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PERFORMANCE 
STATUS >1

COMORBIDITA’
BCC < 

60ml/min
FEV < 50% 

Inadeguata
funz. 

polmonare

Inadeguata
funz.epatica

Inadeguata
riserva 

midollare

ETA’ >70 ASCT >75 CAR T

Quali sono i pazienti non eleggibili a ASCT e/o a 
CAR-T? 



Unsatisfactory outcome among patients non-eligible to ASCT



Immunoterapia: anticorpi monoclonali e ADC 

Polatuzumab vedotin
CD79b targeting antibody-drug conjugate2



Pola-BR
Loncastuximab

Tesirine
Tafasitamab/Lenalidomide

MOA Anti-CD79b ADC Anti-CD19 ADC
Anti-CD19

mAb/Immunomodulator

STUDY NCT022575671 LOTIS-22 L-MIND3

Median previous

lines

2 3 2

Median age 67 (33-86) 66 (23-94) 72 (62-76)

ORR 45% 48.3% 60%

CR rate 40% 24% 42,5%

PFS 9.2 m 4.9 m 11.6 m

OS 12.4 m 9.5 m 33.5 m

3.Salles G et al. Lancet Oncology 2020 

1. Sehn LH et al  JCO 2018

2. Caimi F.L  et al Lancet Oncology 2021 

Immunoterapia: anticorpi monoclonali e ADC studi registrativi



Attuale algoritmo terapeutico R/R DLBCL

Second line therapy

Primary refractory/early

relapse (≤ 12 mo)

CAR-T eligible patients

Late relapse (> 12 mo)

HDTC/ASCT eligible

patients

CAR-T and HDTC/ASCT 

ineligible patients

CAR-T therapy

(Axi-cel or Liso-cel)
Platinum based salvage

CIT followed by ASCT
Pola-BR/Tafa-lena

Third line therapy

Previous CAR-T therapy CAR-T naive CAR-T inelegible

BsAb

(Glofitamab or Epcoritamab)

Loncastuximab

CAR-T therapy

(Axi-cel or Liso-cel)



Quali fattori influenzano la scelta sulla terapia di II 
linea? 

ATTESA DI 
RISPOSTA

Non significative differenze tra Tafa-Lena e Pola-BR  

TIPO DI 
RECIDIVA

Malattia
refrattaria

Malattia
recidivata

CAREGIVER
ASSENTE PRESENTE



Immunoterapia: anticorpi bispecifici



Glofitamab baseline characteristics

Dickinson M, et al. N Engl J Med 2022;387:2220–31.



Glofitamab: efficacy and safety

1. Dickinson M, et al. Presented at ICML 2023. Oral 095; 2. Falchi L, et al. Presented at ASCO 2023. Poster P7550; 

2. 3. Hutchings M, et al. Presented at ASH 2023. Oral; 4. Dickinson M, et al. N Engl J Med 2022;387:2220–31.



Dickinson M et al; Oral Presentation  ASH 2024 (abstract #865).

Complete responses remained durable following fixed-

duration glofitamab treatment



Dickinson M et al; Oral Presentation  ASH 2024 (abstract #865).

Immune recovery after fixed-duration

glofitamab monotherapy



Epcoritamab: baseline characteristics

Thieblemont et al. J Clin Oncol. 2023; 41:2238-2247



Epcoritamab: efficacy and safety

1. ThiebelmontC, et al. Presented at ICML 2023. Abstract 334; 2. JurczakW, et al. Presented at EHA 2023. Abstract P1118; 

2. 3. ThiebelmontC, et al. J Clin Oncol 2023;41:2238–24.



Vose JM et al. ASH 2024; Dec 2024; P4480, San Diego, Virtual

Long term PFS and OS Benefits with CR



Infection rates with epcoritamab remained consistent over time in the NHL-1 expansion LBCL 
cohort (N = 157)1−4

1. Thieblemont C, et al. Leukemia 2024 Sep 25:1-0.

2. Thieblemont C, et al. EHA, 2024;. 

3. Thieblemont C, et al. ASCO 2024 

4. Thieblemont C, et al. J Clin Oncol 2023;41:2238–47. 



*Gemcitabine 1000 mg/m2 and oxaliplatin 100 mg/m2. In C1, Gpt administered on D1, GemOx on D2, followed by Glofit 2.5 mg on D8 and
Glofit 10 mg on D15; in C2–8, Glofit 30 mg and GemOx are administered on D1. †Rituximab 375 mg/m2. ‡Relapsed disease: recurrence following a

response that lasted ≥6 months after completion of the last line of therapy; refractory disease: disease that did not respond to, or that progressed

<6 months after completion of the last line of therapy.
2L, second-line; AEs, adverse events; C, cycle; ctDNA, circulating tumor DNA; D, day; DoCR, duration of complete response; ECOG PS, Eastern

Cooperative Oncology Group performance status; EOT, end of treatment; Gpt, obinutuzumab pre-treatment; IRC, independent review committee; R 2:1,

patients randomized in a 2:1 ratio.

NCT04408638. Available at: https:www.clinicaltrials.gov.

Abramson JS; et al ICML 2025 oral presentation (abstract #076)

http://www.clinicaltrials.gov/


Abramson JS; et al ICML 2025 oral presentation (abstract #076)





Algoritmo terapeutico R/R DLBCL: futuro prossimo

Thieblemont C. et al. HemaSphere, Volume: 9, Issue: 9, First published: 23 September 2025, DOI: (10.1002/hem3.70207) 



• IBRUTINIB

•Rituximab

•Polatuzumab or 
Glofitamab or 
Mosunetuzumab

Loncastuximab

• polatuzumab

• atezolizumab

• englumafusp alpha

Glofitamab

• lenalidomide

• golcadomide

• ibrutinib+lenalidomide

• GEMOX

Epcoritamab •Mosunetuzumab

•R-Gemox
Polatuzumab



CONCLUSIONI

• Immunoterapia sta migliorando outcome R/R DLBCL non eleggibili a ASCT/CAR-T 

• Importante adeguata selezione dei pazienti

• Attento monitoraggio per gestione AE
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