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Influence of L-Nitroarginine on Nicorandil- and Cromakalim-Induced
Increases in Coronary Flow in Isclated Guinea Pig Heart
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Possible contribution of endothelium-derived relaxing factor (EDRF) to nicorandil- and
cromakalim-induced coronary vasodilations was studied in isolated guinea pig hearts. Increases
in coronary flow induced by nicorandil, cromakalim and adenosine were significantly inhibited
by pretreatment with glibenclamide, an antagonist of ATP sensitive K* channel, while
those by acetylcholine and papaverine were not. Pretreatment with L-nitroarginine (L-NA),
an inhibitor of constitutive nitric oxide synthetase, or with methylene blue (MB), an inhibitor
of guanylate cyclase, resulted in a significant inhibition of nicorandil-, cromakalim-,
acetylcholine- and adenosine-induced increases in coronary flow. Papaverine-induced increase
was not affected by pretreatment with L-NA or MB. These results suggest that the release
of EDRF from vascular endothelium is responsible in part for coronary vasodilation induced
by nicorandil and cromakalim.
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Glibenclamide, metyleneblue & %\~ L-nitroargi-
nine ZTEDBECL S L 5 CRBWRIZED LED*
¥\ normal FEELEBR LRSS B (10
D) 135 ~ 107 oRMR cERMITET 7' m — 7 OE L
D#r5 L7, Glibenclamide, metyleneblue &5\t 1-
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NaCl 118.0 mM, KCI 4.7 mM, KHyPO,4 1.2 mM,
MgSOy 1.2mM, CaCly 2.5mM, NaHCO; 25.0 mM,
glucose 5.5 mM, pyruvate 2.0 mM
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glibenclamide (Sigma), papaverine (Sigma), bradykinin
(=7 F FPI9ERT), acetylcholine (—8Z), adenocsine
(Sigma), methylene blue (FYEAEZE), nicorandil (+
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1. ELEY MEEERCICHT S acetylcholine
&5 &1 adenosine OEA
EAEy MEHERG, B ORIEM >V CORE
42728 acetylcholine (0.03-1 nmole) ¥ X" adenosine
(0.3-10 nmole) ## 5 L. WwFhopHL, FHEE
»ARKAENC, —atbclEinzel, B 1 wxoR
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RS b e T, & 2.6 5 F Tl .
2. FELEy MERERCGCHT D nicorandil,
cromakalim DfEF
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10 nmole) &, WTFh i AEEFNC, —BEOETR
BmAaias Lo, B2, choBEYrtsEmE
Wino, HE—RICHETH 5. nicorandil H L
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cromakalim O &SHEE CEMEAIL, basal DFIF
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3. Acetylcholine, adenosine, nicorandil, cro-
makalim & £ papaverine (L3R E
¥RC& LT glibenclamide OEE
Glibenclamide 2 xM ALEH, TREZERHS &L,
BN, bTEhBb L, roEEmL e AR
BT 7.1+0.4ml/min 8 L, AEHIGTOESEOR
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+0.5ml/min XL, AE30GHOMHEIL, 7.540.4ml/
min TH -7z,
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3 EAEy MEHER OB A acetylcholine (Ach), adenosine
(Ado), nicorandil (Nic), cromakalim (CR) ¥ X UF papaverine
(Pap) OFEMEMIER -4 5 glibenclamide DERH

SEEE L EERE (n=5-6)

Ach : 0.3 nmole, Ado:1nmole, Nic: 100 nmole, CR:3
nmole, Pap : 30 nmole, GB: 2 ¢M
(¥*p<0.01 vs GB FEHET)
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B5 =A%y FEHERGIEEG % acetylcholine (Ach), adenosine

(Ado), nicorandil (Nic), cromakalim (CR) ¥ X U* papaverine
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Ach : 0.3 nmole, Ado:1nmole, Nic: 100 nmole, CR:3
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PEOBE L EE EHREE, W% oo s
#—vEir L.

B 7 & acetylcholine, adenosine, nicorandil, cro-
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Bl 7 ®AEy MEHER.OK B3 % acetylcholine (Ach), adenosine
(Ado), nicorandil (Nic), cromakalim (CR) % X{' papaverine
(Pap) OFHEBMIMERICE L1F 3 methyleneblue (MB) @
b4

FHE L ERBRE (n=5)

Ach 1 0.3nmole, Ado:1nmole, Nic: 100 nmole, CR : 3
nmole, Pap : 30 nmole, MB: 2 xM
(*F*p<0.01 vs MB JEFEET)
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