
FL: I trattamenti chemo-free nella prima linea di terapia, 
studio Relevance e non solo

Vittoria Tarantino
Oncoematologia , AOOR Villa Sofia Cervello, Palermo 



Disclosures of Name Surname

Company name Research
support Employee Consultant Stockholder Speakers

bureau
Advisory

board Other

Abbvie x x

Lilly x x

BeOne x x

Roche x

Takeda x

J&J x

Kite x

Novartis x



FL patients are long survivors 

• The availability of very active therapies in 
first and subsequent relapse 

• The adoption of more accurate diagnostic 
tools

• A better understanding of the biology of FL

Sarkozy, JCO 2017



Shared features of FL
• Survival is improving Late effects matter; is cure a likely goal of therapy? Which are the 

risks for the patient (transformation, early failure, death)?
• Can be asymptomatic W&W is an option/R mono
• Can be localized RT is an option (+/- anti CD20)
• Relapsing remitting course Strategy matters 

How to translate the prognostic model in a decisional tool for a risk-adapted therapy? 





• R-CVP not as effective as R-
CHOP/ R-FM

• 2o malignancies for R-FM-treated

FOLL05 Trial1,2

R-CVP vs R-CHOP vs R-FM

• STiL: Improved PFS and fewer toxicities with BR
• BRIGHT: Similar ORR, PFS; different toxicities
• *No maintenance given in either study

STiL NHL1 Trial3,4 BRIGHT Trial5,6

BR vs R-
CHOP

BR vs R-CHOP or R-CVP

1st Line FL Treatment: Is There an Optimal Chemotherapy Backbone?

1. Federico M et al. J Clin Oncol. 2013;2. Luminari S et al. J Clin Oncol. 2018;3. Rummel MJ et al. Lancet. 2013;. 4. Rummel MJ et al. ASCO 2017. 5. Flinn IW et al. Blood. 2014;. 6. Flinn IW et al. J 
Clin Oncol. 2019;.



Safety Profile of R-CHOP and R-Benda Randomized comparisons



Unprecedented efficacy of immunochemotherapy in follicular 
lymphoma: Gallium Study 
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OS
G-chemo
(n=601)

R-chemo
(n=601)

Patients with event, 
n (%) 76 (12.6) 86 (14.3)

7-year OS, % 
(95% CI)

88.5
(85.6–90.9)

87.2
(84.1–89.7)

HR (95% CI)* 0.86 (0.63–1.18)

P-value 0.36

INV-assessed PFS
G-chemo
(n=601)

R-chemo 
(n=601)

Patients with event, n 
(%) 206 (34.3) 244 (40.6)

7-year PFS, % 
(95% CI)

63.4 
(59.0–67.4)

55.7 
(51.3–59.9)

HR (95% CI)* 0.77 (0.64–0.93)

P-value 0.006

1. Marcus R, et al. N Engl J Med 2017;377:1331–1344
2. Townsend W, et al. EHA 2022)
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At risk

Arm A
Arm B

Standard maintenance is better than a response adapted therapy in adv. stage 
FL. Updated results of the FOLL12 trial

N=712, Med f-up 53m, 197 PFS events , 30 deaths

PFS

5-yr % (95%CI) HR (95%CI) p
75 (69-80) 1.00
61 (55-67) 1.92 (1.43-2.53) <0.001
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Luminari et al JCO 2022

5-yr PFS% 
(95%CI)

HR 
(95%CI)

p

Arm A 71 (64-77) 1.00 -

Arm B 59 (52-66) 1.60 (1.15-2.23) 0.005

5-yr PFS% 
(95%CI)

HR 
(95%CI)

p

Arm A 73 (64-80) 1.00 -

Arm B 58 (48-66) 1.90 (1.28-2.83) 0.002



2025 ESMO guidelines



CHEMO FREE APPROACH



12Median Follow up 14.7 years
15 year TTNT was 64% (R mant) 48% (R) 34% (OBS) Lancet hem. 2025



Ghielmini M, et al. Blood. 2004;103(12):4416-4423. 

