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Clinical case
A.C. ♂ 1949
Relevant comorbidities: myocardial infarction (angioplasty and stent placement in 2010), mild 
hypertension, emphysematous COPD (previous smoker)
April 2013 (64 yo)
Admitted for abdominal pain. Bulky retroperitoneal mass (R 16x8x8 cm, L 5.4x5x5 cm) + mediastinal 
adenopathies 2 cm
BM: negative

Treated with R-COMP x6 + 2R à CR (CT and PET)



July 2023 (74 yo)
Inguinal lymphadenopathy
CT: solid tissue surrounding both carotid artheries, mediastinal adenopathies (8x6 cm), inguinal confluent 
and colliquative adenopathies (6x3 cm)
PET: SUVmax 10

Started second line treatment with zanubrutinib

Clinical case



December 2023: start treatment with zanubrutinib
February 2024: slight decrease in disease burden (SD @CT scan)
July 2024: slight decrease in disease burden (SD @CT scan)
January 2025: new abdominal adenopathies

Clinical case



Without considering the current regulatory and prescriptive limitations,
how would you treat A.C.?

1) Chemo-immunotherapy
2) Immunomodulatory agent
3) Targeted agent
4) Bispecific antibody
5) Cellular therapy



Created in https://BioRender.com

Novel therapies for indolent lymphomas: MZL vs FL

… and combinations
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Tazemetostat (EZH2 inhibitor)
Zanubrutinib (BTK inhibitor)

Mosunetuzumab (bsAb CD3xCD20)
Epcoritamab (bsAb CD3xCD20)
Odronextamab (bsAb CD3xCD20)

Lisocel (CD19 CAR T)
Tisacel (CD19 CAR T)
Axicel (CD19 CAR T)

Lenalidomide



Axicabtagene ciloleucel in RR FL and MZL

Median FU: 17.5 mo

Median FU: 
41.7 mo FL
31.8 mo MZL

Jacobson CA et al., Lancet Oncol 2022; Neelapu SS et al., Blood 2024

ZUMA-5  phase II trial



Lisocabtagene maraleucel in RR MZL
TRANSCEND FL phase II trial

Palomba ML  et al., ICML 2025

Nodal MZL 48%
Splenic MZL 27%
Extranodal MZL 25%
Previous systemic treatments: 3 (2-12)
Prior BTKi 39%



Pirtobrutinib in RR MZL
BRUIN phase I/II trial

Patel K et al., ASH 2023

n=36

Discontinuations due to treatment-related AEs: 5.6% (n=2)
Dose reductions due to treatment-related AEs: 11.1% (n=4)



Loncastuximab tesirine in RR MZL
Phase II LOTIS-7 trial

Lossos IS et al., ICML 2025

n=27

Previous systemic treatments: 2 (1-4)

ORR: 84.6%
CR rate: 69.2%

Loncastuximab IV every 3 weeks
0.15 mg/kg for 2 cycles
0.075 mg/kg for 4 cycles



Loncastuximab + Rituximab in RR FL
Phase II trial

Alderuccio JP et al., ASH 2024

n=39
Previous systemic treatments: 1 (1-6)

Median FU: 15.6 mo



Tafasitamab + R2 in RR FL
inMIND phase III trial

Trneny M  et al., EHA 2025



inMIND phase III trial

Trneny M et al., EHA 2025

Tafasitamab + R2 in RR FL



Epcoritamab + R2 in RR FL
EPCORE FL-1 phase III trial

Press release



Most common AE:
§ CRS 52.9%
§ neutropenia 44.1%
§ pyrexia 35.3% 

CRS in the optimized 0.7/4/20 mg step-up regimen 53.3%
(G1 33.3%, G2 20%)
No ICANS
G3 infections 23.5%

Treatment discontinuation due to AE 14.7%

Kim TM et al., ASH 2024

Odronextamab in RR MZL
ELM-2 phase II trial

Nodal MZL n=12
Splenic MZL n=2
Extranodal MZL n=19
Unknown n=1
Previous systemic treatments: 2 (1-8)

Median FU: 11.7 months 

ORR 79.3%
CR rate 79.3%



Mosunetuzumab + lenalidomide in RR MZL
MARSUN phase III trial



Mosunetuzumab + zanubrutinib in RR FL
MOZART phase II trial





Which is the most relevant parameter to select treatment 
for relapsed/refractory indolent lymphomas?

1) Efficacy
2) Safety
3) Treatment duration/route of administration
4) Quality of life



March 2025: start treatment with IKS03 (CD19-targeting Antibody Drug Conjugate) [phase I clinical trial]
Completed C1 without toxicity but treatment suspended as per Sponsor’s decision (areas of pulmonary 
fibrosis on baseline CT scan)

Clinical case (conclusion)

June  2025: start treatment with R-bendamustine. Good initial efficacy but recurrent infections.
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