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Diagnostic flow in large B-cell lymphomas

Jaffe ES. Hemato, 2024; 5: 157-170



R-CHOP is confirmed as the frontline standard of care

Coiffier B. Blood, 2010; 116: 2040-2045
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Benefit of R-CHOP is maintained over time



How to increase the efficacy of frontline R-CHOP?



Frontline R-CHOP+X
X = Lenalidomide X = Ibrutinib

X = Bortezomib

Younes A. J Clin Oncol, 2019; 37: 1285-1295
Vitolo U. Hematol Oncol (ICML meeting abstr), 2019; 37: 5 abstr
Leonard JP. J Clin Oncol, 2017; 35: 3538-3546
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IPI 3-5
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Age ≥ 60 years
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The unmet needs in double-hit lymphomas

Alaggio R. Leukemia, 2022; 36: 1720-1748



Petrich AM. Blood, 2014; 124: 2354-2361Johnson NA. J Clin Oncol, 2012; 30: 3452-3459
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TIME 0 = 3 months after treatment completion
159 patients

Landsburg DJ. J Clin Oncol, 2017; 35: 2260-2267

Suboptimal non-intense approaches would need consolidation



Potentially new frontline approaches



Selected ongoing phase 3 trials in untreated DLBCL



Fixed duration epcoritamab + RCHOP induces high 
complete response rates in patients with previously 
untreated diffuse large B-cell lymphoma with high-risk 
features: long-term results from the EPCORE NHL-2 trial

Falchi L. Blood (ASH annual meeting abstracts), 2024; 144: 581
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Age ≤ 65 years

High risk features:
• IPI ≥ 3, NCCN-IPI ≥ 4
• Rearrangements of MYC + BCL2 ± BCL6



Minson A. J Clin Oncol, 2025; 43: 2595-2605



Minson A. J Clin Oncol, 2025; 43: 2595-2605

CRS events
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Glofit-R-CHOP
Glofit-Pola-R-CHP

Glofit-R-CHOP
Glofit-Pola-R-CHP



Glofitamab + chemoimmunotherapy: SKYGLO

Advani RH. Blood (ASH annual meeting abstracts), 2024; 144: 1718.1
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Pola-R-CHP + Glofitamab
(Cycles 1-6 + Cycles 2-6)

Pola-R-CHP
(Cycles 1-6)

N=1130

Glofit
(Cycles 7-8)

Rituximab
(Cycles 7-8)

Patients
● CD20+ LBCL, including 

DLBCL, NOS, HGBCL
● IPI 2-5 (IPI 2 capped at 

35% of overall sample 
size)

● Age 18-80
● ECOG PS 0-2

Primary EP: PFS with 2-year follow-up (IRC)

Key Secondary EPs: PFS in IPI 3-5 (IRC), OS, EFSefficacy (IRC)
Selected Secondary EPs (no adjustment for multiplicity): PFC (INV), ORR, DOR, 
DOCR, DFS, safety, PK, PROs, ctDNA

Exploratory: Biomarkers

Post treatment 
follow-up

A

B

Stratification Factors
●IPI 2 vs IPI 3-5
●bulky disease defined as one lesion 
≳7.5 cm (present vs absent)



Chavez JC. Blood, 2025; 145: 2303-2311

High risk features: IPI ≥ 3, rearrangements MYC + BCL2 ± BCL6
2 initial chemoimmunotherapy cycles with anti-CD20 and anthracyclines
PET+2 Deauville score 4-5



Primary Endpoint
• EFS (central assessment)

Key Secondary Endpoints
• PFS (central assessment)
• OS

Other Secondary Endpoints
• CR rate (central assessment)
• PFS (investigator assessment)
• Safety
• PRO QoL assessments

Investigator-selected:
R-CHOP or DA-EPOCH-R (5 cycles)
Optional additional rituximab (2 cycles)
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High-Risk LBCL
N≈300

Key Eligibility:
•Age ≥18 years

•DLBCL-NOS, HGBL, or 
transformed FL or MZL

•IPI score ≥4

Stratification:
•HGBL (yes vs no)

•Tumor bulk (present [≥1 
lesion ≥7.5 cm] vs absent)
•ECOG PS (0-1 vs 2)
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Axi-Cel

Leukapheresis 
and 

bridging therapy

Lymphodepleting
chemotherapy

+
Axi-cel 

(2×106 CAR T cells/kg)

Standard-of-Care Therapy

Westin JR. Hemasphere (EHA annual meeting abstracts), 2023; 7: 4418-4419



Take home messages

• R-CHOP is the unsurpassed standard frontline combination in DLBCL; Polatuzumab + R-CHP yields better
outcomes especially in some higher risk contexts and has become a new standard.

• The best treatment of double hit DLBCL is still debated, although it is known that R-CHOP-based inductions
are unsatisfactory. The role of autologous transplantation is also unclear, particularly if more intensive
regimens are applied as induction.

• Bispecific antibodies are moving from “right to left”, as they are now being incorporated in frontline
approaches with chemotherapy ± monoclonal antibodies. Frontline standards for DLBCL are going to change
in the next few years and so second and later salvage lines.

• New drugs, including CARTs, as part of induction, may confirm their potential benefit in patients with high risk
disease in terms of IPI, histology, MYC/BCL2/BCL6 rearrangements, early (interim PET) treatment failure.


