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LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?
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e Graduated/trained at the University of Chicago (see next slide)

“The time to rise has been engaged
You're better best to rearrange
I'm talkin' here to me alone

| listen to the finest worksong...”
23rd International Ultmann Chicago Lymphoma Symposium - Michael Stipe, lead singer, REM, 1987
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LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?

N C National Clinical
e Wh 09 Trials Network
a National Cancer Institute program

. What? MyeloMATC
Precision Medicine in Myeloid Cancer X ' /

e When?
e Where?

e Why?
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LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?

e Although patients with DLBCL have favorable outcomes with

standard 1L chemotherapy (R-CHOP, Pola-RCHP, etc.), many
relapse.

 Treatment is toxic and difficult to tolerate even in fit patients,
with potential for late effects including cardiotoxicity,

peripheral neuropathy and secondary malignancies.

 For older/frail patients, reduced intensity treatment is often
unsafe and/or morbid.

« Rationale incorporation of novel targeted agents will likely
lead to safer/more tolerable and potentially more effective

° Why” treatment.
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LymphoMatch: Are We Ready for Precision Medicine in DLBCL?

Cancer Cell

A Probabilistic Classification Tool for Genetic Subtypes of Diffuse Large B Cell
Lymphoma with Therapeutic Implications
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e The LymphGen algorithm classifies a DLBCL biopsy into one
or more genetic subtypes

e The genetic subtypes have distinct clinical outcomes and
pathway dependencies

e The genetic subtypes will aid the development of rationally
targeted therapy of DLBCL

23rd International Ultmann Chicago Lymphoma Symposium Wright et al., 2020, Cancer Cell 37, 551-568
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pathway dependencies
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Integrated Genomic Approaches to Categorize DLBCL
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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
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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
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Benefit of Pola-R-CHP in Patients with Cluster 5 DLBCLs
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+ Patients with C5 DLBCLs — 5-yr PFS higher in Pola-R-CHP versus R-CHOP treatment arm

Pola-R-CHP 70.4% (95%CI 57.6-86.1)
R-CHOP 42.0% (95% CI 28.0-63.0)

» Hazard ratio (HR) for Pola-R-CHP vs R-CHOP 0.38 (95% CI 0.19-0.75, p=0.005) in patients with C5 DLBCLs

Pola-containing regimen abrogated the predicted poor outcome in C5 tumors.

+ In contrast, 5-yr PFSs and HRs comparable for patients with C1-C4 DLBCLs in the two treatment arms % ™

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



The LymphGen Algorithm is Publicly Available
but Can Only Classify ~60% of DLBCL into Subtypes
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Homogeneity vs. Overclassification
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Dog breed size comparison Heights are measured at the shoulders and are approximate.

West Highland White Terrier Beagle Standard Poodle L M Dog Irish Wolfhound
10-11 inches 13-15 inches 15-17 inches 21-24 inches 23-27 inches at least 30-32 inches
Chihuahua French Bulldog English Bulldog Dalmatian German Shepherd Great Dane
5-8 inches 11-18 inches 13-15 inches 19-24 inches 22-26 inches 28-32 inches

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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lymphoMATC

DLBCL
Precision Medicine in B-Cell Lymphoma ;

Central Pathology Review
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Pola-RCHP

C1
Pola-RCHP + Targeted agent
Pola-RCHP

C2
Pola-RCHP + Targeted agent
Pola-RCHP

c4 |<
Pola-RCHP + Targeted agent
Pola-RCHP

Pola-RCHP + Targeted agent



LymphoMATCH: Are We Ready for Precision Medicine in DLBCL?

e Choice of classification scheme requires consideration of homogeneity of groups
vs. under-classification.

e Standard of care is debatable and likely to evolve.

e Real-time testing for subtyping of DBLBCL requires a complex molecular assay that
is not performed in routine clinical practice. Multiple efforts ongoing to vet various
testing companies.

e Addition of targeted agents to standard backbone may lead to increased toxicity.
Chemotherapy-free approaches are being rapidly developed.

e Logistically complex with activation of multiple arms across the NCTN poses
feasibility challenges due to timelines of industry sponsors.
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