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Alvaro, ♂ 40 aa
Anamnesi:
• Origini Filippine
• Fumatore (3-4 sigarette/die)
• no comorbidità

Giugno 2025
• Accesso in PS per dolore al fianco sn e febbre.
• EE: GB 9400/mmc, N 2150/mmc, Hb 12.2 g/dl, PLTs 

612000/mmc, LDH 421 (ULN 245), creat 0.78 mg/dl

TC/PET: adenopatie laterocervicali (SUVmax14.9),
paratracheali, ascellari e mediastiniche (SUVmax 12.7),
addominali, iliache e inguinali (SUVmax 13.1), massivo
versamento pleurico sn con dislocazione dell’aia cardiaca
con captazione sul versante mediale (SUVmax 6.2) di dubbia
pertinenza (pleurica? Polmonare?), captazione splenica e
coinvolgimento peritoneale, di parete gastrica e
coinvolgimento di altri organi ipocondriaci tra cui pancreas e
surrene sn

agobiopsia eco-guidata su linfonodo inguinale sn: linfoma Diffuso a grandi Cellule B a fenotipo non-GCB sec. 
Hans, CD20+, CD10- BCL6+,MUM1+, BCL2 +, MYC 60%, MIB1 90%

FISH MYC neg, BCL2 pos



DOMANDA n. 1

Paziente di 40 aa con diagnosi di DLBCL (non GCB), in stadio IVB (localizzazioni 
pleuropolmonari, gastrica, peritoneale, surrene), IPI 3, CNS IPI4 (stadio, LDH, sedi 

extranodali, surrene)

Quale terapia?

a. R-CHOP

b. R-DA-EPOCH

c. Pola-R-CHP

d. Trial Clinico
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Sehn LH and Salles G, NEJM 2021 

R-CHOP is insufficient in 35% of 
DLBCL:

• High-Risk “Clinical” (IPI 3-5)

• High-Risk “Biological”

R-CHOP: terapia standard 1L DLBCL 



How to improve R-CHOP



POLARIX trial

Tilly H et al, New Engl J Med 2022



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

Tilly H et al, New Engl J Med 2022; Salles.G et al; Oral Presentation ASH 2024

24-mont PFS:
76.7% Pola-R-CHP vs
70.2% R-CHOP
HR 0.73

5-year follow-up analysis



Investigator-assessed PFS by subgroup (unstratified)

Tilly H et al, New Engl J Med 2022



Dicembre 2023 rimborsabilità AIFA (IPI 3-5)
Thieblemont C, Gomes Da Silva M, Leppa S et al, Hemasphere 2025

Newly released EHA guidelines: 1L DLBCL



Ricovero dal 3/7 al 9/7/25

• PL: chimico fisico nn, IF negativo

• Toracentesi: evacuazione 1100 cc di liquido siero-ematico

• 5/7/25 avvio I ciclo Pola-R-CHP

Aggiornamento settembre 2025:

• regressione dei sintomi dopo ciclo 1

• TC 17/9 (post 4° ciclo): PR 

treatment ongoing…



What next ?



Moving beyond R-CHOP/Pola-R-CHP

ü ‘’Agnostic’’ approach

ü Biology-driven approach

ü Chemo-free approach 
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First-MIND study: open-label, randomized phase Ib study 

Beleda et al. Blood 2023 



25

A Phase 3, multicenter, randomized, double-blind, placebo-controlled trial 
comparing the efficacy and safety of Tafasitamab plus Lenalidomide in addition 
to R-CHOP versus R-CHOP in previously untreated, high-intermediate and high-
risk patients with newly diagnosed Diffuse Large B-Cell Lymphoma

Primary endpoint Secondary endpoints                                                               Exploratory endpoints
n PFS* by INV, event driven

n Primary analysis: 274 events

n Interim analysis (futility): 100 events

Sample size

n N= 880 incl. drop outs

n Assumptions

n Projected PFS increase @36 months 
from~57% (control) to ~68% 

n HR = 0.70, Power: 83%

n Accrual: 21 months  (350 sites)

n Annual Drop-out: 15% 

Key secondary

n EFS by INV, OS (to be tested hierarchically)

