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RCHOP: Long term survival ∼ 60%

CD10 BCL-6 MUM-1

DLBCL is a curable disease…but many patients are failed by our current therapies

DLBCL is a curable disease…but many patients are failed by 

our current therapies



LBCL: EHA Clinical Practice Guidelines

LBCL: EHA Clinical Practice Guidelines

Trieblemont et al,HemaSphere 2025



Limited stage DLBCL

Limited stage DLBCL

The FLYER study Poeschel et al Lancet 2019; 394: 2271–81

• Phase 3 non-inferiority (margin −5·5%) 
RCT in ≤60 years with no IPI risk factors 
or bulk
• RCHOPx4 (+2R) versus RCHOPx6

• 33% of patients had extra-nodal disease

• No RT planned (except for testicular)

• n=588 patients in the intention-to-treat 
analysis.

• 3-year PFS with R-CHOPx4 (+2R) = 96% 
(95% CI 94–99)

RCHOPx4 (+2R) is non-inferior to 
RCHOPx6 for IPI 0, non-bulky DLBCL

Progression-free survival

Overall survival



Limited stage DLBCL

Limited stage DLBCL

E. A. Hawkes et al, Blood 2022



LBCL: EHA Clinical Practice Guidelines

Trieblemont et al,HemaSphere 2025



Some great trials....apart from the results

Some great trials....apart from the results

Some great trials....apart from the results



Competing schools of thought:

Competing schools of thought:

• Targeted therapy based on molecular phenotype

– Gene expression/genomic typing

– Small molecule inhibitors

• Better ways to use the cell surface markers

– Antibodies with benefits

– T-cell recruitment/expansion



Strategies to capitalise on the biology?

Strategies to capitalise on the biology?

Strategies to capitalise on the biology?



▪ Newly diagnosed DLBCL of non-GC

▪ ECOG PS ≤ 2; Age 18–80

▪ Primary Endpoint = EFS

▪ N = 800 AYounes et al, J Clin Oncol 2019

PHOENIX: Phase III double blind study of ibrutinib

PHOENIX: Phase III double blind study of ibrutinib



Genomic classification: What does this add?

Genomic classification: What does this add?

Leval et al, Blood 2022
LymphGen Classifier



Perhaps outcomes to target therapies by genomic class

Perhaps outcomes to target therapies by genomic class

Wilson et al, 2021 Cancer Cell



GUIDANCE-01

GUIDANCE-01 n=128

Zhang et al, Cancer Cell 2023

CR

ORR



The agnostic approach

Better ways of exploiting widely expressed cell surface antigens

Antibody drug conjugates

? New antibodies

? Bispecifics

? CAR-T

? New ADCs



Agnostic treatments

Agnostic treatments

CD3-CD20 bispecific antibodies CAR T cells

ADCs MoAb

Dickinson M et al, Blood 2024 ,Thieblemont C et al, Leukemia 2024

Polatuzumab Loncastuximab



Pola-R-CHP significantly improved PFS versus R-CHOP

Tilly, et al. NEJM 2021; Morschhauser, et al. JCO 2025

No significant increase in toxicity

Pola-R-CHP R-CHOP
Peripheral neuropathy*

Nausea 

Diarrhea 

Neutropenia

Anemia 

Constipation

Fatigue 

Alopecia

Decreased appetite

Pyrexia 

Vomiting

Febrile neutropenia

Cough 

Headache 

Decreased weight

Asthenia

Dysgeusia

-100 -75 -50 -25 0 25 50 75 100

Grade
1

2

3

4

65%

59%

82%

79.5%

*predominant benefit seen ABC, non-bulky and IPI 3-5 patients



POLARIX: PFS subset analysis (exploratory)

Morschhauser, et al. JCO 2025



Benefit of polatuzumab is restricted to C5

Benefit of polatuzumab is restricted to C5

Calabretta et al, ICML 2025

Benefit of Polatuzumab is restricted to C5





How are we going to make sense of the future landscape….

How are we going to make sense of the future landscape….

Palmer et al, NEJM 2023ESCALAD:E R-CHOP + acalabrutinib vs R-CHOP

ZUMA-23: Axi-cel vs R-CHOP/DA-EPOCH-R

FRONT-MIND: Tafa/len R-CHOP vs R-CHOP

SKYGLO: Pola R-CHP + glofitamab vs Pola R-CHP

Odroexatamb + R-CHOP vs R-CHOP

Epcoritamab + R-CHOP vs R-CHOP 

Golcadomide + R-CHOP vs R-CHOP

zilovertamab + R-CHOP vs R-CHOP

Some of these trials will be positive

as these drugs are effective

Improving upon R-CHOP: 20 years of unsuccessful trials



Dabrowska-Iwanicka A & Nowakowski GS Blood. 2024

Who is @ High-Risk ? 

