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1197-30 | Intracoronary Irbesartan Increases Myocardial
Perfusion and Microvaacular Blood Volume in a

Plg Model of Acute Ischemia

A. Schmermund, L. Lerman, J. Rumbarger, P. Lund, P. Sheedy, E. Ritman.
Mayo Clinic, Rochester, MN, USA

Anglotensin Il (Ang |} is a potent diract vasozonstrictor, In acute iachemia,
blockade of Ang || may have beneficial effacta on the coranary micracircula-
tion, Wo ovatuatod irbesartan (Irb), a novel apecific Ang Il raceptor antagoniat,
in & pig model al baseline and dusing acute lschemia.

Electron:beam CT (EBCT) was performed in © pigs for quantification of
myooardial perfusion (MP) and intramyocardial vascular blood volume @v)
at the mid-ventricle. lodinated contrast was injected into the LAD to define the
myocardium *at risk* and into the right atrium for examination of MP and BV
at baseline, during infuaion of 80 ;g/kg/min adenosine (Aden) into the LAD,
and after injuction of a bolua of 0.2 mg/kg Irb into the LAD, To induce acute
lachemia (8T-aegment and T-wava ahanges), 1.2 M 1% um microaphares
were injectad Into the LAD, and MP and BV ware again examined at rest,
during Aden, and after b, MP and BV ware compared batwean the LAD
region "at risk* (L) and an infarc-lataral contral reglon (G), and L/C was
calculated (table, valuea are mean [SD)).

Mp av
Ranl Aden Irh Rest Aden Ih
Ratio LIO 1.04 ' 112 0.01 1.68' vor
(Banaline) 10.08) 10.98 (0.89 10.18) [0.28) 018}
Ratio L/O 062" o.78" 0.74" 0.69 074 (34}

(isghamia\ (0,14} {0.08) (0.26) (0.19) 0.8 (039
* ap « 0,1 v "Basaline Reat”, ! = p < 0.1 va. "lachamia Reat*

Conclugion: Intracoronary ithesartan praserves regional BV during acute
ischemia and increasea reglonal MP aimilar to adenosine. Irbesartan is a
caronary vasodilator at rest and during acute ischemia.

1197-311 Iso mutanoi 8-Epl Proataglandin Fv.. in the

Pathoganeals of lachaemic Heart Diseaae

B.M. Kromar', J.-C, Kaski, A, Murday, B. Madden, J.R. Tippina'.
' Dapartment of Biochemistry. Imperial Cotlege, Lonaon, UK; Cardiological
Sciences, St. George's Hospital Medical School, London, UK

Background: isoprostanes have been shawn to ba a reliable index of oxidant
stress in vivo, Wa have also shown that one of these compounds, 8-epi
prostaglandin (PG) Fy, has a potent vasoconstrictive action in bovine and
porcine coronary artaries. in this study we measured levels of 8-epi PGFy,
in patients with acute and chronic ischaemic hean disease and assessed he
motor responsa of isolated human coronary arterias to the administration of
isoprostana.

Methods and Rasults: Levels of 8-epi PGFa, in systamic venous plasma
ware measured by enzymae immunoassay. Reactivity of coronary arery rings
to 8-apl PGFp,, the thromboxane mimetic, U48&19 and PGF,,, were deter-
minad /n vitra. Control lavals of free isoprostane were 50.57 + 7.63 pg/mi
{n = 12), whilst lavels in age matched coronary artery disease pationts were
greatly elavated with chronic stable, unstable and myoacardial infarction pa-
tiants having levels of 181.16 + 32.85, 280.30 + 58.06 and 348.77 + 79.81
po/mi respectively (n = 13). This increase in isoprostane levels was inde-
pendent of risk factors such as cigarette smoking and diabules mellitus.
8-api PGFp, also constricted human coronary arery rings in a concentra-
tion-dependent fashion with an ECs of 3954 + 62,9 nmolL (n = 9). The
thromboxane A mimetic, U46619 and PGFz, also constricted human coro-
nary vessels as did the prostanoid PGFa, with EC50 values of 26.2 + 8.1
nmolL. (n = 9) and 997.4 1+ 150.1 nmoliL {n = 9) respectivaly.

Conclusions: Venous laevels of 8-apl PGF,, are increased in ischaemic
heart disease, presumably as a consequence of synthesis in the coronary
vasculature whare they have a potent vasoconstrictor effect. Isoprostanes
produced locally in tha coronary arteries during conditions of oxidant stress
tmay play a role in the pathophysiotogy of myocardial ischaemia.

1197-32 | Lovastatin Inhibits Plasminogen Activator
Inhibitor Type-1 Production by Adipocytes

T. Sakamoto, J. Woodcock-Mitchell, K. Marutsuka, B.E. Sobel, S. Fujii.
University of Vermont College of Medicine, B.rlington, VT, USA

Background: Obesity predisposes to attenuated fibrinolysis attributable to
increased concentration in blood of plasminogen activator inhibitor type-1
(PAI-1). We havs proviously reported that tumor necrosis tactor-alpha (TNF-a),
known to be increased In association with human obesity and insulin resis-
tance, stimulates PAl-1 production mediated by reactive oxygen center.\d
radicals. Lovastatin, a hydroxymethy! glutaryl coenzyme A (HMG-CoA) re-
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ductase inhibitor can bind frea radicals and transitional metal ions and thus
may act as an antioxidant,

Mothods: To determine whather antioxidant properties of lovastatin reduce
adipocyte generation of PAI-1, 3T3-L1 mouse preadipocytes were differen-
tlated Into adipocytes and co-incubated with lovastatin (6 j:g/mi) for 6 days.
The conditioned media were assayed for PAl-1 by Wastem blotting and for
plasminogen activators (PA) activity by zymography.

