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 4. Rationale:  
Thrombomodulin is an integral endothelial cell membrane receptor for thrombin (1). 
Thrombin binding to TM results in a conformation change of thrombin which activates 
the protein C (PC) anticoagulant pathway. The impairment of the PC pathway is likely to 
contribute to risk factors for thrombosis. It has been suggested that mutations in TM or 
impaired TM expression might also contribute to risk factors for MI (2). It was supported 
by recent studies of C/T dimorphism within the coding region of the TM gene(4). This 
dimorphism is located in the region of TM responsible for thrombin binding and PC 
activation. In a Dutch investigation (4) TM dimorphism was neutral with respect to 
venous thrombus. At present, it is unknown what impact Ala455Val substitution has on 
TM function, but the possibility that dimorphism is an additional predictor of early MI 
deserves additional attention. Recent analysis shows that soluble TM levels are inversely 
correlated with incident MI and this inverse correlation was considered to be related to 



TM expression. We propose to determine the frequency of C/T dimorphism (Ala455 to 
Val replacement) in the ARIC CHD cases and cohort random samples and its association 
with incident MI cases.  

5. Main Hypothesis:  
Presence of C/T dimorphism in TM gene is associated with an increased risk for acute 
myocardial infarction. Furthermore, the C/T dimorphism is correlated with the level of 
soluble TM.  

6. Data (variables, time window, source, inclusions/exclusions):  
Data will be sent to the CC and also analyzed locally by Dr Chul Ahn, with supervision 
from the CC.  
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