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The germinal center reaction: natural selection rules the game

Casola & Varano, Blood Cancer Discov. 2026



B cell receptor expression in the germinal center reaction



The BCR blueprint in mature B cell malignancies

Casola & Varano, Blood Cancer Discov. 2026



The BCR blueprint in mature B cell malignancies



BCR expression in GC-derived B cell malignancies
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BCR silencing in MYC/BCL2 rearr.high-grade B cell lymphomas
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IG light chain revision in rescue of autoreactive B cells

Ig-Kappa to Ig-lambda switch is a marker of receptor editing 



1st biopsy Relapse

IGK-to-IGL switch during HGBCL-DH-BCL2-BCL6 progression
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1st biopsy Relapse

Ongoing IG light chain editing in lymphomas is linked to 

RAG1/2 expression 
RNA scope

HGBCL-DH-BCL2
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IG silencing is set in FL preceding HGBCL-DH-BCL2





Is RAG expression defining the FL/HGBCL-DH-BCL2 CPC?

Lonardi et al., Leukemia 2026
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IGH silencing in the era of CD79B-targeting therapies
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