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Alla luce delle terapie di I Linea attualmente a disposizione 

che trattamento sceglieresti in un paziente con linfoma 

follicolare stadio IVA, FLIPI 2, high tumor burden, di 79 anni 

con anamnesi positiva per cardiopatia ischemica, 

insufficienza renale moderata e polmoniti ricorrenti?

a) ICT (R-CHOP, R-mini CHOP, R COMP)

b) R2

c) Rituximab single agent

d) R Bendamustina



Nella scelta terapeutica relativa alla domanda precedente cosa 

hai tenuto  principalmente in considerazione?

a) Tossicità

b) PFS

c) Sequencing e terapie successive

d) Tempo al successivo trattamento

e) Tutte le precedenti



Shifting Paradigms in 1 L FL 

Redefining «Cure»: where do we start and where are we going? 

Treatment of Follicular Lymphoma With CHOP and Anti-CD20 Therapy 15-Year 

Follow-Up of the SWOG S0016 Trial

15y PFS 47% CHOP + RT 

Overall Cure estimate: 42%

A subset of patients with 

advanced-stage FL can achieve 

cure with CHOP-based 

chemoimmunotherapy

Shadman M et al. JAMA Oncol. 2026



Shifting Paradigms in 1 L FL 

Redefining «Cure»: where do we start and where are we going? 

Yesterday

ICT/Rtx single 
agent

Today

ICT/R2/RTX 
single agent

Tomorrow

Bsabs±X

MAIN ISSUES
 None of the currently available studies has 

shown that any single treatment  was able to 

modify patient’s overall risk of death

 Toxicities represent a major limitation

MAIN ISSUES
 Sequencing strategy

 Risk adapted therapy

 Better understanding of the biology (es. loss

of CD20+ , risk of transformation)



Early rituximab monotherapy versus watchful waiting for advanced stage, 

asymptomatic, low tumour burden follicular lymphoma: long-term results of a 

randomised, phase 3 trial

Northend M et al. Lancet Haematol 2025

Time to new treatment 15 y FU Outcomes 15 y FU



Long-term follow-up of patients with follicular lymphoma receiving single-agent 

rituximab at two different schedules in trial SAKK 35/98

45% of chemo-naive

Responders are  in remission

at 8 years

EFS 8 y Fu

Martinelli G et al. JCO 2010



Chemotherapy-Free Initial Treatment of Advanced Indolent Lymphoma Has 

Durable Effect With Low Toxicity: Results From Two Nordic Lymphoma Group 

Trials With More Than 10 Years of Follow-Up

Lockmer S et al ; Journal of Clinical Oncology 2018

• N=321 (289 FL)

• Med F-up 10.6 years

• All pts recieved Rituximab (8 doses) +/- IFN upfront

• One out of three pts never required chemotherapy

• tFL in 20%

• Long term outcomes (OS, LSS) similar to those

achieved with conventional approaches



Six-month rituximab-lenalidomide regimen in advanced untreated 

follicular lymphoma: SAKK 35/10 trial 10-year update

R R2

ORR 61% 82%

CRR 25% 36%

CRR  30 m 19% 42%

Median PFS (9.3 vs 2.3 years)

Median TTNT (not reached vs 2.1 

years)

Kimby E et al. Blood advances 2025

Response



Lenalidomide plus rituximab for previously untreated advanced follicular 

lymphoma: the 10-year RELEVANCE trial analysis

10 y PFS 46,4% R2 vs 46,6% R- chemo

 Transformation rates similar (2% range)

 Similar ORR and OS with subsequent therapy in both groups

 Similar rates of second primary malignancies

PFS OS

Gower N et al Blood 2026 



Lenalidomide plus rituximab for previously untreated advanced follicular 

lymphoma: Relevance trial safety

Morschhauser F et al N engl j med 2018 



Fixed duration subcutaneous mosunetuzumab in patients with 

previously untreated high-tumor burden follicular lymphoma interim 

results from the Phase II MorningSun study

Ongoing Phase II basket study of mosunetuzumab

subcutaneous  monotherapy in patients with B-cell NHL, 

including FL

• Previously untreated FL

• HTB by GELF criteria

• ECOG performance status 0–2

Key inclusion criteria
Mosunetuzumab SC administration

• Mosunetuzumab SC step-up dosing in C1

• Corticosteroid prophylaxis* was mandatory in 

C1–2 and optional thereafter

• Hospitalization was not mandatory

CRS mitigation

• Primary: PFS rate at 24 months

• Key secondary: ORR, time to response, safety

Endpoints

21-day cycles (1 year)

C1 C17

D15: 45mg

D1: 5mg

D1: 45mg

C2

D8: 45mg

D1: 45mg

Patients with PMR/CMR 

after C17: optional 

maintenance therapy 

with mosunetuzumab

SC (45mg) every 8 

weeks for up to 1 year

Flinn IW; et al ASCO 2025  oral presentation (abstract #7014)
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MorningSun study: interim results

Flinn IW; et al ASCO 2025  oral presentation (abstract #7014)
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12-month PFS 82.8 % 



*Cardiogenic shock, COVID-19 pneumonia, upper respiratory tract infection, neutrophil count decreased, amnesia, ICANS, nasal congestion, pneumonitis (n=1 each).
†Most common infections (≥10%): COVID-19/COVID-19 pneumonia (26.5%), sinusitis (13.7%), urinary tract infection (12.7%), and pneumonia (11.8%).
‡COVID-19 pneumonia (n=2). §Grouped term.

