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How to improve outcome in first line therapy of DLBCL

Sehn LH and Salles G, NEJM 2021; 



F. Merli et al. J Clin Oncol 2021





How to move beyond R-CHOP ?

Therapy «agnostic» to 
molecular biology

Taylored therapy based on 
molecular biology

Novel Antibodies

Immune system 
engaging therapy

Targeting BCR/NF-
kB pathways

Proteasome 
Inhibitors

Targeting BCL-2



COO-ABC : targeting high biological risk

R-CHOP + Ibrutinib R-CHOP + LenalidomideR-CHOP + Bortezomib

ReMoDL- B Phoenix Robust

Davies A, et al. Lancet Oncol 2019;                                                       Younes A, et al. J Clin Oncol 2019;                                        Nowakowski G, et al. J Clin Oncol 2021. 



Biological Heterogenity of DLBCL has prognostical implications 

Schimtz et al, N.Engl J Med 2018



✓ By GEP : ABC DLBCL (n = 239, 70.2%), CD10-negative GCB 
(n = 72, 21.3%) or Unclassified DLBCL (n = 29, 8.4%)

✓MCD had a higher proportion of older 
patients than BN2 and N1 (p = 0.019)

✓The Phoenix MCD patients had more 
frequent extranodal involvement than the 
other subtypes (p = 0.0066)

Wilson W. Et al. Cancer Cell 2021



A SINGLE MODEL OF 

PRECISION MEDICINE IN 

DLBCL

• Ongoing multicenter, randomized, 
phase 3 trial (GUIDANCE-02)

• 64 pts in experimental arm

• single Institution, unblinded



Golcadomide+R-CHOP phase 1 study 



BEYOND R-CHOP: SUBTYPE DRIVEN vs Agnostic



How to move beyond R-CHOP/Pola-R-CHP ?
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molecular biology

Taylored therapy based on 
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Updated results (CCOD: June 15, 2022)
Median follow-up: 39.7 months



Investigator-assessed PFS by subgroup (unstratified)

Tilly H, et al. N Engl J Med 2022;386:351–63. 



PFS Efficacy per IPI Score 3-5 (rimborsabilità in italia)

Con un follow up di 5 anni, Polivy mantiene 

l’importante vantaggio in PFS (endpoint 

primario) nei pazienti con IPI 3-5: -29% (HR: 

0,71) di rischio vs R-CHOP

Morschhauser et al. Supplement data JCO, https://doi.org/10.1200/JCO-25-00925

https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925


Morschhauser et al. Supplement data JCO, https://doi.org/10.1200/JCO-25-00925

Polatuzumab impact on subsequent lymphoma therapies

https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925
https://doi.org/10.1200/JCO-25-00925




What comes after Pola-R-CHP? ….
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median follow-up of 47.0 months

Survival assessments in the 3-year analysis.



New perspectives in 1L DLBCL

Agent Protocol Pts Pts 1ry Endpoint

Acalabrutinib1 ESCALADE
nonGCB, IPI 1-5,

18-70 yo
600 PFS

Tafasitamab2 FrontMIND
IPI HI and H, 18-

80 yo
880 PFS

Glofitamab▼3 SkyGLO IPI 2-5, 18-80 yo 1130 PFS

Mosunetuzumab▼4 GO40515 IPI 2-5, > 18 yo 160 PFS

Epcoritamab5
EPCORE-  

DLBCL-2
IPI 2-5, > 18 yo 900 PFS

Odronextamab6 OLYMPIA-3 IPI 2-5, > 18 yo 840 PFS

Axi-cel7 ZUMA23 IPI 4-5, > 18 yo 300 EFS

1 Davies AJ, et al. Blood 2022;140(Suppl 1):9478–9 2. https://clinicaltrials.gov/study/NCT04824092

3 https://www.clinicaltrials.gov/study/NCT06047080. 4. Olszewski AJ, et al. Presented at ASH 2022. Oral;

5. Sehn LH, et al. Presented at ASCO 2023. Abstract TPS7592; 6. Tessoulin B, et al. Presented at EHA 2023. Abstract PB2335.

