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DLBCL
EXCEPT CAR T:

HOW WE CAN CHOICE THE NEW DRUGS IN R/R ?



Molecular Aberration GC ABC

BCL2 translocation ++ -

c-rel amplification ++ -

EZ2H mutation ++ -

MYD88 mutation + +++

CD79A, CD79B mutation - ++

BCL6 translocation + ++

BCL6 pathway +++ ++

MYC pathway + +++

NF-kB pathway - +++

BCR pathway - ++

IRF4 pathway - +++

DLBCL: COO profile subgroups

Lymph 2Cx assay
20 gene assay

Scott D et al Blood 2014
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Survival pathways with therapeutic potential in DLBCL 
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Modified from Blood 2021 Wendan-Lenz

TIRAP

P P

PROLIFERATION, SURVIVAL, 
DIFFERENTIATION

PROLIFERATION, SURVIVAL, 
DIFFERENTIATION

ITAM

P

P

P



CD19

BCAP

PI3K catalytic subunit (p110) 
isoforms and functions

α Several roles, including insulin 
signaling and angiogenesis2

β Platelet function3

γ White blood cell function, tumor 
microenvironment4,5

δ B-cell development, tumor 
microenvironment1,4,6 

ABC DLBCL
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Survival pathways with therapeutic potential in DLBCL 
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Profitos Peleja et al. Cancers 2022



Wendan et al. Blood 2021



Profitos Peleja et al. Cancers 2022



Survival pathways with therapeutic potential in DLBCL 
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LONCASTUXIMAB TESIRINE MoAb CD19 drug conjugated



Median DOR for the whole population 10.3 months
Median DOR for CR patients 13.4 months 

Loncastuximab: duration of response 

Caimi et al. Lancet Oncology 2021 



LOTIS 3: LONCA+ IBRUTINIB
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Polatuzumab Vedotin (CD79b-ADC) 
• ADC comprising potent microtubule inhibitor MMAE conjugated to CD79b monoclonal antibody 

via a protease-cleavable peptide linker 

ADC, antibody drug conjugate; MMAE, monomethyl auristatin E
Polson AG et al. Expert Opin Investig Drugs 2011;20(1):75–85; Dornan D et al. Blood 2009;114:2721–2729.

References: Tilly H, oral presentation ICMl 2017
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TAFASITAMAB+ PARSACLISIB IN LNH
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CONCLUSION
The knowledge of the BCR processes has allowed us a substantial step forward in the therapeutic 
possibilities of patients with Lymphoma.

However, the poor results with single target agents still delineate a complexity not fully 
understood and suggest a multi-shot approach in order to target various metabolic pathways 
reducing toxicity and synergizing the results.

The broad spectrum genetic analyzes currently possible will lead to a further improvement of 
the pharmacological strategies to be adopted



A Probabilistic Classification Tool
for Genetic Subtypes of DLBCL with Therapeutic Implications 

Wright et al Canc cell 2020 
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IL PROBLEMA NON E’ AVERE I PEZZI
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E’ SAPERLI ORDINARE
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