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• 2 Possible Interpretations of This Question
1) Does allotransplant have a therapeutic role in LBCL after prior failure of both CD19-directed CAR-T and CD20-directed 

bispecific antibody (BsAb) therapies?

2) Should CD20/CD3 BsAb therapies be a bridge or an alternative to allotransplant after CD19-CAR-T failure in LBCL?  
(or vice versa, i.e., CAR-T as a bridge or an alternative to allotransplant after BsAb failure?) 

Framing the Question: “Allogeneic Transplant after Bispecifics and CAR-T ?”

BsAb, bispecific antibody; LBCL, large B-cell lymphomas

My Answers to These Questions

1) No (or almost never, since adequate disease control can rarely be achieved 
in this setting , i.e., > 2 (or 3) prior lines of therapy, then CAR-T + BsAb 
failure)

2) An alternative ꝶ (or possibly a bridge for a very select group of patients)

"It is impossible for a man to learn 
what he thinks he already knows.“

- Epictetus



“Allogeneic Transplant after Bispecifics and CAR-T ?”
1) Does allotransplant have a therapeutic role in LBCL after prior failure of both CD19-directed CAR-T and CD20-

directed bispecific antibody (BsAb) therapies?   My Answer:  No (or almost never)

1Kharfan-Dabaja M A, Transplant. Cell. Ther. 2025; 31(11):898.e1-898.e12.

Limitations of this study for cross treatment comparisons
1) can’t ascertain reason(s) leading physicians to choose a specific treatment,

e.g., older/frail patients not offered allo-HCT ?

2) without individual patient data, can’t establish the impact of therapy prior to described intervention,
e.g., only responding patients offered allo-HCT ?

3) can’t determine proportion of patients intended for a treatment who didn’t receive it

Treatment Outcomes of Patients with LBCL Progressing/Relapsing after CAR-T1

• systematic review and meta-analysis performed August 2024
• of 951 references, 24 studies met inclusion criteria
• efficacy post CAR-T failure: allo-HCT > BsAb > polatuzumab-based
• pooled data: allo-HCT, n= 89; BsAb, n=260; pola.-based, n=171



“Allogeneic Transplant after Bispecifics and CAR-T ?”
1) Does allotransplant have a therapeutic role in LBCL after prior failure of both CD19-directed CAR-T and CD20-

directed bispecific antibody (BsAb) therapies?   My Answer:  No (or almost never)

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

Outcomes after AlloHSCT in Patients with LBCL after CAR-T Failure1

• multicenter, retrospective study from U.S. centers
• 88 patients with r/r LBCL who received an alloHSCT after anti-CD19 CAR-T failure
• median follow-up was 15 months (range, 1-72)

r/r LBCL, relapsed/refractory large B-cell lymphomas; alloHSCT, allogeneic stem cell transplant

*median therapies between CAR-T and alloHSCT, 1  (range, 0-7)
no therapy between CAR-T and allo, n = 9

1 line of therapy, n = 43
> 2 lines of therapy, n = 36

*

Outcomes

all patients 
n = 88

CR at  allo
n =  45

1-year PFS 45% 59%

1-year OS 59% 67%

1-year NRM 22% 9%

PFS, progression-free survival; OS, overall survival; NRM, non-relapse mortality

Limitation: no data on patients who failed CAR-T and were intended for, but did not undergo, alloHSCT 

< 50% 



LBCL, large B-cell lymphomas; BsAbs, bispecific antibodies 1Barone A, et al. Br J Haematol 2025;207:956-964.

“Allogeneic Transplant after Bispecifics and CAR-T ?”
1) Does allotransplant have a therapeutic role in LBCL after prior failure of both CD19-directed CAR-T and CD20-

directed bispecific antibody (BsAb) therapies?  My Answer:  No (or almost never)

Allogeneic Transplantation in CAR-T Failures who Respond to BsAb1

• Retrospective study of 83 LBCL patients with relapsed/progressive disease after CAR-T
• Between 2019 and 2025, 69 (83%) pts received salvage treatment, 

most frequently glofitamab in (n = 38; 55%)
• Evaluated the feasibility of alloHSCT after glofitamab as salvage therapy for CAR-T failure
• median follow-up: 18 months for PFS; 11 months for survival



“Allogeneic Transplant after Bispecifics and CAR-T ?”

2) Should CD20-BsAb therapies be a bridge or an alternative to allotransplant after CD19-CAR-T failure in LBCL?  
(or vice versa, CAR-T as a bridge or an alternative to allotransplant after BsAb failure?)

