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Diffuse Large B-Cell Lymphoma
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History of frontline DLBCL therapy

Lenz et all, Lancet, 2026

SWOG (McKelvey et al.) establish 
cyclophosphamide–doxorubicin–vincristine–
prednisone as the consensus regimen for 
aggressive NHL.

1976: CHOP

FDA approves rituximab in combination with 
CHOP or other anthracycline-based 
chemotherapy for first-line DLBCL, built 
on GELA LNH-98.5 (Coiffier et 
al., NEJM 2002) in elderly patients and 
confirmed by MInT in younger, good-
prognosis patients.

2006: R-CHOP

DLBCL-NOS or high-grade B-cell lymphoma 
with IPI score ≥2, based 
on POLARIX (n=879).

2023: Pola-R-CHP

Updates in DLBCL
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History of frontline DLBCL therapy

SWOG (McKelvey et al.) establish 
cyclophosphamide–doxorubicin–
vincristine–prednisone as the consensus 
regimen for aggressive NHL.

1976: CHOP

FDA approves rituximab in combination 
with CHOP or other anthracycline-based 
chemotherapy for first-line DLBCL, built 
on GELA LNH-98.5 (Coiffier et 
al., NEJM 2002) in elderly patients and 
confirmed by MInT in younger, good-
prognosis patients.

2006: R-CHOP

DLBCL-NOS or high-grade B-cell 
lymphoma with IPI score ≥2, based 
on POLARIX (n=879).

2023: Pola-R-CHP

Global phase 3, 899 patients, which 
showed improved PFS (HR 0.75), but 
increased toxicity profile

2026: FrontMIND -tafasitamab 
+ lenalidomide + R-CHOP

Updates in DLBCL

Lenz et all, Lancet, 2026
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In patients with newly diagnosed DLBCL, 
Tafasitamab+lenalidomide + RCHOP vs. RCHOP showed 
improved PFS, but increased toxicity

Updates in DLBCL

• Global phase 3 trial

• 899 patients

• High risk DLBCL (IPI 3-5), high grade B-cell

• Improved PFS

• Overall HR (95% CI): 0.75 (0.59, 0.96)

• 2-year PFS

• Tafa-len-RCHOP: 71.1% (66.3-75.4)

• RCHOP: 62.9% (57.9-67.5)

Lenz et all, Lancet, 2026
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Toxicity

Updates in DLBCL

≥ Grade 3

86% vs 77%

Fatal AE

6% vs 4%

Lenz et all, Lancet, 2026
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FrontMIND conclusions

• Clear PFS benefit: 2 year PFS 71.1% vs. 62.9% [HR 0.75 (0.59, 0.96)]

• Consistent benefit across ABC and GCB subtypes and in double-hit 

lymphoma. 

• R-CHOP dose intensity and discontinuation rates were preserved. 

• Higher grade ≥3 toxicity (86.7% vs 76.1%), more infections.

• Added infusion-visit burden (Tafasitamab is dosed weekly)

• RCHOP control arm (vs. R-Pola-CHP)

• Does tafasitamab upfront diminish effectiveness of CD19 CART at relapse?

Updates in DLBCL
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Will another regimen take down RCHOP/R-Pola-CHP?

Updates in DLBCL

Study Phase Comparison Comments

SKYGLO III Glofitimab added to Pola-R-CHP vs. Pola still accruing, no data yet.

EPCORE DLBCL-2 III Epcoritamab + R-CHOP vs. R-CHOP still accruing, no data yet.

waveLINE-010 III Zilovertamab vedotin (an anti-ROR1 

antibody-drug conjugate) + R-CHP vs. R-

CHOP

targeting ~1,046 patients, actively 

recruiting

OLYMPIA-3 III Odronextamab + CHOP vs. rituximab + 

CHOP 

still in the dose-optimization phase, though 

early data from the first part showed high 

response rates and manageable toxicity.

