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Nitric Oxide Contributes to Bradykininnduced
Vasadilation of Human Epicardial Qoronary
Arteries in Vivo

Masaya Kato, Nobuo Shiode, Masafumi Hiraga, Akilo Hiraoka,

Nobuyuki Morishima, Shinji Karakawa, Togo Yamagata, Hideo Matsuura,
Gioro Kaliyama. First Department of internal Medizing, Hiroshima University,
Hitoshima, Japan

1t has been shown that Bradykinin induces endothefium-tependent rolax-
ation of isolated human coronary artesies in vitrd, To investigate whether
nitric oxide (NO) release contributes to bradykinin-induced vasoditation of
human epicandial coronary astaries in vivo, wé studied the eftect of inhitition
ot NO synthesis by NS-moromethyl-L-arginine (L-NMMA) an intracornary
infugion of bradykinin it 11 pationts with nornal coranary anteries. After base-
line angiography, incremasntal doses of bradykinin (0.5, 1.5, and 2.5 pgymin
for 2 min) were infused into the left coranary artery. After intracoronary ad-
ministration of L-4.MA (B0 wmol/min), repest baseline angiography was
putformed. Then, incremental doses of braoykinin wers infused again, fol-
lowed by infusion of nitroglycarin (NTG, 200 ag). Changes in diamerer of
tie proximal and the distal left anterior descending and circumflex coronary
segments weare measured by guantitative angiography. Percent changes in
coranary diameter were as follows (mean X SD);
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At basaling, L-NMMA reduced epicandial coronasy diameters by & & 9%
and 5 = 10% in the proximal and the distal cotonaty segrents, respectively,
Although bradykinin-induced coronary vasodilation was cbserved bafore L
NMMA infusion in dose-dependant manner, it was reduced by L-NMMA,
Endothelium-indspendent dilation with NTS was significantly obserwed (D <
0.01). Thus, bradykinin-induced vasodilation of human epicandial ceranary
anteries is miediated by the action of endothelium-erived NO in vivo,

Role of Endothelium-Derived Nitric Oxido In the
Vasodilator Response to Mental Stress

Carmine Cardillo, Crescence M. Kilcoyne, Asshed A. Quyyumi, Richard
. Cannon (If, Julio A. Panza. NMLBI, Bathesda, MD

Engothstium-derived nitric oxide (NO) plays & central role in ragulating basal
artenal tone, as well as in modulating vascular resctivity to a variely of
stimull. The aim of this study was to determing whether endothelial NC may
contribute to the vascular response to mental stress. To this purpose, we
campared the effect of saline and L-NMMA (4 pmolimin tor 15 min), a blocker
of NC syrthesis, on fareamm vascular dynamics during mental arthmetic test
(MAT) {repeated sublraction of 7 from a three-digit number for 3 min) in
15 nomal subjects (9 males; age 44 4 12 years) who underwent 2 tests 3
hours apart. The effect of L-NMMA on endothelium-indepandent vasodilation
was studied during the infusion of sadium nitroprusside (SNP) (0.4, 0.8 and
1.6 pgymin) in 11 of the 15 subjects. Drugs were infused into the brachial
anery and forearm vaseular responses wene measured by plethysmography.
L-NMMA did not mocify mean artenal pressure and heart rate during MAT
(98.7 £ 11.3 vs. 98.1 = 10,7 wmHg, and 75.9 + 128 v8, 76.9 1 15 bpm,
raspectively; both p = NS). Basal blood flaw was significantly lower during
L-NMMA than duting saline (1.66 & G.62 vs, 2.14 ¥ 0.69 ml/min/100 mi.;
p < 0.01). L-NMMA significantly blunted the intrease in blood flow indused
by MAT (from 116 2 70% to 36 & 16%, p < 0.001), but did fiot modify the
maximum flow increase induced by SNP (173 & 71% during saline vs, 232
# §9% during L-NMMA; p = NS). These findings indicate that endothetial

release of NO plays  ralé in the vasodilator response to mantal stress, This,

may help explain the abrommal vascular responsiveness & #his stimuius in
conditions assoviated with impaired endothelial vasodilator function.
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934-77 | Acute Anti-lschemic Effect of Estradiol 173 in
Menopausal Women With Coronary Artery Disease