Duration of response by study arm in chemotherapy-naive (A) and pretreated patients (B)

Rituximab alone in the treatment of pts with FL

45% of chemo-naive
responders in remission

at 8 years
Martinelli et al. JCO 

2010



Fig 2. (A) Kaplan-Meier overall survival (OS) estimate of all patients (n = 321) by treatment arm in years since random assignment. Log-rank P = .36. (B) Kaplan-Meier estimate of 
lymphoma-specific survival (LSS) by treatment arm in years since randomization. (C) Kaplan-Meier OS estimate for all patients (n = 321) in years since random assignment by indolent 
lymphoma subtype: follicular (FL) and other (non-FL). (D) Estimate of time to treatment failure (TTF) in patients with FL by Follicular Lymphoma International Prognostic Index (FLIPI) 
categories (log-rank P = .11) defined as the period between random assignment and either progressive disease while on study treatment, initiation of any new therapy because of relapse 
or intolerance, or death as a result of any cause. Patients with an unknown FLIPI score (n = 2) are omitted from the graph. R + IFN, rituximab plus interferon alfa-2a; R mono, single 
rituximab.

Sandra Lockmer; Journal of Clinical Oncology 2018 363315-3323. DOI: 10.1200/JCO.18.00262
Copyright © 2018 American Society of Clinical Oncology

Long term outcomes of FL initially treated with Rituximab

• 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

Copyright © 2023 American Society of Hematology 

Grade 3/4 AEs R
(n = 76)

R2
(n = 77)

Fatigue 1 (1.3%) 2 (2.6%)
Allergic reaction 2 (2.6%)

Neutropenia 5 (6.6%) 18 (23.4%)
Thrombocytopenia 3 (3.9%)

Depression 1 (1.3%)
Psychosis 1 (1.3%)

Suicide attempt 1 (1.3%)
Maculo-papular rash 4 (5.2%)
Hypertension 3 (3.9%) 7 (9.1%)
Discontinuation 12 (16%)

R R2

ORR 61% 82%

CRR 25% 36%

CRR @ 30 m. 19% 42%

Eva Kimby et al. Blood adv, 2025

mPFS 9.3 yrs

mPFS 2.3 yrs



Six-Year Results From RELEVANCE: Lenalidomide Plus Rituximab (R2) Versus 
Rituximab-Chemotherapy Followed by Rituximab Maintenance in Untreated
Advanced Follicular Lymphoma

Morschhauser. JCO 2022

• 6-yr PFS: 60% R2 vs 59% R-chemo
• Transformation rates similar (2% range)
• Similar ORR and OS with subsequent therapy in both groups
• Similar rates of second primary malignancies
• 6-yr OS: 89% in both groups



Morning SUN: HTB FL 1 line 

Ghosh N. et al, oral presentation ASH 2025; 

LTB: SWOG 2308: Mosu vs Rituximab (N=600)
HTB: MorningLyte: Mosu-Len vs R+CT (N=790), 



Epcoritamab + R2 in 1L FL

Leslie et al., ASH 2025; 



Leslie et al., ASH 2025; 



A Phase 3 multicenter, randomized, open-label trial to evaluate the safety and efficacy of 
epcoritamab + rituximab and lenalidomide compared to CIT in previously untreated FL

Other Key Endpoints: PFS, OS, MRD negativity, PROs, incidence and severity of AEs and 
changes in laboratory values, incidence of dose interruptions, reductions, and discontinuations

Primary Endpoint: CR rate at Month 30 or Week 120

FL Patients
• Untreated
• CD20+
• N=642

ER2

6 × 28d cycles

G/R-CHOP*
6+2 × 21d cycles

R2

6 × 28d cycles

2:2:1

G/R-Benda*
6 × 28d cycles

E + Lenalidomide
6 × 28d cycles

E 
9 × 28d cycles

R 12 × 56d cycles
Lenalidomide 12 × 28d cycles

If CR or PR

Treatment Period (120 weeks) Follow-up (~15 years)

Arm A
(N=360)

Arm C
(N=180)

Arm B
(N=360)

Survival 
Follow-up

Post-
treatment 
Follow-up

G/R
12 × 56d cycles



Ongoing phase 3 studies



Conclusions
• Overall survival not modified by initial choice
• First line therapy has a critical role in determining:

• «functional» cure
• long term events
• Not just a matter of options, strategy matters

• Chemo free options are valid alternatives to ICT: Frail/old populations or other? 
• Expected changes in 1L with incresing number of chemo free options
• Should be able to improve outcomes

• OS?
• Risk profiling/mechanisms of resistance
• Transformations
• Late events (SPM, Infections)

«Trasforming the current treatment paradigm in first line by moving from 
prognostic markers to predictive biomarkers will be achieved through further
research into the biology of follicular tumoral B cells and their microenviroment «



Grazie per l’attenzione