Zuma-23 III Axicabtagene ciloleucel vs SOC High risk DLBCL. Still accruing
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Last note on DLCBL…. 

Updates in DLBCL

FDA issued Complete Response Letters 

(CRLs) for Glofitimab + chemo (R/R 

DLBCL combo) and odronextamab (R/R FL 

and DLBCL). 

Odronextamab's FL BLA has since been 

resubmitted and accepted for review.
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Mantle Cell Lymphoma



Historic Frontline Mantle Cell Framework: “The Three Course Meal”

2. Autologous 

Transplant

3. Rituximab 

maintenance

1. Induction 

Chemotherapy

(best if includes Cytarabine)

U p d a t e s  i n  
M a n t l e  c e l l



Historic Mantle Cell Framework: “The Three Course Meal”

2. Autologous 

Transplant
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maintenance

1. Induction 

Chemotherapy

(best if includes Cytarabine)

The Triangle Study

U p d a t e s  i n  
M a n t l e  c e l l

Rituximab maintenance

Rituximab maintenance

Rituximab maintenance

Dreyling et al, Lancet 2024



FFS

(95% CI)

HR 

(one-sided 

98.3% CI)

A: Chemoimmunotherapy + 

ASCT

72% 

(67–79)

A+I: Chemoimmunotherapy 

+ ibrutinib + ASCT

88% 

(84–92) 

0.52 

(0–0.86)

I: Chemoimmunotherapy+ 

ibrutinib

86% 

(82–91)

1.77

(0-3.7)

Dreyling et al, Lancet 2024

U p d a t e s  i n  
M a n t l e  c e l l

The Triangle Study showed early improvement in FFS for both BTKi treatment 
groups compared to control



TRIANGLE 4.5-year follow-up confirms OS benefit for adding ibrutinib 
and supports omitting autologous stem-cell transplant.

Dreyling et al, Lancet, 2026

3% Mortality

Poor ibrutinib tolerance: 

 - Increased toxicity

 - Increased infections

U p d a t e s  i n  
M a n t l e  c e l l

ASCT



ENRICH established chemotherapy-free BTKi–rituximab as an option for older 

patients.

U p d a t e s  i n  
M a n t l e  c e l l

Lewis et al, Lancet, 2025

- 397 patients ≥60 yo with newly diagnosed mantle cell 

lymphoma 

- Median progression-free survival of ibrutinib-rituximab 

was superior to immunochemotherapy hazard ratio (

- HR:  0.69 (95% CI 0.52-0.90); p=0.0034.

- In subgroup analysis, there was no statistical difference 

between ibrutinib-rituximab and BR



Other evidence for chemo-free options in the frontline setting

U p d a t e s  i n  
M a n t l e  c e l l

Trial Phase / Design Regimen(s) Population (n) Key results

MANGROVE Phase 3, randomized

Zanubrutinib + rituximab 

(indefinite, chemo-free) vs. 

bendamustine-rituximab ×6

Previously untreated, 

transplant-ineligible 

MCL (n=510)

PFS HR 0.57 (95% CI 0.43–0.76, P<.0001) 

favoring the chemo-free arm; OS immature but 

trending favorable; no new safety signals

TrAVeRse Phase 2, single-arm
Acalabrutinib + venetoclax + 

rituximab

Treatment-naive MCL 

(n=21)

ORR 100%, CR 71.4%; 2-yr PFS 63.2%, 2-yr OS 

75.2%

BOVen (TP53-

mutant cohort)

Phase 2, single-arm, 

fixed-duration/MRD-

driven

Zanubrutinib + obinutuzumab + 

venetoclax

Treatment-naive, TP53-

mutated MCL (n=25) 

ORR 96%, CR 88%; undetectable MRD in 100% 

of evaluable patients at end of treatment; 2-yr 

PFS 72% (primary endpoint met)

OAsIs (Cohort C)
Phase 1/2, single-

arm

Ibrutinib + obinutuzumab + 

venetoclax

Treatment-naive, 

intermediate/high-MIPI 

MCL (n=15)

