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1142-7 | Determinants of Brachial Artery Endothelial

Function In Women: Pilot Phase Results From the
WISE Clinical Centers

A Holubkav. S.P. McGorray, S.E. Reis, N. Reichek, W.J. Rogers,
B.L. Sharat, G. Sopko, S.F Kelsey, C.N. Bairey Merz, C..). Pepine. For the
WISE Investgators; University of Pittsburgh, Pittsburgh, PA, USA

Background: While brachial artery (BA) endathelial dystunction correlates
with atherosclerotic nisk factors in men, the influence of nak factora and
menopause Nistory on BA function in women is not clear We hypothesized
that menopausal status and atherosclerotic fisk factora are determinants of
DA endothelial function in women.

Methods: Women with chest pain |n = 108; mean age 58 years} in the
NHLBI Women's tschemic Syndrome Evaluation (WISE) hag BA diameter
measured before and after ischemia-induced hyperenua to assess fow-medi-
ated diatation (FMD). a marker of endathelial function. We assessed relation
of FMD to menopausal status, nsk factors for coronary artery disease (CAD),
and presence of CAD.

Resufts: FMD was negativety corretated with age {Sp lation

A

Methods. “ollowing diagnostic angrography, a 0.018° Doppler guidewire
was placed in a major left coronary artery branch, and an infusion catheter
posiionec proximally. Acetylcholine (ACh) at estimated final concentrations
of 10 7 and 10 M was infused for 4 min each. VC (2 gm 1 v) was gven
aver 10 minutes, and ACh infusions were répeated. Cine-based quantitative
coronary angiography (Quinton) was performed at baseline ana dunng each
ACh infugion, before and after VC

Resufts: Intracoronary ACh produced vasocenstnction in sx patents (3
M. 3 F). aged 49 = 0 (mean + SD) years. Five were current smokers, 3
were hypertensive and 2 had elevated L.OL cholestero! ¢ - 160 mg/dl). Peak
epicardial constrictor respanse to ACh before VC was 19 ¢ 10%., and 11 +
8% afterwards (p = 0.08). VC had no effect on aygtemic hemodynamics or
ACh-induced changes in average peak corofiary flow velocity, corenary biood
fiow of coronary res.stance. o

Conclugion: Parenteral VC aftenuated epicardial coronary vasoconstric-
tion caused by ACh in patients with sk factors but without cbetructive coro-
nary artery disease. VC had no effect on the coronary resistance vascutature

~-0.28, p < 0.01) and systolic BP (-0.22, p = 0.02). Absence of FMD was
associated with menopause (p = 0.02), diabetes {(p - 0.01), prior PTCA (p
= 0.02). and presence of 3 or more CAD ask factors (p = 0.02). Association
ot FMD with Core-Lab-assessed CAD (- 50% slenosis) was nat sigriticant
tp = 0.08). Multivanate regression anafysis tound age and diabetes were
ndependent significant preciictors of FMD

Corclusion: Menopause and dabetes histoey influence BA FMD mwomen
with chest pain. In particular, older women with chest pain and muitipte CAD
nsk factors are predisposed 1o brachial antery endothetial dystunction.

Endothelial Dysfuncti sn of Coronary Artery in
Subjects With Impaired Glucose Tolerance

T. Murakam, S. Mizuno, Y. Arai, M. Ohraka. Fukue Cardiovascular Center,
Fukui, Japan

Backgrounds and Methods. To determine whether impaired glucose tofer-
ance affects vasomotron of coronary astery, we evaluated maximal increases
of the coronary blood flow induced try imtracoranary infusion of adenasing
tuphosphonc acxd or acetyichotine (FHN or FE, respectively). using quantita-
tve coronary artenography and intraco-onary doppler-tipped guidewire in 169
subjects, whose glucose tolerance was graded by oral 75 g-glucose toler-
ance test. We also evaluated the contributions ot other coronary nsk factors
and diabetic vanables upon the vasomotion m subjects with impaired glucose
tolerance (IGT).