My Answer: An alternative ꝶ (possibly a bridge for a very select group of patients)

Bridge or Alternative Therapy to Allotransplant? 
1) CD20/CD3 bispecific antibody after CAR-T failure:  CAR-T                    BsAb                       ? allo-HCT

2) CD19-CAR-T after CD20/CD3 bispecific antibody failure:  BsAb                   CAR-T                     ? allo-HCT

LBCL, large B-cell lymphomas;       , failure;       , success 



DLBCL, diffuse large B-cell lymphoma; trFL, transformed follicular lymphoma;
PMBCL, primary mediastinal B-cell lymphoma; FL, follicular lymphoma

n = 27/30 (90%) LBCL

1Chong, E. A.,….Schuster, S. J. Blood Adv 2025; 9 (4): 696–703.

“Allogeneic Transplant after Bispecifics and CAR-T ?”
BsAb as an Alternative to Allotransplant after CAR-T Failure

• CD20/CD3 BsAb (mosunetuzumab) outcomes after CD19-CAR-T failure       
1

̴25% LBCL post CAR-T progression-free at 1 year1

Overall response rate, 40%
Complete response rate, 23%



“Allogeneic Transplant after Bispecifics and CAR-T ?”
BsAbs as an Alternative to Allotransplant after CAR-T Failure

• CD20/CD3 BsAb outcomes after CD19-CAR-T failure

1Dickinson M.J. et al. N Engl J Med. 2022;387(24): 2220-2231.

Glofitamab1 Epcoritamab2,3

2Thieblemont C. et al. J Clin Oncol. 2023;41(12):2238-2247; 3Thieblemont C. et al. Leukemia 2024;38:2653–2662.

̴ 79% of complete responders remained in CR at 12 months
̴ 71% of complete responders remained in CR at 18 months
̴ 64% of complete responders remained in CR at 24 months



“Allogeneic Transplant after Bispecifics and CAR-T ?”
BsAb as an Alternative to Allotransplant after CAR-T Failure

• CD20/CD3 BsAb outcomes after CD19-CAR-T failure

1 Tix T. et al. Molecular Therapy, Volume 33, Issue 7, 3163 – 3176.

Non-relapse mortality (NRM) with BsAbs: systematic review and meta-analysis1
NRM point estimate: 4.2% (95% CI 2.8% - 6.3%)NRM point estimates across 21 studies (1,829 patients)

NRM = 4.2%



CRR, complete response rate, LBCL, large B-cell lymphomas, ORR, overall response rate, OS, overall survival, PFS, progression-free survival
DOR Duration of response, CRS cytokine release syndrome, ICANS immune effector cell-associated neurotoxicity syndrome

1Crochet G. et al. Blood 2024; 144 (3): 334–338.

“Allogeneic Transplant after Bispecifics and CAR-T ?”
CD19-CAR-T as an Alternative to Allotransplant after BsAb failure

• CD19-CAR-T is active after CD20/CD3 BsAb exposure/failure; do we need the allo-HSCT?

Gilles Crochet, et al.1

Retrospective multicenter study of efficacy and toxicity of anti-CD19 CAR-T in patients 
with R/R LBCL previously exposed to BsAbs

N = 47

ORR/CRR after BsAb:    46%/19%
ORR/CRR after CAR-T:  85%/43%

1-year PFS: 42%
1-year OS:  55%

post CAR-T CRS, grade > 3     = 6%
post CAR-T ICANS, grade > 3 = 2%

• Prior BsAb therapy does not impair subsequent CAR-T outcomes



CR, complete response; f/b, followed by; NRM, non-relapse mortality

“Allogeneic Transplant a9er Bispecifics and CAR-T ?”

BsAbs a>er CAR-T Failure: Bridge or Alterna?ve Therapy to Allotransplant? 

Outcome estimates are close; in the absence of a randomized trial, you can decide

1 Thieblemont C., et al. Leukemia 2024;38:2653–2662.
2 Tix T., et al. Molecular Therapy, Volume 33, Issue 7, 3163 – 3176.

3Barone A., et al. Br J Haematol 2025;207:956-964.
4 Kharfan-Dabaja M. A., Transplant Cell Ther 2025; 31(11):898.e1-898.e12.

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

but recall



Grazie / Thank You!

“Allogeneic Transplant after Bispecifics and CAR-T ?”

“Never say never.“
Mai dire mai.

- Charles Dickens 


