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 The number and volume of cells in the blood affect a wide range of disorders including 
cancer and cardiovascular, metabolic, infectious and immune conditions.  
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“to search for genetic loci contributing to variation in 
haematological parameters and to assess the potential 

correlation of these loci with disease”  
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Genetic variation in 8 clinically relevant haematological parameters, including 
haemoglobin levels, red and white blood cell counts and  

platelet counts and volume.  
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As noted byWeedon et al in a GWAS of adult height, the 
power for the discovery of QTLs is very limited in samples 

sizes less than 10 000. 



22 genetic loci reproducibly associated with these haematological parameters  
13,943 samples from six European population-based studies 
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15 loci associated with platelet parameters  

P<0.00000001 P<0.00001 
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Platelet Volume 

P<0.00000000000000000000000000000000000000000001 
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9 loci for MVP (mean platelet volume) also associated with PLT (platelet number) 
 

Loci for HIGH  MVP associated with LOW PLT in ALL cases 
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Platelet Count 

the first 3 loci  associated with platelet count. 
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SH2B3 Homology Models (Arg262 Mutation) 
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Noonan Syndrome (PTPN11)  
Noonan Syndrome (NS), which occurs at an incidence of about 1:1,000 – 

1:2,500 live births. 
In about 50% of cases, NS is associated with autosomal dominant gain-of-

function mutations in the gene PTPN11.  
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We further identified a long-range haplotype at 12q24 associated with coronary artery 
disease and myocardial infarction in 9,479 cases and 10,527 controls.  

More CHD Less  CHD 
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Chromosome 12 haplotype demonstrates extensive disease pleiotropy, as it contains 
known risk loci for type 1 diabetes, hypertension and celiac disease 



Has been spread by a selective sweep specific to European and  
geographically nearby populations.  
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“in the light of evolution 
cow milk and wheat gluten 

appeared late”  

Celiacs Disease Hypertension 

“antiviral response gene called 
IFIH1 improve its ability to 
protect against enterovirus 

infection also increase a 
carrier's risk for type-1 

diabetes”  

The sodium hypothesis 
exemplifies the ideas 

and principles of 
darwinian medicine 

Type-1 Diabetes Mellitus 
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Trauma.... 
Hookworm 
 

Thrombosis Platelets 
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Myocardial 
Infarction 
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Infarction 



Antiplatelet Therapy 

    Thrombotic Stimulus 
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