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introduction 

The major focus of the prevention of atherosclerosis 
and ischemic heart disease during the past decade 
has been on reduction of serum cholesterol levels and, 
in particular, low-density lipoprotein (LDL) choles- 
terol levels. These efforts, which have culminated in 
the National Cholesterol Education Program 
(NCEP-II)’ guidelines, hold promise for a significant 
and substantial reduction in cardiovascular morbid- 
ity and mortality. However, despite dietary and 
drug-induced reductions in cholesterol levels, there is 
a relatively long lag phase of 1 to 3 years before car- 
diovascular events begin to decrease.2 The incidence 
of cardiovascular morbidity and mortality remains 
relatively high after several years, even with a reduc- 
tion of LDL cholesterol as great as that achieved by 
intestinal bypass in the POSCH trial.3 Perhaps of 
greater importance is the realization that a large per- 
centage of patients with angiographic evidence of 
coronary artery disease have only moderately ele- 
vated (>130 mg/dl) or even “normal” levels of LDL 
cholesterol.4 These findings and the uncertainty as to 
the effects of cholesterol reduction on noncardiovas- 
cular mortality rates have aroused interest and 
prompted research into possible adjunctive or alter- 
native strategies to lipid lowering. 

Immediately prior to the forty-third annual meet- 
ing of the American College of Cardiology, a distin- 
guished faculty gathered at a symposium with the 
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purpose of bringing together information on the 
mechanisms by which adjunctive and alternative 
strategies to lower cholesterol may prevent athero- 
sclerosis and its manifestations, as well as to review 
the current status of clinical investigation in these 
areas. The presentations at this symposium explored, 
among other topics, our new understanding of the 
importance of oxidized LDL cholesterol; the involve- 
ment of hormones such as estrogen, norepinephrine, 
and angiotensin II; the role of calcium in the athero- 
sclerotic process; the pathobiology of platelets and 
thrombosis; and the importance of exercise and life- 
style changes in preventing or reducing cardiovascu- 
lar events. These areas provide new opportunities for 
basic research and clinical investigation in the ongo- 
ing attempt to further reduce the morbidity and 
mortality associated with atherosclerosis and its 
complications. 

Bertram Pitt, MD 
Curt D. Fur-berg, MD, PhD 

Guest Editors 

REFERENCES 

1. Grundy SM. National Cholesterol Education Program: second report of 
the Expert Panel on Detection, Evaluation, and Treatment of High 
Blood Cholesterol in Adults. Circulation 1994,89:1329-445. 

2. Law MR, Wald NJ, Thompson NJ. By how much and how quickly does 
reduction in serum cholesterol concentration lower risk of ischaemic 
heart disease? BMJ 1994;308:36’7-72. 

3. BuchwsId H, Varco RL, Matts JP, Long JM, Fitch LL, Campbell GS, 
Pearce MB, Yellin AE, Edmiston A, Smink RD Jr, Campos CT, Hansen 
BJ, Tuna N, Karnegis JN, Sanmarco ME, Amplats K, Castaneda- 
Zuniga WR, Hunter DW, Bissett JK, Weber FJ, Stevenson JW, Leon 
AS, Chalmers TC, the POSCH Group. Effect of partial ileal bypass sur- 
gery on mortality and morbidity from coronary heart disease in patients 
with hypercholesterolemia: report of the Program on the Surgical Con- 
trol of the Hyperlipidemias (POSCH). N Engl J Med 1990;323:946-55. 

4. Pitt B, Ellis SG, Mancini GBJ, Rosman HS, McGovern M, for the PLAC 
I Investigators. Design and recruitment in the United States of a mul- 
ticenter quantitative angiogmphic trial of pravastatin to limit athero- 
sclerosis in the coronary @cries (PLAC I). Am J Cardiol 1993:72:31-g. 

1299 


