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cerebral vascular disease. Patients with homocystinuria, a rare recessive disease, have  
plasma homocysteine levels 10 to 20 times above normal (hyperhomocysteinemia) and  
accelerated, premature vascular disease. Homocysteine has a direct toxic effect on 
endothelium and promotes thrombosis and oxidation of LDL. Normal values range from  
about 4 to 17 µmol/L. Modest elevations of total plasma homocysteine have multiple  
causes, including low levels of folic acid, vitamins B6 and 1312, renal insufficiency, certain 
drugs, and genetically controlled variations in homocysteine metabolic enzymes. Patients  
with homocysteine values in the top 5% have a 3.4 greater risk of MI or cardiac death than  
those in the lower 90% after adjustment for other risk factors. Increased homocysteine  
levels are associated with increased risk regardless of etiology. Recent studies suggest a  
graded risk even in normal-range homocysteine; thus, reduction of normal plasma levels  
may be advantageous. The most simple and effective way to reduce plasma homocysteine  
is administration of folic acid l to 2 mg/day, which has essentially no side effects except in  
untreated vitamin B12 deficiency. Many authorities recommend that patients with CAD be 
 screened for plasma homocysteine levels and, unless the values are in the lower normal  
range, treatment be initiated with folic acid. (See also Hyperhomocysteinemia in Ch. 132.) 
 
Patients with CAD undergoing atherectomy have biologic markers suggesting coronary  
artery localization of Chlamydia infection. The role of this and other putative infectious   
agents in the genesis of CAD is being investigated. 
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