DZsig



Adapted from Qualls D et al. Blood 2025

Selected phase 3 front line trials in young, high risk patients

Selected phase 3 front line trials in young, high risk patients



Front line trials with bispecific antibody combinations for LBCL

Front line trials with bispecific antibody combinations for LBCL

Dickinson M et al, Br J Haematol 2026; Minson A et al, J Clin Oncol 2025



LBCL: EHA Clinical Practice Guidelines

LBCL: EHA Clinical Practice Guidelines

Trieblemont et al,HemaSphere 2025



Zayac AS et al,  Blood Adv 2023

R-CHOP performs poorly in Hi-Risk LBCLs… 
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CD20, CD19

CD20, CD19

…eligibility… or timely access to… …eligibility… or pre-ASCT salvage ineffective…

options not mutually exclusive

…complementary

«…this is not a merely chronological definition…  

«

…chronological & functional definition…

patterns of failure may differ…. 

Adapted Trieblemont et al,HemaSphere 2025



ICE: ifosfamide, carboplatin, cisplatin; PR: partial response Gisselbrecht C, et al. J Clin Oncol 2010

Is there a better second line regimen?

Is there a better second line regimen?
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CORAL: Randomised study of R-ICE vs. R-DHAP in patients with R/R DLBCL after 1L R-CHOP (N=396)
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a Four courses of DHAP every 3–4 weeks followed, if no progression, by radiotherapy of the involved field 
aNHL: aggressive non-Hodgkin lymphoma; CT: chemotherapy; DHAP: dexamethasone, cytarabine, cisplatin Philip T, et al. N Engl J Med 1995

The Parma trial for relapsed aggressive NHL: HDCT + ASCT better than standard chemotherapy

The Parma trial for relapsed aggressive NHL: 
HDCT + ASCT better than standard chemotherapy
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a Study regimens amended to include rituximab for pts with CD20+ disease from November 2005
Crump M, et al. J Clin Oncol 2014

Canadian study: GDP vs. DHAP therapy

Canadian study: GDP vs. DHAP therapy

GDP RESULTED IN SIMILAR RATES OF TRANSPLANTATION, EFS AND OS TO STANDARD DHAP, 

WITH LESS TOXICITY, IMPAIRMENT OF QOL AND NEED FOR HOSPITALISATION
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4-year OS: 39% (both arms) 

HR = 1.03 (95% CI: 0.83, 1.28) 
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Should ASCT be offered to patients in PET+ PR?

Should ASCT be offered to patients in PET+ PR?

• CIBMTR (n = 249) relapsed DLBCL PET+ PR

• Included early chemotherapy failures 
(relapse within 12 months; n = 182)

• 79% were primary refractory

5-year

PFS 41%

OS 51%

• Cures with low NRM/modest cost

ASCT, autologous stem cell transplantation; CIBMTR, Center for International Blood and Marrow Transplant Research; DLBCL, diffuse large B-cell lymphoma; NRM, non-relapse mortality; OS, overall 
survival; PET, positron emission tomography; PFS, progression-free survival; PR, partial response; SD, stable disease.

Shah N, et al. Blood. 2021, Oncologist. 2020



Polatuzumab plus rituximab and bendamustine

Polatuzumab plus rituximab and bendamustine

• Caution with bendamustine if CAR T-
cell therapy is an option

Sehn LH et al, ASH; Dec 2020



Addition of bispecifics

Addition of bispecifics
STARGLO1

A Phase 3, open-label, randomized study 
of glofitamab + GemOx in R/R DLBCL

Patients (estimated enrollment N=270)

R/R DLBCL after ≥1 prior therapy ECOG PS 0–2

Age ≥18 years Ineligible for ASCT

Glofitamab + GemOx R-GemOx

R
2:1

Glofitamab 
monotherapy

Primary endpoint: OS
Secondary endpoints: PFS, CR, ORR, DoR, safety, tolerability

Hertzberg M et al, J Clin Oncol 2021
Abramson J, et al., EHA 2024

• First line studies (eg SKYGLO, EPCORE DLBCL-2, EPCORE NHL-5 (pola R-CHP + epcor), OLYMPIA 3

• For older patients ?chemotherapy free approaches with bispecific backbone



Epcoritamab plus GemOx in transplant-ineligible 

relapsed/refractory DLBCL: EPCORE NHL-2 trial

Brody et al, Blood 2025





TRANSFORM Subset Analysis for EFS (ITT population)

Abramson, et al. Blood 2023



TRANSFORM PFS by LBCL type (ITT set)

• Many patients were censored for PFS, and analyses were limited by small numbers in the HGBCL and PMBCL subgroups

Liso-cel arm
(n = 60)

SOC arm
(n = 58)
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Makita S, et al, JSH 2023



