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Redefining Primary Refractoriness: to what ? (R-CHOP)



Eertink JJ et al. Optimal timing and criteria of interim PET in DLBCL: a comparative study of 1692 patients. Blood Adv. 2021;5(9):2375

Early activation of the CAR-T pathway        

                (eligible pts.)

Early activation of a non-chemotherapy  

salvage pathway:

a) Bispecifics (regulatory issues)

b) Short-chemo (?) plus bispecifics

I. Stem cells collection

II. Deferred CAR-T patwhay

III. ASCT

IV. Bispecifics-only salvage

Timing of response assessment







Olszewski AJ, et al. Blood (2022)



HOVON-152 Trial

66% (95% CI 55%-75%) of the patients with HGBL-

DH/TH achieve CMR after DAEPOCH-R.
•. 2024 Mar 12;8(5):1094-1104. doi: 10.1182/bloodadvances.2023011687. 



HOVON-152 Phase II Trial

66% (95% CI 55%-75%) of the patients 

with HGBL-DH/TH achieve CMR after 

DAEPOCH-R.



Are we improving in 1L ?



Are we improving in 1L ?



Tavakkoli et al. Am J Hematol (2023)



1st   Line

IPI 0 IPI 1-2 IPI 3-5 ‘Old’/unfit/frail

4 x R-CHOP (+2R ?) 6 x R-CHOP (+2R ?) 6 x Pola-R-CHP R-mini-CHOP, Polar-Bear-like, R-

CEOP/COMP, Non-anthr. CT ?

2nd  Line

HGBL-DzSig+

DA-EPOCH-R

BL-like CIT, Pola-R-CHP



Bispecific AntibodyCAR T

Differences

CAR T therapy modifies the extracellular 

antigen-binding domain on T cells

CAR T therapies rely on ex vivo activated 

and expanded T cells

Yes

Bispecific antibodies induce effector 

T cell binding to the tumor cell 

Bispecific antibodies use the patient’s 

endogenous T cells

No (…not yet…)

• Both CAR Ts and bsAbs bring 

together T cells and B cells

• Interaction causes activation of 

the T cell and release of 

cytokines, granzyme, and 

perforin

• Results in T cell mediated 

killing of the tumor cell

Similarities

Binding

T-cell

Adapted from: Zhukovsky EA, et al. Curr Opin Immunol. 2016;40:24-35.

bsAb, bispecific antibody; CAR T, chimeric antigen receptor T-cell; MOA, mechanism of action.

2nd Signal

T-cell Redirection strategies are changing the scenario







David A. Russler-Germain and Nancy L. Bartlett -Hematology 2024 | ASH Education Programt
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IPI 0 IPI 1-2 IPI 3-5 ‘Old’/unfit/frail

4 x R-CHOP (+2R ?) 6 x R-CHOP (+2R ?) 6 x Pola-R-CHP R-mini-CHOP, Polar-Bear-like, R-

CEOP/COMP, Non-anthr. CT ?

2nd  Line

CAR-T Eligible CAR-T Ineligible/not-available 

CAR-T Axicel/Lisocel

Late Relapse ≥ 12 Months 1ry Ref./Early Rel. (< 12 Mos.) 

HDT-ASCT Eligible CAR-T Ineligible/not available 

Plat./based Salvage / ASCT
Tafa/Lena, Pola-BR,               

R-GemOx, R2 

HGBL-DzSig+

DA-EPOCH-R

BL-like CIT, Pola-R-CHP

1ry Ref./Early Rel. (< 12 Mos.) 

Clinical study - ASCT - ??? 

Clinical study 







3rd  Line

CAR-T Failure CAR-T Naive CAR-T Ineligible/not-available 

CAR-T Axicel/Lisocel

Bispecific Antibodies (Glofitamab, Epcoritamab)   

Loncastuximab Tesirine

Tafa-Len 

Clinical study 



Dickinson, et al. ASH 2024

Fixed-duration glofitamab monotherapy continues to demonstrate durable responses 

in patients with relapsed or refractory large B-cell lymphoma: 3-year follow-up from a 
pivotal Phase II study



Dickinson, et al. ASH 2024







Hutchings, et al. ASH 2024

Glofitamab in combination with polatuzumab vedotin maintains durable responses and a manageable safety profile in 

patients with heavily pre-treated relapsed/refractory (R/R) large B-cell lymphoma (LBCL) including high-grade B-cell 
lymphoma (HGBCL): extended follow-up of a Phase Ib/II study



Englumafusp Alfa (CD19-4-1BBL) Combined with Glofitamab is Safe and Efficacious in Patients with R/R B-NHL: Extended 

Follow-Up Analysis of the Dose-Escalation Part of Phase I Trial BP41072

Hutchings, et al. ASH 2024
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A. Pinto (2025 - Personal view)

Tafa-Len 

Clinical study - ASCT - ??? 

Clinical study 
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