Other secondary endpoints

n Efficacy: PET-CR at EOT by INV and IRC, PFS by IRC, DoR

n Safety

n Key efficacy by COO subtype 

n ctDNA analysis (MRD assessment)

n Incidence of CNS relapse

n PRO/QoL

n PK & immunogenicity of tafa

n Key efficacy parameters by: NK cell count in 
peripheral blood and tumor tissue; Quantitative 
and semiquantitative CD19 and CD20 expression on 
tumor cells

n Selected genetic mutations and genetic subtypes of 
DLBCL

n Other biomarkers  

*defined as the time from randomization to the first occurrence of 
disease progression or relapse as assessed by the investigator, 
using the Lugano Response Criteria for Malignant Lymphoma, or 
death from any cause, whichever occurs earlier

© MorphoSys AG, MOR208C310 I Steering Committee , 03-SEP-2020
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Front-MIND study: phase III, randomized, place-controlled study 

Enrollment completed

Results pending..



Tumour 
cell

CD20

6. T cell–mediated
tumour killing

2. T cells undergo proliferation and expansion at the tumour 
site

3. T-cell activation occurs via downstream signalling events leading to the 
secretion of cytotoxic granules

Cytotoxic
T cell

5. Apoptosis

4. Potent lysis of tumour cells

Bispecific

CD3ε

Anti-CD20

Anti-CD3

1. Local secretion of chemokines leading to the recruitment 
of 

T cells from the periphery

Anti-CD20/CD3 bispecifics redirect endogenous non-specific T 
cells to engage and eliminate malignant

B cells in NHL1–3

CD3xCD20 Bispecific Antibodies

ü Epcoritamab

ü Glofitamab

ü Odronextamab



EPCORE NHL-2 trial: Arm 1

• N= 46

• IPI > 3

• median FU 14.2 months

• No TLS 

• 2 ICANS (G1, G2)

• CRS C1D15

Falchi et al, EHA 2025

Epco-R-CHOP



• ORR 100%
• CMR 80.4%

Falchi et al, EHA 2025

EPCORE DLBCL 2: A randomized phase III trial 
(Epco-R-CHOP vs. R-CHOP) is ongoing 



Epco-pola-R-CHP

EPCORE NHL-5 trial - Arm 3: phase 1b/2

• N= 37
• IPI > 3
• median FU 16.1 months

Kerr DA et al, ICML 2025



Glofi-pola-R-CHP

Primary Endpoint: EOT CMR 

Crombie JL el al ICML 2025

Open label, phase II study

N = 40
IPI 2-5 

• Grade 1 CRS in 4 patients (10%)
• 1 patient after 2.5 mg dose,

improved with dexamethasone
• 3 patients with fever after C6D8

(steroid premedication omitted)



Median follow-up 8.7 months

• Both patients with PR at EOT converted to 
CR without additional therapy 

• 20 patients with EOT MRD testing by ClonoSEQ® (Adaptive): 19 MRD- (95%) 

Crombie JL el al ICML 2025



SKYGLO: A randomized phase III trial is ongoing 

Recruiting..



Odronextamab
Odronextamab efficacy:
Responses appear durable

10
Data cut-off date: Sep 15, 2022.
CI, confidence interval; DOCR, duration of complete response; DOR, duration of response; NE, not evaluable.

Median DOR: 10.2 months (95% CI 3.7–NE) Median DOCR: 17.9 months (95% CI 10.2–NE) 

• 12-month DOR: 49.4% (95% CI: 35.0–62.2)

• 18-month DOR: 38.9% (95% CI: 23.9–53.6)

• 12-month DOCR: 66.4% (95% CI: 47.1–80.1)

• 18-month DOCR: 48.3% (95% CI: 26.1–67.4)

Duration of response – Independent central review
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Duration of complete response – Independent central review

Odronextamab in patients with R/R Diffuse Large B-Cell Lymphoma

Kim WS et al. ASH 2022 

OLYMPIA-3: Phase III open label study evaluating efficacy and safety of Odro-CHOP vs R-
CHOP in 1L DLBCL is ongoing

Treatment schedule
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COO-Based approaches

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

COO by DASL Non-GCB by IHC ABC by Lymph2Cx



üEFS  and OS in patients < 60 years 

Phoenix trial: Subgroup analysis
üBy GEP : ABC DLBCL (n = 239, 70.2%)

Johnson P et al, Blood 2019 Wilson W, et al Cancer Cell 2021



ESCALADE (ACE-LY-312): Phase III, Randomized, Double-Blind Study of 
Acalabrutinib + R-CHOP for 1L Non-GCB Subtype DLBCL

* By GEP

**

*

** first design ≤ 65 years, IPI 2-5 

**

Enrollment completed

Results pending..



