
This activity is jointly provided by:

This activity is jointly provided by:



23rd International Ultmann Chicago Lymphoma Symposium

LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?

Brian Hill, MD, PhD
Director, Lymphoid Malignancies Program
Associate Professor of Medicine

Cleveland Clinic
Cancer Institute



23rd International Ultmann Chicago Lymphoma Symposium

Disclosures

• Research funding and consulting fees from:
Genentech,  Pharmacyc l ics ,  AbbVie ,  As t raZeneca,  BeOne,  ADC   

Therapeut ics ,  K i te/Gi lead ,  Incy te ,  BMS

• Graduated/trained at the University of Chicago (see next sl ide)

“The time to rise has been engaged
You're better best to rearrange
I'm talkin' here to me alone
I listen to the finest worksong…”
- Michael Stipe, lead singer, REM, 1987
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LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?

• Why?

• Although pat ients wi th DLBCL have favorable outcomes with 
standard 1L chemotherapy (R-CHOP,  Pola-RCHP,  etc . ) ,  many 
relapse.

• Treatment is  tox ic  and di f f icul t  to to lerate even in  f i t  pat ients,  
wi th potent ia l  for  late ef fects inc luding cardiotox ic i ty,  
per ipheral  neuropathy and secondar y mal ignancies.

• For  o lder/fra i l  pat ients,  reduced intensi ty  t reatment is  of ten 
unsafe and/or  morbid.

• Rationale incorporat ion of  novel  targeted agents wi l l  l ikely  
lead to safer/more tolerable and potent ia l ly  more ef fect ive 
treatment.
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LymphoMatch: Are We Ready for Precision Medicine in DLBCL?

A Probabilistic Classification Tool for Genetic Subtypes of Diffuse Large B Cell 
Lymphoma with Therapeutic Implications

Wright et al., 2020, Cancer Cell 37, 551–568
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Integrated Genomic Approaches to Categorize DLBCL
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1. Chapuy, et al.  Blood  2025;145(18):2041-2055
2. Wright et al., 2020, Cancer Cell 37, 551–568
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Integrated Genomic Approaches to Categorize DLBCL
Targeting C5/MCD Subtype
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Integrated Genomic Approaches to Categorize DLBCL
Targeting C5/MCD Subtype

Wilson, et al., 2020, Cancer Cell 39, 1643-1653

cBTK inhibitor
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Integrated Genomic Approaches to Categorize DLBCL
Targeting C5/MCD Subtype

Calabretta E, et al. Hematol Oncol. 2025;43: eLBA1_70110.

Polatuzumab 
Vedotin
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The LymphGen Algorithm is Publicly Available 
but Can Only Classify ~60% of DLBCL into Subtypes
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Homogeneity vs. Overclassification 

Cutmore NH, Krupka JA, Hodson DJ. Genetic Profiling in 
Diffuse Large B-Cell Lymphoma: The Promise and the 
Challenge. Mod Pathol. 2023;36(1):100007. 
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• Choice of  c lassi f icat ion scheme requires considerat ion of  homogeneity  of  groups 
vs.  under-c lassi f icat ion.

• Standard of  care is  debatable and l ikely  to evolve.

• Real - t ime test ing for  subtyping of  DBLBCL requires a complex molecular  assay that  
is  not  per formed in rout ine c l in ical  pract ice.   Mult ip le ef for ts  ongoing to vet  var ious 
test ing companies.

• Addit ion of  targeted agents to standard backbone may lead to increased tox ic i ty.   
Chemotherapy - f ree approaches are being rapidly  developed.

• Logist ical ly  complex wi th act ivat ion of  mult ip le arms across the NCTN poses 
feasib i l i ty  chal lenges due to t imel ines of  industr y  sponsors.

LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?




