic nerve terminal leads to an influx of
calcium and exocytotic release of norepinephrine (NE).
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Recently, activated neuronal ATP-sensitive potassium channels (K,rp) have been
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1)  To investigate whether modulators of sulphonylurea-sensitive channels (K arp 30s 30s reduced the HR response to SNS (*p<0.05;ANOVA) and
i i i this effect was then further significantly reduced (**p<0.05)
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The atria and right stellate ganglion were dissected free and sutures placed on the o g_ 80 Ei:z-roi iCl)jze(nue’\rA) n=6 2T 20
lateral edges of both atria. The atria were vertically mounted with the suture in the ) . ! S T,
left atrium connected to a stainless steel hook, and the suture in the right atrium g w60 control 27 +7 56 +8 68 +7 80 + 6 5 <
attached to an isometric force transducer. Heart Rate (bpm) was triggered from T =z 5 25 +5 55 + 8 69 + 6 77 + 5
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The right stellate_gangllon was placed through a pair of_ platlnum ring electrot_ies o 100 31 +7 60 + 8 76 + 7 83 + 8 Glib
connected to a stimulator. Prior to each pharmacological intervention, the ganglion % Rl 20 100 + 30 Glib 37 + 6 72 45 86 + 5 89 + 5
was stimulated at 1, 3 and 5 Hz (10 V, 1ms). c - - - - Figure 5. Effect of glibenclamide (30uM) in the presence
O o of the cGMP analogue, 8-Br-cGMP (0.5mM:n=12) on the
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Control Hypoxia Hypoxia + Glib increase the HR response to SNS (**p<0.05;ANOVA)
PROTOCOLS yp yp control 24 + 4 55 +5 74 + 4 77 + 3 when the response had been significantly reduced
5 33 +5 68 + 6* 84 +5 88 + 5 (*p<0.05) at 3 Hz nerve stimulation with 8-Br-cGMP.
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ath applied NE (Aim 1) reversal with glibenclamide (30mM) on the increase in heart rate 30 43 +2* 80 +10* 95 +8* 88 + 7 CONCLUSIONS
o . X with right stellate ganglion stimulation (10V, 1ms pulse width, 30 s
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in-vitro bout of hypoxia (0% O , / 5% CO, ) magnitude of the positive chronotropic response (*p<0.05;ANOVA) The new findings in this study are that:
to sympathetic activation and this effect was significantly enhanced values are expressed mean + SEM "
K, e inhibition :  Glibenclaimide (5, 10 and 30puM) with glibenclamide * p< 0.05 control vsintervention, ANOVA 1) Sulphonylurea-sensitive channels (Karp channels)
and the NO-cGMP pathway can significantly
Interaction between K ,r, modulators and NO-cGMP pathway (Aim 2) regulate the HR response to peripheral cardiac
sympathetic nerve stimulation.
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