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Linfoma di Hodgkin

1. Anticorpi farmaco
coniugati (ADC)

2. Anticorpi bispecifici
3. Inibitori di proteine

(inbitore di PRMT5)
4. Terapia cellulare

Linfomi non-Hodgkin B

1. Anticorpi bispecifici
2. ADC
3. Anticorpi 

monoclonali
4. Immunomodulanti
5. Inibitori di 

chinasi/proteine
6. Protein degrader

Linfomi non-Hodgkin T

1. Inibitori di 
chinasi/proteine

2. Anticorpi 
monoclonali

3. Terapia cellulare
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Bock and Epperla, J Hematol Oncol 2025

I nuovi farmaci nei Linfomi non-Hodgkin B

DLBCL
FL
MZL (clinical trial)
MCL (clinical trial)
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Gli Anticorpi Bispecifici e le Loro Attuali Indicazioni



Agent and trial Ph Route Pts
n

Prior tx
median
(range)

Primary 
ref.
%

Prior
CART, %

ORR/CR%
Median

Follow-up, 
mo

Median
DoR/CR

mo

Median
PFS, mo

Median OS, 
mo

CRS
(any/gr >3), %

ICANS
(any/gr >3) 

%

Glofitamab I/II
EV, 

fixed
duration

155 3 (2-7) 58 33 52/40 32.1 18.4/29.8 4.9 11.5 63/4 8/3

Epcoritamab I/II SC,
Until PD 148 3 (2-11) 61 38 59/41 31 20.8/36.1 4.4 NR 52/3 6/0.6

Gli Anticorpi Bispecifici: Efficacia e Tossicità
Nel Linfoma B a Grandi Cellule

Nel Linfoma Follicolare



Gli Anticorpi Bispecifici in associazione alla chemioterapia

Abramson JS, et al. EHA 2024; Oral presentation abstract#LB3438



.
Cosenza M, et al. Int. J. Mol. Sci 2021; Falchi L et al., 2023. Blood; Thielblemont C et al., 2023. J Clin Oncol;

Gli Anticorpi Bispecifici: La Sindrome da Rilascio delle Citochine

Nel Linfoma diffuso a grandi cellule RR



BsAb, bispecific antibody; CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; IgG, immunoglobin G TCE, T-cell
engager
Raje N, et al. Blood Cancer J. 2023 Aug 1;13(1):116.

Ø T-cell activation, proliferation, & exhaustion
Ø Cytopenias (Neutropenia)
Ø Hypogammaglobulinemia 

Gli Anticorpi Bispecifici: Le infezioni



Prossimi Passi nel Mondo degli Anticorpi Bispecifici

Linfomi Aggressivi (DLBCL e MCL) Linfomi Indolenti (FL, MZL)

Glofitamab nel
Linfoma Mantellare

RR 

MZL:
- Mosu+Lena
- ELM2 (Odronextamab)
- Olympia5_ Odro+LenaNuovi BsAbs



Bock and Epperla, J Hematol Oncol 2025
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1. Alderuccio et al. Blood Rev 2022 
2. Joubert et al. Pharmaceuticals (Basel) 2020.

Mechanism of Action of ADC



Polatuzumab Vedotin nel Linfoma Diffuso a Grandi Cellule

Tilly H et al, New Engl J Med 2022; Salles.G et al; ASH 2024; Shen L et al, JCO 2020; Shen L et al, Blood Adv 2022 

2L:
Polatuzumab Vedotin + Bendamustina-Rituxumab
in pazienti non eleggibili a trapianto autologo



Polatuzumab Vedotin: Prossimi Passi

In 1 Linea in associazione a R-CHP e GLofitamab

Crombie JL el al ICML 2025

In 1 Linea in associazione a R+Glofitamab



Loncastuximab Teserine: dati attuali nel DLBCL

3L+ (also after CART), DLBCL (also HGBCL)
CD19 expression is not a predictor of response

Until PD (??) 



Loncastuximab Teserine: Prossimi Passi

Lossos I et al, Poster at ASH 2024; Alderuccio JP,  et al. ASH 2024; Alderuccio JP et al, Oral Presentation at 18-ICML

R+Lonca
RR FL

Lonca
RR MZL

LOTIS-7: Glofit+Lonca in RR DLBCL



Bock and Epperla, J Hematol Oncol 2025
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Duell J, et al. Haematologica . 2024

2L DLBCL, non transplant and non CAR-T eligible, 
IPI 0-2, relapsed

Until PD

Tafasitamab: Indicazione nel DLBCL



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
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Tafasitamab: Prospettive Future

In 1 Linea nel DLBCL

In 2 Linea nel FL

Shen LH et al, ASH 2024
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