7 Westin JR et al, ICML 2023 Abs #OT06



Beleda et al. Blood 2023 

✓ Efficacy outcome after > 18 months of follow up

Trial Phase Inclusion criteria Patients
Status

Endpoints

NCT04824092 
FRONT-MIND

Tafasitamab + 
lenalidomide + R-
CHOP vs R-CHOP

III 18–80 y., IPI 3–
5, PS ≤ 2

Recruiting
(880 pts)

PFS



Dose expansion phase (1L DLBCL patients)

C1 C2

21 day cycles Treatment

C3 – C6 up to C8

R

CHOP

D8 D15 D8

21 day DLT window

Response

Assessment

at EOT (4–8 weeks

after C6 to C8D1) 

[CR]

[PR] or [SD]

Post Treatment/Survival Follow-up

[Q3M]

R

CHOP

Glofitamab

R

CHOP

Glofitamab

Optional 6 cycles of consolidation may be 

introduced after n=20 pending IMC approval

R

CHP

R

CHP

R

CHP

Pola PolaPola

D8 D15 D8

✓ Most CMRs had been achieved at the first interim assessment 

(approximately 2 months) 

• No grade 5 events of neutropenia, febrile neutropenia, 

thrombocytopenia, or anemia occurred in either treatment arm.

Topp MS, et al. ICML 2025; poster presentaion (#280)



First-line treatment (Tx) with subcutaneous (SC) epcoritamab (epco) + R-CHOP in
patients (pts) with high-risk diffuse large B-cell lymphoma (DLBCL): Phase 1/2 data
update.

Falchi L et al. ASCO 2022

Adults with previously untreated CD20 DLBCL and IPI ≥3 received SC epco (every week, cycle [C] 1–4; every 3 
weeks, C5–6) + R CHOP for 6 cycles (21 d) followed by single-agent epco every 4 weeks up to 1 y (in cycles of 

28 d).

✓ 33 patients, median age 66, 
✓ All pts had IPI ≥3 and ≥24% had double- or triple-hit DLBCL. 

✓ ORR 100%
✓ CMR  90%

✓ CRS (42% grade [G] 1/ 2, 3% G3) and ICANS (3% G2)
✓ Infections 42%

Trial Phase Inclusion criteria Patients
Status

Endpoints

NCT4663347 EPCORE NHL-2
Epcoritamab + R-chemotherapy

Ib/II ≥ 18 y., PS ≤
2, B-NHL

Recruiting
(130 pts)

Safety, 
ORR



… What about very elderly patients?

R-Pola-Glo – Chemo-light 
Frontline Therapy Induces 

High Response Rates with a 
Favorable Safety Profile in 
Elderly/Frail Patients with 

Aggressive Lymphoma

55.0%
(n=44)

73.8%
(n=59)

81,2%
(n=65)

37.5%
(n=30)

18.8%
(n=15)

8.8%
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ORR: 92,5% ORR: 92,5% ORR: 90%

Wurm-Kuczera R ; et al ICML 2025 (abstract #159); Belada D et al, ICML 2025

• 90% (72/80) of patients are alive at EOT

EPCORE DLBCL-3: Fixed-Duration 
Epcoritamab Monotherapy in 
Older (≥75 y), Anthracycline-

Ineligible Patients With Previously
Untreated Large B-Cell Lymphoma

(LBCL)

• N= 45 patients
• ORR: 78%; CR rate: 70%; 89% of 

complete responses were ongoing
• 8 patients (18%) experienced a serious 

infection; 4 (9%) had serious COVID-19



✓ R-CHOP had been the gold standard for the upfront treatment of DLBCL for almost two decades

✓ Novel diagnostic tools including gene expression profiling have shown DLBCL to be a heterogenic disease with 
recurrent genetic background → Is it feasible in real life?

✓ Molecularly targeted therapy for DLBCL:
-Novel testing approach
-Novel trial design

✓ We are in a new wave of immunotherapy: Pola-R-CHP was the first regimen to show a significant progression 
free survival (PFS) benefit over R-CHOP in DLBCL patients

✓ BsAbs in combination with 1st line regimen are being explored and appear to be safe.

✓ Elderly unfit or frail patients with previously untreated DLBCL have distinct needs, and regimens chemo-free 
may help to improve the future treatment landscape for this understudied population

Conclusions and Future directions
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