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Conclusions: 1) LQTS pta show non-stationary TWA more frequontly
than stationary TWA. Usunlly, 30-40 boats out of 128 wore altornating. 2)
Our corrolative mothod was moro offoctiva than SM in non-stationary TWA
dotection. 3) Non-atationary TWA is associnted with highor hoart rato.
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844-1 | Treatment ot Hypercholesataralemic Patienta With

) and Without Coronary Disease With Pravastatin
Dacreases Thrombus Formation Under Dynamic
Flow Conditions

Q Dangas, J.A. Ambroag, DA, Smith, A.H. Unger, C. Fier, J.H. Shao,
P. Moraj, JJ.T. Fallon, J.H. Choaobro, J.J. Badimon. Cardiovascular institute.
Mount Sinal School of Medicine, Now York, USA

Background: Lowerng choleaterol (G) decrearss platelot reactivity in coro-
nary diaeasa (CAD) patienta, but ita eftect on non-CAD patienta has not been
previously deacribed,

Methoas: Wao prospactively studiod 40 stable patents with untreated
LOL-C =145 mg/dl. CAD patients 1ecoived Pravastatin (Prav), and non-CAD
patiota wore mandomized to Prav va. Placobo (doublo-blind) All pationts
were on AHA atep 1 diot. Thrombua formation was asseased blindly with a
praviously validatod ex-vivo perfusion chamber syatem: non-anticoagulated
blood was passed diractly from the pationt's vaein over a atandard substrate
{porcing aortic moedia), under cantrolled rheologic conditions mimicking mild
artorial stanosia (shoar rato 1690s '), Porfusions were performod at base-
line, 3. and 6 months. Specimons ware stainod with CME, and tor tibnnogon.
The croaa-aechional thrombus aroa (TA, in pm® « 10Y) was planimetared.

Results: Both Prav groups showed decroased LDL-C by 30% within 6
wueks (188 to 126 mgrdl, p - 0.001 vs basoline), and docronsed TA (table)
Placebo produced no changas in oithor LDL-C or TA. ALDL-C and ATA wete
modastly corrolatod (r = 0.49; p .. 0.005).

Basoline T;\/ﬁ' B Q manth TA

6 month TA
Prav. +CAD (n = 16) 1261 21 10028 105 38"
Prav, - CAD (n = 12) 1461034 MG 23" 104 28"
Placobo, - CAD (n = 12) 1221019 128127 1321486

"p- 007" p- 0.04vs baselno Values as moan 1 SD

Conclusion: Prav thorapy signifi:antly decroased ex-vivo thrombus torma-
tion in high LDL-C patients, with and without CAD. This may, in part, explan

tho benoticial eftocts of Prav in primary as well as secondary prevention of
CAD.
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844-2 | Lipid Lowering Therapy Reduces Bload

Thrombogenicity in Hypercholesterolemic Patlents:
Effect ot Simvastatin

U. Rauch, J.J. Badimon, D.A. Vorchheimer, |. Guzman, K. Harris, P. Harris,
D.A. Sandier, J.T. Falton, V. Fuster, J H. Chesebro. Cardiovascular Institute,
Mount Sinai School of Medicine, New York, NY, USA

Lipid reduction improves chmical outcome of CAD patients despito minor
angiographic plaque regression. Nommalization of endothebal tunction and
plaque stabilization are two of the proposed mechanisms. We hypothesize
that lipid reduction modulates blood thrombogenicity. Blood thrombogenicity
was measured as thrambus formation (THR) in an ox vivo perfusion chamber.
Hyperlipidemic patients (10 with and 5 without CAD) with total chotesterol
(Cho) ~220 mg/dl and LDL ~140 mg/dt at baseline und after 3- months
treatment with simvastatin (20 mg/day) were studied. Blood was perfused
directly trom the patient into the chamber at shear conditions typical of a
mild coronary stenosis (1690/s) for 5 minute periods. Porcine aortic tuniva
media {model of severe arterial injury) served as the thrombogenic sub-
strate. Thrombus tormation was measured as area (;:m?/mm), analyzed by
2 independent blinded observers using computer-assisted planimetry.

