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What’s in a name?
“Disease does not exist until we have agreed that it does —

by perceiving, naming, and responding to it.”
- Charles Rosenberg, medical historian



We already subset large B-cell lymphomas… 
• Based on morphologic, immunophenotypic, genomic, and clinical insights, 

LBCL has become an umbrella term for many unique entities
• Some with and some without distinct management differences 
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What do we already know?

Hilton et al. Annual Review of Pathology: Mechanisms of Disease 2025. 

Gene expression signatures
PHENOTYPES

Entities

Mutations and rearrangements
GENOTYPES
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Gene Expression Signatures

Scott et al. Blood 2014.

• Cell of Origin à Lymph2Cx (Nanostring)
• Comparison of gene expression of tumors with B cells at different stages of differentiation



Gene Expression Signatures

Alduaij et al. Blood 2023. Scott ICML 2025.

• Cell of Origin
• DZsig à DLBCL90 (Nanostring)
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Alduaij et al. Blood 2023. Scott ICML 2025.



Gene Expression Signatures

Mottok et al. Blood 2018.

• Cell of Origin
• DZsig
• PMBCLsig à Lymph3Cx (Nanostring)



Gene Expression Signatures

Duns et al. Blood 2021.

• FFPE RNA à Nanostring
• Will there be / do we need IHC surrogates?



What do we already know?

Hilton et al. Annual Review of Pathology: Mechanisms of Disease 2025. 

Entities

Gene expression signatures
PHENOTYPES

Mutations and rearrangements
GENOTYPES



Genomic Alterations à DLBclass

Chapuy et al. Blood 2025. 

• Whole exome sequencing + MYC, BCL2, and BCL6 FISH



Genomic Alterations à DLBclass

Chapuy et al. Blood 2025. 

• 163 individual features grouped into 21 metafeatures



• All genomic data types are required for optimal DLBCL classification

• Despite their breadth, many commercial assays may be inadequate

How do we optimally classify DLBCL?

Chapuy et al. Blood 2025. 



Can we integrate genotype and phenotype?



BC Cancer Treatment Selection

Scott ICML 2025.



What will the future look like?

Scott ICML 2025.

• In my opinion, we can’t let perfect be the enemy of good
• Example: Hans IHC COO is utilized and informative despite limitations

Need DA-EPOCH-R
(+/- BsAb, consolidation?)

Need Pola-R-CHP
(+/- BTKi, CNS ppx?)
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Whole exome data 37-gene LymphPlex panel
(GUIDANCE trials)
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• In my opinion, we can’t let perfect be the enemy of good

• Example: Hans IHC COO is utilized and informative despite limitations

• Adaptable systems are key
• Example #1: Nanostring assays >> bulk RNA-seq
• Example #2: DLBCLone

• While unified diagnostic classification is vital (i.e., WHO + ICC), we don’t 
need to wait for one international prognostic/risk stratification approach or 
treatment algorithm to let biology inform management

• We are stuck in a catch-22 à insurance won’t reimburse B-NHL NGS/GEP 
due to lack of integration into guidelines/trials/product labels, but we don’t 
apply NGS/GEP (on or off trial) due to lack of reimbursement

• If we reimburse BCR clonality assays, there’s no reason to deny reasonable implementation of 
NGS to aid in diagnostic assessments




