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Definition

• Clonal production of blood cells 

• World Health Organization (WHO) and International Consensus 
Classification (ICC) guidelines 
• Somatic mutation in a myeloid neoplasm gene                        

(eg, DNMT3A, TET2, ASXL1, JAK2, TP53) 
• Variant allele fraction (VAF) of ≥2% 
• No diagnosed hematologic disorder



What is VAF??

It is the 
fraction of 
variant 
sequencing 
reads within a 
genetic locus
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Relationship between inflammation and CHIP



Clinical consequences



Incorporation into diagnostic algorithms: P vera



A clinical case to consider

• 24 year-old woman 

• Referred for assessment with hematocrit=45%, iron deficiency and 
mild splenomegaly

• Initial assessment: JAK2 V627F mutation detected, serum EPO normal

• Bone marrow biopsy: overall cellularity = 65%, possible 
megakaryocyte abnormalities – morphology and localization

• JAK2 variant allele frequency of 1.5%

• Dilemmas:
• Is this CHIP with another etiology  for clinical/laboratory findings?
• Is this early P vera?
• Is this another MPN?
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