Patients baselne J3-months

Cho LOL Thrombus Cho (DL Thrombus
CAD 253 189 10482 167" 106" 8605"
No-CAD 277 205 9988 183 110° 7891°
All Pts 261 172 10317 194 108’ 8366
‘p- 005
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Lipid roduction by simvastatin reduces blood thrombogenicity. It was
proviously suggested that this effect is exclusive to pravastatin. Qur rosults
indicate that the antithrombotic effect is mediated by lipid reduction and
independant of tho hypolipidemic agent used,
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844-3| Elevation of Plasminogen Activator Inhibitor Type-1
(PAI-1) In Normat Sublects by Induction of

Hyperinsulinemia With Hyperglycemia and
Hypertriglyceridemia

J. Calles-Eacandon, 5. Mirzn, B.E. Sobet, D.J. Schneider, University of
Varmont, Burlington, VT, USA

Hypotibrinolysis caused by increased PAI-1 has boen implicated in the vas-
culopathy of type 2 diabotes, typitied by increased insulin. glucose and
triglycaridos, However, short torm infusions at insulin have not increased
PAI-1 in normal subjects. We hypothesized that induction of increased in-
sulin accompanied by increased glugose and triglycendes would icrease
PAl-1, Agcordingly 30% glucose and 10% Intralipid were intused tor 8 hours
in 10 narmal lean indivicuals (54 + 3 y) esulting in increased insuln (42
t 8 pUrl), ghucose (200 + 24 myidl) and triglycondes (425 + 45 mgadl)
simulabing changes In type 2 diabetes.

Resulta: In contrast to results with infusion of satine atone (n = tb) and
ouglycamic hypornsulinemic clamps (n = 10, serum nsulin = 89 = 7 ;U/dL),
PAL-1 In Dlood increased signiticantly 6 he after the onset of infusion (15 ¢
§ ng/mi, p - 0.05 vs basehne = 74 + 1.1, saline 6 br = 34 + 1.1 and
nsulin Al .0 6 hr = 3.7 ¢ 0.8) and remained elevated tor an additional 6 hr
(combined infusion = 13.8 + 3.8 ng/ml, saline = 6.7 + 2 ng‘ml, insulin alone
= 7.8 ¢+ 1.7 ng/ml, p = 0.06).

Conclusions: Our datn suggest that cominned hypennsulinemia, hyper-
triglycendomia and hyporglycemia aro likely to contribute to hypofibnnotysts
of type 2 diabetes by incroasing tho blood levels of PAL-1. Moreover, these
rosults underscoro the potential importance of moditytng insulin resistance
as well as achioving glycemic and lipidemic control in individuals with type 2
diabetes.
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844-4 | Beneficial Effect of Estrogen Therapy on
Fibrinolysis Is Independent ot Changes in
Low-Density Lipoprotein Levels

K K. Koh, MN. Bui, L. Hathaway, R.O. Cannon Hl. NHLBL. NiH. Bethesda.
MD, USA

Wo have previously shown that oral conjugated equine estrogen (CEE)
reduces plasmincgen activator inhibitor (PAI-1) levels in postmenopausal
women, an eftect associated with proportionate increases in degradation
products of fibnn. However, oral ¢strogen reduces low-density lipoproten
cholesterol (LDL-C) levels that may account for PAI-1 effects, as oxidized
LUL stimulates endothebal synthesis of PAI-1 in cell culture expenments.
To assess the importance of LOL on PAL-1, we administered CEE 0.625
mg, simvastatin 10 mg. or the combination daily for 6 weeks each to 25
hypercholesterotemic (LDL = 165 + 37 mg/dL; mean + SD) postmenopausal
women in a randomized, double-blind, doutte-crossover study. Data = %
change from respective pretreatment values.

CEE Stmvastatin CEE/Simvastatin
LbL-C "1 24 ¢ 14 a3 = 13
ApoB 818 23 2 10" 28 x 11+
PAI- 22 £ a7 427 £ 85 23 z 42

‘P . 0001, P . 0005 P . 002vs respective pretreatment baselne values: " P -
0.005 vs. CEE

Only therapy including CEE reduced PAI-1 antigen levels, despite a
greater effect of stmuasiaun on reductiun in LDL-C and apolipoprotein B
levels. Further, there was no synergism of combined CEE and simvestatin
therapy on PAI-1 levels. These data suggest that estrogen reduces PAI-1
levels independent of changes in LDL. This primary effect of CEE on fibri-
nolytic potential may favor its use in hypercholesterolemic postmenopausal
women, even if they are already on lipid-lowering therapy.
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844-5! Low-Dose Estrogen Improves Serum Lipids,
Homocysteine, and Fibrinolysis Without Altering
Markers of Hemostasis in Eiderly Men

S. Giri, P.D. Thompson, J.H. Contois, P. Taxel, J. Otvos, R. Allen, G. Ens,
AH.B. Wu, D.D. Waters. Hartford Hospital, University of Connecticut,
Hartford, CT. USA

The effect of estrogen on cardiovascular risk factors in men is not well defined.





