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Nei linfomi aggressivi: 
possiamo definire un algoritmo nell’era dei bi-specifici?
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Clinical Case

F.R. is a 67-year-old, male patient diagnosed with DLBCL nos, stage IV, 
IPI intermediate-high 

1L treatment
R-CHOP (6 cycles)

Complete
response

1st
relapse

2L treatment

October 2024 March 2025 August 2025



Treatment algorithm of Large B-cell Lymphoma

Median OS: 6.3 
months

20% of patients
alive at 2 years

SCHOLAR-1
(N=636) 

Included patients with:

- Primary refractory disease

- Refractory to ≥2 lines of therapy

- Relapse ≤12 months post ASCT 

Crump et al., Blood 2017



T-cell redirecting strategies have revolutionised LBCL treatment
T-cell engaging therapies have delivered unprecedented efficacy in B-cell lymphomas and revolutionised the management of 
early-relapsed and multiply-relapsed chemo-refractory LBCL

Haydu and Abramson, Blood Adv 2024
1. Abramson JS, et al. Lancet. 2020;396:839-852. 2. Schuster SJ. Hematological Oncology. 2021;39(S1):113–116.



Thieblemont et al., HemaSphere 2025

LBCL EHA Clinical Practice Guidelines



Currently, the Approval Status determines sequence of BiABs & CART



CAR-T cells and BiABs approved in LBCL 
Axi-cel Tisa-cel Liso-cel

3L+ DLBCL October 2017
2L April 2022
3L+ DLBCL August 2018
2L October 2022

3L+ DLBCL May 2018

3L+ DLBCL August 2018

3L+ DLBCL February 2021
2L June 2022
3L+ DLBCL April 2022
2L April 2022



Who is the typical DLBCL candidate for 3L+ BiABs?

Zurko J, et al Haematologica. 2023;108(1):98-109.



Summary of Clinical trials for CAR T vs BiABs in R/R LBCL, 3rd Line

Karmali, ASH Education program 2021



Clinical trials for and BiABs vs CD19 CARTs: toxicity

Thieblemont et al. JCO 2022; Dickinson et al. NEJM 2022; Neelapu et 
al. NEJM 2017, Abramson et al. Lancet 2020, Shuster et al. NEJM 2019 
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BiABs & CAR-T in LBCL, 3rd Line: Meta-analysis

Kim et al. Blood 2024

CR rate

• Sixteen studies comprising 1347 patients were included in the pooled analysis

Adverse events of grade ≥3
CRS ICANS

CR rate (CAR-T vs. BiABs): 
51% (95%CI 46-56) vs. 37% (95% CI, 32-43)
p-valure < 0.01

CRS severe (CAR-T vs. BiABs): 8% vs 2%
ICANS severe (CAR-T vs. BiABs): 11% vs 1% 
INFECTIONS: NO DIFFERENCE! 



Tix et al. Mol Ther 2025

• Meta-regression comparing BsAb and CAR-T therapies (n = 8,592) showed no significant NRM difference when
accounting for key study-level confounders (p = 0.96).

BiABs & CART in LBCL, 3rd Line: NRM

Cause of deaths



Topp et al. Blood 2024; Cartron et al. Nat Cancer 2025; Dickinson et al, NEJM 
2022; Thieblemont et al. Leukemia 2024; Bannerji et al. Lanct Haematol 2022

Efficacy of BiABs after CAR-T cell therapy CAR-T BiABs

12-mo PFS 27% and 12-mo OS 46%; CRS 48% 12-mo PFS 37% and 12-mo OS 56%, CRS 13%



Outcome of BiABs after CAR-T failure in R/R LBCL

Shumilov et al. Blood Adv 2025

ORR 43% (CR 22%)
PFS = 2.8 months

CAR-T BiABs



Outcome of BiABs after CAR-T failure in R/R LBCL

Iacoboni et al., J Hematol Oncol 2024, 
Farina et al. Accepted for pubblication, J Hematol Oncol 2025
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CAR T cell Therapy remained effective after BiABs CAR-TBiABs

Crochet G et al. Blood 2024

OS PFS

BiABs cohort: 1-year PFS 43%
Control cohort:  1-year PFS 29%

BiABs cohort: 1-year OS 55%
Control cohort:  1-year OS 37%



Sequencing BiABs & CAR-T: key questions on clinical relevance

T cell exhaustion: 
continous bispecific exposure can lead to T cell exhaustion
à compromising CART efficacy? 

Loss of Target Antigen
Antigen Escape and/or selection of pre-existing Antigen negative/dim cells:
- CD19 (CAR-T: Axi-cel, Liso-cel, Tisa-cel; Tafasitamab)
- CD20 (BiABs: Glofitamab, Epcoritmab)

Size of disease
- Need urgent treatment/patient can wait



Continous CD19 BiABs exposure induced T cell exhaustion Reversed by Resting

Philipp et al, Blood 2022



Wuliji et al., Transpl & Cell Therapy 2024

Why CAR-T Was Not Given in Second Line



CAR-T vs. BiABs

Haydu and Abramson, Blood Adv 2024



This is what we know so far – but the story is still unfolding



CAR-T & BiABs are moving up the line…

CAR-T in 1st line Allogeneic CAR-T as consolidation Therapy

Neelapu et al. Nat Med 2022, Chavez JC Blood 2025

ZUMA12 IPI 3-5 or DH/TH
iPET with DS 4 or 5



BiABs Development in DLBCL 

1. NCT05578976 2. NCT05660967. 3. NCT04663347. 4. NCT05283720. 5. NCT04628494. 6. epcore-trials.com/dibcl-4/ 7. NCT06047080 8. NCT04980222. 9. NCT03467373. .10. NCT04408638 11. 
NCT03533283. 12. NCT04077723. 13 NCT03677154. 14. NCT05171647. 15. NCT05207670 16. NCT03671018. 17. NCT06091865 18. NCT06230224. 19. NCT02651662. 20. NCT05685173



STARGLO: randomized Ph3 trial in transplant-ineligible R/R DLBCL pts

Abramson JS et al. ASCO Meeting 2025

Glofitamab + Chemo in 2L



BiABs + chemo in 1L LBCL

Falchi er al. ASH 2024, oral presentation (Abs #581)

Epcortimab + Chemo in 1L
High risk (IPI 3-5) DLBCL



CD19/CD20 Dual Targeting



CD19/CD20 Dual Targeting



The Road determines the Success of CAR-T cells & BiABs in LBCL

Combining
strategies



Take home messages
• Current sequencing in LBCL is driven by approval status: CAR-T first, BiABs second

• CAR-T cells: proven durable remissions in 3L and emerging benefit in 2L.
• CD20 BiABs: good responses and acceptable safety, but limited long-term FU/RWE and infections
emerging as a key concern.

• Ongoing trials are evaluating CAR-T cells and BsABs in the first-line setting, with the potential to

significantly reshape the standard of care.

• Evidence still insufficient to define optimal sequencing between CAR-T & BiABs.

• Future view: new CAR-T products, combined strategies, and patient-specific integrated pathways,

with CAR-T and BiABs acting as complementary therapies.
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