Result: TNF-o (10 ng/ml) significantly increased adipocyte PAl-1 produc-
tlon (8.2 + 2.4 told) (mean = SE) {n = 6) compared with that in controls (p
« 0.01) and decreasad PA activity In the media. 'The eftect of TNF-» was
completely inhibited by tha concomitant prese..ce of hydroxyl radical acav-
angar, tetramethylthiourea (20 mM) (1.1 + 0.1 fold) or lovastatin (1.2 + 0.5
fold). Urea (20 mM), usad aa control, had no effects, Furthermars, lovastatin
reduced basal (withowt TNF-o) PAI-1 produstion by adipocytes.

Conclusions: These reaulls suggest that lovastatin inhibita PAL-1 produg-
tion by adipocytas and may normalize the otherwise diminished fibrinolytic
activity in obese subjacts, Beneficial effects of fovastatin in ischemic hean
disease may ba attributable in part to its antioxidant properties and normal-
ization of fibrinolytio system dyafunction.

1197-33| Ettact of Trogtitazane in Nondiabatic Patients With
" Goronary Artery Disease

S, Sunayama, Y, Watanaba, H. Ohmura, M, Sawano, T.C. Ohmura, S. ltoh,
H. Mokuno, H, Daida, H, Yamaguchi. Department of Cardiology, Juntendo
Univeraity Tokyo, Japan

Rarckground. Insulin resistance is a common finding in patients with coronary
artery disease (CAD). Gompensatory hyperinsulinemia and associated lipid
disorders have bean suggested to play an important role in the developmant
of CAD. Troglitazone, a novel insulin sensitizing and antioxidant agent, may
improve these metabolic disorders.

Mathods: We performed a standard 75 g oral glucose tolerance test
batore and after the administration of troglitazone 400 mg daily for 4 weeks
in 6 nondiabetic CAD pationts, alt of whom had hyperinsulinemic response
to oral glucose load. Lipoprotein lipase (LPL) tevels in post heparin plasma
and hiobatbituric acid reactive substances (TBARS) as an index of lipid
paroxidation ware also determined.

Resufts: Atter the treatment, the plasma insulin response significantly
decreased with the mean incremental area under the curve (AUC) from 162
+ 46 10 93 + 28 pUvmL (p < 0.01). The AUC of the plasma glucose was
unchanged. (267 + 55 to 249 + 82 mg-h/dL, p = NS). Although tragiitazone
improved neither elavated plasma triglyceride (228 + 114 to 172 £ S3mg/dL,
p = NS) nor decreased high density lipoprotein levels (39 + 91042 + 9mp/dL,
p = NS) to a significant degree, a rise in LPL levels was observed in all of the
patients (167 + 68 to 199 + 88 ng/mL, p < 0.05). Additionally, improvement
in susceptibility to lipid peroxidation was also observed with mean plasma
TBARS leve! from 3.67 + 1.07 to 2.62 + 0.84 nmolmL. (MDA Eq, p < 0.01).

Conclusion: Troglitazone improved the atherogenic lipid profiles as well
as the insulin response in patients with CAD and insulin resistance. These
data suggest troglitazona may confer clinical benefits in the selected patients.

1197-34 | Response ot Antibodies to Oxidized LDL in

Hypercholesterotemic Patients Treated With
HMG-CoA Reductase Inhibitors

M.N. Bui, G. Moutsatsos, M. Caulfield, C. Bui, B. Echard, C.E. Rackley.
Georgetown Unive:sity. Washington, DC, USA

HMG-CoA reductase inhibitors stowed anatomic progression of atheroscle-
rouis and decreased cardiovascular events. Twenty six patients with hy-
percholesterolemia were treated for one year, 18 with HMG-CoA reductase
inhibitors (11 men, mean age = 55 + 6), 8 with diet (4 men, mean age = 66 +
9). Lipid concentrations and Ab titers to OxLDL were measured at baseline,
6 months, and 12 months. In patients treated with HMG-CoA reductase in-
hibitors, LDL cholesterol decreased by 26 + 8% and 30 + 12% at 6 months
and 12 months, respectively. The Ab to OxLDL rose from baseline vatue
(optical density) of 0.101 + 0.07 to 0.160 + 0.07 at 6 months (p = 0.008) and
remained elevated at 0.136 = 0.06 at 12 months (p = 0.048). Patients treated
with diet showed similar degree of LDL cholesterol reduction to the other
group at 6 months (p = 0.99), and at 12 months (p = 0.74). Autoantibodies to
OxLDL, 0.145 £ 0,123 at basline, remained unchanged at 0.091 + 0.136 (p
= 0.454) at 6 months and 0.102 + 0.079 (p = 0.428) at 12 months. Changes
in LDL choles\eroi tevels from baseline did not correlate with changes in Ab
levels in either groups.

Conclusions: Hypercholesterolemic patients treated with HMG-CoA re-
ductase inhibitors revealed a rise in titers of Ab to OxLDL after six months,
and titers remained elevated at 12 months. Mechanisms may involve mobi-
lization of OXLDL within the plaque, as well as removal of the OxLDL from
the plaque. The rise in Ab to OxLDL may stabilize plaque as well as protect
uninvolved segments of the blood vessels, hence, a reduction in cardiovas-