Phase II multicenter single arm study to evaluate the efficacy and safety of ibrutinib in 
combination to rituximab-CHOP followed by ibrutinib maintenance 

in untreated patients ABC-DLBCL 
at intermediate-high and high risk (IPI ≥2) 

FIL_RI-CHOP

Totale pazienti screenati: 279 pazienti (204 screening failure e 75 DLBCL-ABC)

Results pending …



GUIDANCE-01 trial: Genetic subtype-guided immunochemotherapy in DLBCL

Zhang Mu-Chen et al, Cancer Cell 2023

GUIDANCE-02: Phase III multicenter
study evaluating efficacy of genetic-

subtype-guided R-CHOP+X vs R-
CHOP in 1L DLBCL is ongoing



LymphoMATCH trial
C5

(MCD)

C4
(ST2)

C2
(A53)

C1
(BN2)

C3
(EZB)

Pola R-CHP

Pola R-CHP + BTKi

Pola R-CHP

Pola R-CHP + JAK2i

Pola R-CHP

Pola R-CHP+ Agnositc Agent

Pola R-CHP

Pola R-CHP + Pathway inhibitor

Pola R-CHP

Pola R-CHP + EZH2 i

DLBCL
IPI 2-5

1 cycle CT 
allowed

Central pathology 
review

Molecular 
classification

➤

UNIV OF NORTH CAROLINA CHAPEL HILL
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Westin J et al, J Clin Onc 2022

SMART START: R+Len+Ibrutinib (RLI) Lead-in Prior to Addition of Chemotherapy for 1L DLBCL

• N = 60 pts
• Non-GCB (IHC)
• IPI 3-5

Phase II, 
single center

Median follow-up 31 months

CR 94.5%



Westin J, ASH 2023

Smart Stop: Len + Tafa + R + Acalabrutinib Alone and with Chemotherapy for 1L DLBCL

Phase II, Single center

CR n 19 (63%)

CR (100%)

*preliminary data on 22/30 pts evaluable



Moving beyond R-CHOP/Pola-R-CHP

ü ‘’Agnostic’’ approach

ü Biology-driven approach

ü Chemo-free approach 

ü jumping ahead: CAR-T in front line 



ZUMA-12: A Phase 2 Study of Axicabtagene Ciloleucel as 1L in 
Patients with High-Risk LBCL

Neelapu SS, et al. Nature Med 2023; Chavez et al, ASH 2023



EFS

OS

Neelapu SS, et al. Nature Med 2023; Chavez et al, ASH 2023



ZUMA-23: an adaptive phase III, randomized, open-label, multicenter 
study to compare axi-cel vs SOC as 1L for high-risk LBCL

Recruiting…



1L DLBCL ongoing phase III trials

Agent Trial Pts N Primary endpoint

Acalabrutinib ESCALADE nonGCB, IPI 1-5 600 PFS

Tafasitamab-len FrontMIND IPI 3-5 880 PFS

Glofitamab SKYGLO IPI 2-5 1130 PFS

Epcoritamab EPCORE-DLBCL-2 IPI 2-5 900 PFS

Odronextamab OLYMPIA-3 IPI 2-5 840 PFS

Axi-cel ZUMA-23 IPI 4-5 300 EFS



DOMANDA n 2

Settembre 2030: 
Paziente di 40 aa con diagnosi di DLBCL (non GCB), in stadio IVB (localizzazioni 

pleuropolmonari, gastrica, peritoneale, surrene), IPI 3, CNS IPI4 (stadio, LDH, sedi 
extranodali, surrene). Quale terapia 1L?

a. Pola-R-CHP

b. Tafa-Lena-R-CHOP

c. Acala-R-CHOP

d. Glofi-Pola-R-CHP

e. Epco-R-CHOP/(Pola-R-CHP)

f. Odro-CHOP

g. CAR-T





Grazie per l’attenzione !