ICANS, immune effector cell-associated neurotoxicity syndrome.

n (%) N=102

Select AEs of interest

Infections 75 (73.5)†

Grade 3 13 (12.7)

Grade 4 2 (2.0)

Grade 5 2 (2.0)‡

ICANS 1 (1.0)

Grade 4 1 (1.0)

Serious AE 30 (29.4)

Most common serious AEs (≥10%)

 Infections and infestations§ 13 (12.7)

CRS 11 (10.8)

n (%) N=102

Any grade AE 102 (100)

Most common any grade AEs (≥30%)

Injection site reaction 66 (64.7)

Fatigue 43 (42.2)

CRS 35 (34.3)

Headache 32 (31.4)

Nausea 31 (30.4)

AE leading to mosunetuzumab

discontinuation

8 (7.8)*

Grade 3/4 AE 41 (40.2)

Most common Grade 3/4 AE (≥10%)

12 (11.8)

Neutrophil count decreased

Grade 5 AEs 4 (3.9)

COVID-19 pneumonia 2 (2.0)

Cardiogenic shock 1 (1.0)

Death (unexplained) 1 (1.0)

Injection site reaction, CRS and headache AEs 

were all Grade 1/2

Fatigue and nausea AEs were Grade 1–3

n (%) unless stated N=102

Any grade CRS* 35 (34.3)

Grade 1 30 (29.4)

Grade 2 5 (4.9)

Median time to CRS onset, days (range) 2.0 (1–8)

Median CRS duration, days (range) 2.5 (1–15)

Corticosteroids for CRS management 8 (7.8)

Tocilizumab for CRS management 6 (5.9)

Corticosteroids + tocilizumab for CRS management 3 (2.9)

CRS resolution 35 (100)

CRS evens were mostly Grade 1 and all resolved

MorningSun study: safety

Adverse Events CRS

CRS Frequency by cycles

Flinn IW; et al ASCO 2025  oral presentation (abstract #7014)



Safety and efficacy of subcutaneous mosunetuzumab plus lenalidomide induction therapy

followed by mosunetuzumab maintenance in 

previously untreated follicular lymphoma

Bachy E et al. European Hematology Association (EHA) Annual Meeting | June 11–14, 2026



Safety and efficacy of subcutaneous mosunetuzumab plus lenalidomide induction therapy

followed by mosunetuzumab maintenance in 

previously untreated follicular lymphoma

Bachy E et al. European Hematology Association (EHA) Annual Meeting | June 11–14, 2026

Adverse Events CRS



Safety and efficacy of subcutaneous mosunetuzumab plus lenalidomide induction

therapy followed by mosunetuzumab maintenance in 

previously untreated follicular lymphoma

Bachy E et al. European Hematology Association (EHA) Annual Meeting | June 11–14, 2026



EPCORE NHL-2: Epcoritamab Combinations in B cell NHL



EPCORE NHL-2 Epcoritamab Combinations in B cell NHL ARM-6: effcicay

Leslie et al., ASH 2025 



EPCORE NHL-2: ARM-6 Safety

Leslie et al., ASH 2025 



A Phase 3, multicenter, randomized, open-label trial to evaluate the safety and 

efficacy of Epco+ R2 versus CIT in previously untreated follicular lymphoma

(EPCORE FL-2)

Complete Response rates at 30 months

Primary Endpoint  



STUDY DRUGS PATIENT N. POPULATION PRIMARY 

ENDPOINT

MorningLyte Mosunetuzumab-

lenalidomide vs R/G –

CHOP/Benda 

790 FLIPI 2-5 FL PFS

SWOG 2308 Mosunetuzumab vs 

Rituximab

600 Low Tumor Burden

stage 2-4 FL 

PFS

M22-003 Epcoritamab-R2 vs R2 

vs R/G –CHOP/Benda 

900

900 Stage III –IV FL o bulky

stage II 

CR30

OLYMPIA-1 Odronextamab vs 

RCHOP/R Benda 

473 Stage III –IV FL o bulky

stage II 

DLT, TEAE, CR30

OLYMPIA-2 Odronextamab-

CHOP/CVP+/-

manteinence vs R-

CHOP

753 Stage III –IV FL o bulky

stage II 

DLT, TEAE, CR30

SOUNDTRACK –F1 AZD0486+RTX vs R-

CHOP/CVP/Benda 

1015 Stage III –IV FL and 

FLIPI 2-5

TEAE, RP3D,PFS

Ongoing phase III trials in first line FL



Evolving paradigms in FL therapy

Luminari et al, Br J Haematol. 2025



First line therapy has a critical role in determining:

- «functional» cure

- long term events 

First line is not just a matter of options but of strategy 

Chemo free options are valid alternatives to ICT: Frail/old populations or other?

The increase number of chemo free options will be able to improve outcomes?

-OS?

- Risk of transformations

- Late events (SPM, Infections)

Conclusions
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