5-yr data: ORR 93%, CR 87%; 5-yr PFS 80%, 5-

yr OS 93%

Window-2
Phase 2, single-arm, 

risk-adapted 

Ibrutinib + rituximab + venetoclax 

(IRV) induction, then either 

observation (if MRD-negative/low-

risk) or short-course R-

HyperCVAD/MTX (if high-risk)

Young, previously 

untreated MCL

AVO / MAVO
Phase 1/2, single-

arm

Acalabrutinib + venetoclax + 

obinutuzumab

Combined R/R and 

treatment-naive 

cohorts



Other evidence for chemo-free options in the frontline setting

U p d a t e s  i n  
M a n t l e  c e l l

Trial Phase / Design Regimen(s) Population (n) Key results

BOVen 

(TP53-mutant 

cohort)

Phase 2, single-arm, 

fixed-duration/MRD-

driven

Zanubrutinib + 

obinutuzumab + 

venetoclax

Treatment-naive, 

TP53-mutated 

MCL (n=25) 

ORR 96%, CR 88%;

Undetectable MRD in 100% of 

evaluable patients at end of 

treatment;

 2-yr PFS 72% (primary endpoint met)

Kumar et al. Blood 2025
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- First next-gen BCL2 inhibitor 

- R/R MCL after ≥2 lines including a 

BTKi

-  Based on single-arm BGB-11417-

201 (n=103)

- ORR 52%

- median DOR 15.8 mo. 

- Dosing requires a 4-week TLS 

ramp-up to 320 mg daily.

Eyre et al, 2026

Lieu et al, Blood 2024

Sonrotoclax granted accelerated approval
(May, 2026)

U p d a t e s  i n  
M a n t l e  c e l l
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Follicular Lymphoma
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There has not been a uniform consensus on the treatment 
order of follicular lymphoma

Options include:

First Line Second Line Third Line

BR (or BO) BR (or BO) T-cell engager: 

- Epcoritamab

- Mosunetuzumab
RCHOP ( or OCHOP) RCHOP ( or OCHOP)

R-CVP (O-CVP) R-CVP (O-CVP)

Lenalidomide + Revlimid (R2) Lenalidomide + Revlimid (R2) CART:

- Axi-cel

- Liso-cel

- Tisa-cel

Lenalidomide monotherapy Tafasitamab-cxix + R2

Ref: NCCN 2025
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EPCORE FL-1 introduced first bispecific to second line options

Updates in follicular

Falchi et al, Lancet, 2026

• 488 patients with follicular lymphoma

• Enriched for high risk: 

• 41% FLIPI 3-5, 33% FLIPI 2

• ORR 

• 95% with epcoritamab + R2

• 79% with R2. p<0.0001) 

• PFS: Longer with epcoritamab plus R2 

• Hazard Ratio 0.21 (95% CI 0·.4–0.31), 

p<0·0001 

• Grade 3 or higher adverse:

• 90%  with epcoritamab plus R2

• 68% with R2

PFS
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EPCORE FL-1 Conclusions

• Epcoritamab + R2 is a highly effective 2nd line treatment option for patients with FL

• This treatment can be delivered outpatient

• There are significant risks most notably neutropenia and infection

Updates in follicular

Falchi et al, Lancet, 2026

Ongoing questions

• Is epcoritamab + R2 superior to sequential R2 and epcoritamab?

• Epcoritamab vs tafasitamab + R2 ?

• What are best practices to manage infection risk

• Will single agent bispecific, CART, novel agent (CELmOD?) outperform current second line options?
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Subcutaneous mosunetuzumab approved!
(Dec 21, 2025)

Updates in follicular

• PK-noninferiority-based approval of a ~1-

minute SC injection

• R/R follicular lymphoma supporting 

cohort:

• ORR 74.5%

• CRR 58.5%

Genentech press release, Dec 2025
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Thank you!
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