Tabte t
DAl IGY N
in=39) n=97 n=34
FN 153 : 85% 18t ¢ 77% 189 ¢ 79%
FE 51 = 30% €0 : 3% 77 = 50%
Table 2
nRF smalng sIR

Standard coetficrent {F vaie) -029(8.2) -023i549) 0193 3)

Resuits: FN i 1GT was not different from that i subjects with diabetes
mellitus (DM) or in subjecis with nommal glucose tolerance test (N). FE in IGT
was lower than that in N {IGT vs N; p = (.04, Tavle 1). By multipie stepwise
regression analyses in IGT, number ot coronary nsk factors (nAF) proposed
by Framingham Heart Study, smoking, and summation of insulin fevels (sIR1)
on glucose tolerance test were determinants for FE (multiple coefficient 0.48,
Table 2). In tollowed-up subjects achieving two or more reduction of the nRF,
or cessation of smoking, FE was improved (from 34 + 19t0 76 + 40%, p -
0.01).

Conclustons: These results suggest endothelial dystunction of coronary
anery is present even in subjects with impaired glucose tolerance, and clus-
tering of coronary nisk factors, smoking, and hyperinsulinemia contnbute to
the endothelial dystunction.

1142-9 | Effect of Vitamin C on Acetylcholine-induced
Epicardial Coronary Vasoconstriction

P. Roberts-Thomson, J.J. Lopez, H.J. Oskarsson, M.D. Winniford,
J.D. Rossen. Cardiovascular Division, Department of Internal Medicine.
University of fowa, lowa City. IA. USA

Background: Vitamin C (VC) has been shown to improve abnormal vasomo-
tion in the forearm circulation of diabetics and smokers. We hypothesized that
acute VC administration would ameliorate coronary endothetial dystunction in
patients without obstructive coronary artery disease.

| 1142-10 l Combined Effects of Estrogen Replacement
Therapy and Lovastatin on Brachial Artery
Endothelial Function

D M. Hemngton, BL. Werbel, B E. Pusser, TM. Margan, WA, Ritey.
Bowman Gray School of Medicine Winston-Salem, North Carolina, USA

Background: Estrogen replacement therapy (ERT) and ipid-lowening drugs
improve flow-mediated vasodilation (FMV). However, it s unctear ¢ ERT plus
lipr-owenng therapy 1 befter than esther therapy atone.

Afethods: Twenty-three women (mean age 68 years) with coronary artery
disease wera enrolled in a randomized, blinded 3-penod cross-over tnat of
Premann 0.625 mg and Provera 2.5 mg, lovastatin 20 mq, or both. Bractvial
artery FMV (% dilation and area under diameter versus time curve (AUC))
were measured at baseline and after each 6-week treatment period.

Resuits: ERT plus lovastatin produced the greatest enhancement in FMV
(% dilation’ 46%; AUC 69%; p ~ 0.001 each). This improvement paratieled
the reduction in LOL/MODL ratio (74%: p ~ 0.001) associated with combined
therapy.
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Conctusion. ERT plus fovastatn results in marked improvement in en-
dothehum-dependent vasodilator capacity
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1143-23 | The Onset of LV Failure in Pressure Overtoad

Hypertrophy Is More Closely Related to
Deleterious Chamber Remodeling Than to
Myocardial Dysfunction

G. Norton, R. McGinn, T Mela, E.S. Chung, A. Woodwiss, G. Aungemma,
W H. Gaasch, TE. Meyer. Umv of Mass. Med. Ctr. Worcester. MA, USA

To establish whether LV faiture in pressure overtoad hypertrophy (POH) 1s due
to the deletenous eftects of proy assive chamber remodeling or to alterations
nintnnstc myocardial tunction, rats underwent aortic banding or sham surgery
(S. n = 12). At 20 wk’s after surgery. LV pressure-cimension (P-D) relations
were constructed from echo measurements cbtained dunng load manipula-
tions in vivo. LV chamber and myocardial function were assessed ex vivo by
the slopes of the LV pressure-volume (LV-Ees) or lineanzed LV stress-strain
{Myoc.-Ees) relations. respectively. The extent of systalic chamber enlarg-
ment was assessed by the volume (V,) and end-systolic diameter (ESD,)
intercepts of the pressure-volume and P-D relations, respectively. Rats were
divided into thase with LV failure (increased lung wt's). POH-F (n = 19), and
those without failure, POH-NF (n = 25)