Ghysappe M.C. Rasano, Adriano Mendes Caixeta, Siguemituzo Arie, Miguel
Lopez Hidalga, Wagner L. Pereira, Filippo Leonardo, Peter Collins,

Fulvio Pilegyi, Istitut do Coracao, Sap Paulo, Brazil; Natanal Heart & Lung
Institute, Lordan, United Kingdom

Pravious studies have suggested that estradial 178 improves effort-induced
tyocardial ischemia in female pts with coronary adery disease (CAD), Re-
cent studies, however, have questioned this effect. Aim of the present study
was W evaluate the eftect of acute administration of estradiol 178 upon
pacing-inducerd myocardial ischemia by means of cominuous monitoring of
caronary sinug pH in 16 female menopausal pts with CAD. Pts underwent
incremental atrial pacing Starting at a rate of 100 bpm and increments of 20
bpm evity 2 min up to 160 bpm before and 15 min after ejther estradiol 178
(1 wy sublingual, 9 pts) or placebo (sublingual, 7 pts). The time of onset of
myocardial ischemia during pacing was significantty increased by estradiol
178 (254 4 36 vs 298 + 23 sec; p < 0.01) but not by plavebo (262 & 45 vs
256 4: 34 sec; p = NS) The pH s vwas significantly reduced by estradiol
178 but nat by placebo at every step of the pacing protosol. The maximum
PH shift at paak paging was significantly reduced by the administration of
estradiol 178 by 0.622 pH Units (95% C.1. 0.001, 0,04%; p < 0.04) but not by
sublingual placebo (~0.002 pH Units, 95% C.1. -0,0073, 0.0021; p = NS).
The maximum pH shift at maximum comparable pacing was also reduced by
estradiol 178 by 0.015 (95% C.1. 0.012, 0.017; p < 0.001) but not by placeto
~0.0022 (95% C.1. -0.006, 0.0015; p=NS). Tha reduction of pacing-induced
caronary sinus pH shift are consistent with an anti-ischemic effect of the hor-
mone and ane not due to preconditioning as suggested by the absence of
improventent after placebo. In conclusion estradiol 178 reduces the degree
of pacing-induced myocardial ischemia in menopausal pts with CAD.

934-78| Efticacy and Safety of Once-Daily Monotherapy
With Coat-Core Nisoldipine in Patients With Stabile
Anglna Pectorls: Dosa Response Studies

Lidho Thadani, for the Nisoldipine Study Group. University of Oklahoma
HEC, Oklatoma City, OK

Nisoldipine (NIS) is a potent dihydropyridine calcium channel blocker but
the standard formulation requires muftiple daily dosing for optimal efficacy
and may occasionally produce praischemic eftects. We tharefore evaluated

the safely and efficacy of an extended release formulation (Coat Corej of

NIG, it 271 patients with reproducible exercise (EX) induced angina. After
therapy with single-blind placebo (or 2 weeks, patients were randomized in
a double-bfing manner to once dally therapy with either placebo (PLA), or
NIS 10, NIS 20 or NIS 30 mg. Symptom limited EX tests wire repeated alter
2 weeks of therapy at 4-8 hours (Peak) and 24 hours (rough) post dose.
Changes in secunds from basefine (single-blind placebe) EX variables were:

PLA NIS O
101mg 20myg 30mg
Tite to EX Tarmination (n=62) (n=64) {n=56) (n=B1)
27 53+ 63*

Pauk 78"

Trough 34 34 53 gav+
Timne 1o 1 i STY (n=44) {n~43) {n = 40) (nw=42)

Pauk a7 A7 56 57

Trough 9 30 49 71+

*F < 0.05ve PLA, tp < 0.05vs 10 mg NIS

Coat Care NIS was well tolerated without proischrenic eftects and the most
frequently ocourring adveise events wera peripheral edema and headache.
Masulis show that chce daily therapy with NIS 10, 20 and 30 mg increased
EX tinte at 4--8 hours post dose and the 30 my dose increased EX time and
tima to ischenmia 24 hours post dose. Thus in patients with exercise induced
angina pactons monotherapy with 30 mg NIS Coat Core ance a day is safe
and aftective thraughout the dosing interval.
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