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Algorithm for the treatment of relapsed/refractory diffuse large B-cell lymphoma patients

Gonzalez Barca E, J Clin Med 2023; 12, 7376



Datos de CART en 3ra linea o 
posteriores y de CARTs en segunda

linea



Zuma-1. Axicabtagene Ciloleucel CAR T-Cell Therapy in Refractory Large B-
Cell Lymphoma

Overall survival at 5 years: long-lasting responses. 

Jacobson CA, et al. ASH 2020. Abstract #1187;
Neelapu et al, Blood 2023 May 11;141(19):2307-2315.

5-year OS: 42.6%



Nuevas opciones: 
el futuro parece la inmunoterapia!



Schuster SJ. Hematological Oncology. 2021;39(S1):113–116.

Anticuerpos biespecíficos



J Clin Oncol 2021;39:1959-1970

Glofitamab was given 21-day cycles up to 12 cycles. 
• Dose escalation was guided by a Bayesian-modified continuous reassessment method with overdose control

• 2.5 mg (C1D1), 10 mg (C1D8), and  16/30 mg (C2D1)

• Seven days before 1,000 mg obinutuzumab  to deplete peripheral and tissue based B cells and mitigate serious AE.



PRIMARY OBJECTIVE: MTD and SAFETY

CRS events

ICAN: 
• 8 / 171 (4.8%), grade 3: 2 (1.8%); no grade 4-5
• All transient 3-72h



53.7%
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Response and survival
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Dickinson MJ et al. N Engl J Med 2022;387:2220-2231

Demographic and clinical characteristics at 
baseline of all 155 patients treated at the Phase 2



Indicado para el tratamiento de pacientes adultos con linfoma B de célula grande en 
recaída o refractario después de dos o más líneas de tratamiento sistémico

Response and survival



Lancet 2021; 398: 1157–69

Subcutaneous epcoritamab (1 mL) was administered in 28-day cycles until disease 
progression or unacceptable toxicity. Doses escalated.

Weekly dosing in cycles 1 and 2 (days 1, 8, 15, 22)
Every 2 weeks in cycles 3–6 (days 1, 15)
Every 4 weeks from cycle 7 onward
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PRIMARY OBJECTIVE: MTD and SAFETY

ICAN: 4 (8%), grade 3: 2 (4%), no grade 4-5, all transient, median duratin 3 days
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Thieblemont C et al, J Clin Oncol 2023 Apr 20;41(12):2238-2247



Response rate
ORR 99 (63.1%)
CR    61 (38.9%)  
PR    38 (24.2%) 
SD         5  (  3.2%) 
PD      37  (23.6%) 
NE      16  (10.2%)

OS Not reached 
 [11.3 to not reached]

PFS 4.4 months [3.0 to 7.9]
PFS rate at 6 months was 43.9% (95% CI, 35.7 to 51.7) 

Thieblemont C et al, J Clin Oncol 2023 Apr 20;41(12):2238-2247

DOR 12.0 months [6.6 to not reached]

Indicado para el tratamiento de pacientes adultos con linfoma B de célula grande en 
recaída o refractario después de dos o más líneas de tratamiento sistémico

Response and survival
0.16-mg on day 1, 0.8-mg day 8, and subsequent full 48-mg doses on day 15 

The median time to response was 
1.4 months (range, 1.0-8.4). 



J Clin Oncol 2021;40:481-491

Mosunetuzumab was given 21-day cycles up to 8 cycles for patients with a CR and 17 

cycles for hose with PR or SD.
– In group A, mosunetuzumab was administered intravenously on day 1 of each 21-day cycle.

– In group B, mosunetuzumab was administered intravenously as low and intermediate step-up doses on days 1 

and 8 of cycle 1, with the target dose on day 15 and on day 1 of subsequent 21-day cycles. 



Response and survival



Lancet Haematol 2022; 9(5):e327-e339 
. 2022 May;9(5):e327-e339

Intravenous odronextamab every 2 weeks until disease progression or 
unacceptable toxicity
• Step-up dosing schedule in cycle 1
• Once per week at target doses ranging from 0.1 mg to 320 mg during cycles 2–

4 on days 1, 8, and 15 (each cycle was 21 days). 
• After cycle 4, maintenance treatment every 2 weeks. 



Characteristics of the patients

Toxicity

ICAN 
• 18 (12%): grade 3: 4 (3%); no grade 4-5
• All reversible, median 3 days



R/R Follicular lymphoma

R/R DLBCL

R/R DLBCL with previous CARTs

Response

Recommended dose for expansion
• 80 mg in FL
• 160 mg in DLBCL

DLBCL > 80 mg ORR 53% / CR 53%
DLBCL post CART > 80 mg ORR 33% / CR 27%



Open questions
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Bispecific
antibodies

CARTs

Readily avaliable

Fixed treatment

Outpatient Tx

Less CRS  / ICAN
- Step-up dosing
- Pre tx anti CD20
- SC formulation

Less Infections

Long-term efficacy

Higher probability of 
combinations

Sequencing

Less costs
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http://ico.gencat.cat
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ICO Badalona
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Ctra. del Canyet s/n
08916 Badalona

ICO Girona
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Av. França s/n
17007 Girona
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ICO Camp de Tarragona i Terres 

de l’Ebre

Hospital Joan XXIII
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