ZUMA-7 Subset Analysis for EFS

Locke et al, NEJM 2021





TRANSCEND: No difference between HGBCL and DLBCL

Abramson JS, et al. Lancet 2000



British Columbia Experience

British Columbia Experience

No significant improvement with FFP and OS in DLBCL (NOS) patients across eras

OSFFP

Alduaij et al, Blood Advances 2025



Anti-CD20/CD3 Bispecific antibodies for 3rd line+ LBCL

Dickinson, et al. NEJM 2022; Thieblemont, et al.,JCO 2023

Best response

ORR: 52%

CRR: 39%

Median DoR: 18.4 mo 

Median PFS: 4.9 mo 

CRS 63% (gr≥3, 4%)

Baseline Characteristics N=154

Median age (range) 66 (21-90)

Median prior tx (range) 3 (2-7)

Prior ASCT 28 (18%)

Prior CAR 51 (33%)

Refractory to last tx 132 (86%)

Baseline Characteristics N=157

Median age (range) 64 (20-83)

Median prior tx (range) 3 (2-11)

Prior ASCT 31 (20%)

Prior CAR 61 (39%)

Refractory to last tx 130 (83%)

Best response

ORR: 63%

CRR: 39%

Median DoR: 12.0 mo 

Median PFS: 4.4 mo 

CRS 50% (gr≥3, 2.5%)

Glofitamab
Fixed duration IV therapy for 12 cycles

Epcoritamab
Continuous SC therapy

Odronextamab
Continuous IV therapy

Baseline Characteristics N=127

Median age (range) 67 (24-88)

Median prior tx (range) 2 (2-8)

Prior ASCT 16%

Double/triple hit 20%

Refractory to last tx 86%

Best response

ORR: 52%

CRR: 32%

Median DoR: 10.0 mo 

Median PFS: 4.4 mo 

CRS 55% (gr≥3, 4%)

11 HGBCL
2 PR, no CR

9 HGBCL, 13 DHL
“consistent with DLBCL”

11 DHL
Response NR



Bispecifics in LBCL: Real World Data

Brooks, et al. Blood 2025

3.8 m
2.3 m

9.7 m
7.8 m

PFS

OS

By Product By TP53 mut

CR rate

Glofit 30%
Epco 23%



Glofitamab-Polatuzumab in Relapsed/Refractory LBCL subsets

Hutchin gs, et al. JCO 2025



Mosun-Pola in LBCL: SUNMO trial

Budde, et al. JCO 2025



Tafasitamab (MOR208) and lenalidomide

Tafasitamab (MOR208) and lenalidomide

ORR was 58% (ITT analysis)

CR rate was 33% (investigator-assessed)

Median follow-up duration of 12 months 

Median duration of response

was not reached

n=81 Demographics

Important: no PD within 6/12, no 
DHL/THL
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%

ORR ( ITT analysis)

PFS

Median 16.2 mo.

12 month PFS rate 50.1% (39.5–63.6)

Salles G, et al. Blood 2018



LOTIS-2 Phase 2 Trial
Loncastuximab Teserine in 3L+ DLBCL

LOTIS-2 Phase 2 Trial
Loncastuximab Teserine in 3L+ DLBCL

100

90

80

70

60

50

40

30

20

10

0
Patients (N=145)

• Median DOR: 10.3 mo

• 9-month DOR: 64%
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PR: 24%

CR: 24%

Caimi P et al, Lancet Oncol 2021

Patients, %
Patients (N=145)

Grade 1-2 Grade 3-4

Neutropenia 14 26

GGT increased 24 16

Thrombocytopenia 15 18

Anemia 16 10

Fatigue 26 1

Nausea 23 0

Cough 21 1

Peripheral edema 19 1

Blood alkaline 

phosphatase increased
19 1

Hypophosphatemia 10 6

Leukopenia 6 9

Lymphopenia 2 6

Most Common TEAEs (≥20% Any Grade or ≥5% Grade ≥3)
Eligibility

• Aged ≥18 years

• R/R DLBCL

• ≥2 prior regimens

• Prior CAR T permitted 

(persistent CD19 expression 

required)

Lonca IV as 30-min infusion

In 21-d cycles
C1-2: 150 μg/kg Q3W

C3+: 75 μg/kg Q3W for up to 1 
year or PD/unacceptable 

toxicity

• 9% of patients received prior CAR T

• 14% had prior ASCT



48

T-Cell Redirection: a "yin and yang problem" to optimize ≥3L treatments 

in RR-LBCL



Pooled complete 

response rates for 

patients treated 

with BsAb

monotherapy 

after CAR-T 

and CAR-T after 

BsAb

monotherapy

Pooled adverse 

events for 

patients treated 

with BsAb

monotherapy 

after CAR-T and 

CAR-T after BsAb

monotherapy for 

CRS (A) and 

ICANS (B)

Sequencing BsAb CAR-T

Sorin, Lancet Hematology 2026





The Most Important slide…,
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