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Follicular Lymphoma

▪ FL typically good responses to initial therapy

▪ Outcomes improved substantially in the era of 
Rituximab-based strategies:

- 10-yr survival rate: 64% to 92%[3]

- Median survival is ~ 20 yrs, similar to age matched 
controls[5-8]

▪ Advances in the first-line treatment of FL    
continue to prolong PFS:

-CD20 maintenance

-Obinutuzumab plus chemo

▪ Relapsing remitting course

▪ Poor outcome for early progression

▪ Can transform into aggressive subtype



Outcomes in Follicular Lymphomas Over Time



Cause of Death in the first Decade of the Rituximab Era

Sarkozy C. et al, J Clin Oncol. 2019;37:144-52. 



Casulo. JCO. 2015;33:2516. Casulo C. ASH 2017 (abs#412). Maurer MJ et al. Am J Hematol. 2016;91:1096-101. Al-Tourah A, et al JCO 2008.

Early Progression and Transformation Predict Poor Prognosis
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Impact of Age in Clinical Risk score

Lobetti-Bodoni C et al. Blood (2011) 118 (21): 1593



FLIPI Risk 

Group
No. Risk 

Factors 
5-Yr OS,* % 10-Yr OS,* %

Low 0-1 91 71

Intermediate 2 78 51

High ≥ 3 53 36

FLIPI-2

Risk 
Group

No. Risk 

Factors
3-Yr PFS,* % 5-Yr PFS,* %

Low 0 91 80

Intermediate 1-2 69 51

High 3-5 51 19

FLIPI Criteria: 
LN sites (≤ 4 vs > 4) 
LDH (≤ vs > ULN)
Age (≤ 60 vs > 60 yrs)
Ann Arbor stage (I/II vs III/IV)
Hb (≥ 12 vs < 12 g/dL)

FLIPI-2 Criteria: 
Age (≤ 60 vs > 60 years) 
Hb (≥ 12 vs < 12 g/dL) 
β2M (≤ vs > ULN)
BM involvement (Y vs N)
> 6 cm dm of LN (Y vs N)

Follicular Lymphoma International Prognostic Index

Solal-Celigny P et al. Blood. 2004;104(5):1258-1265 Federico M et al. J Clin Oncol. 2009;27(27):4555-62 



Cause of Death in the first Decade of the Rituximab Era

Sarkozy C. et al, J Clin Oncol. 2019;37:144-52. 

Age <60 yrs

Age 60-70 yrs

Age >70 yrs

*10-yrs cumulative incidence of lymphoma-related mortality

**10-yrs cumulative incidence of non lymphoma-related mortality

9.4%*

1.5%**

14.2%*

5.8%**

25.4%*

16.6%**



Impact of Age in Clinical Risk score

Deaths related to treatment seem to also be 
a significant burden and new, less-toxic 

treatment options need to be investigated. 

lymphoma-related mortality was the 
major COD in all age groups, even for 

patients older than age 70 years. 

Treatment Related Mortality 

20 (48%) infection
12 (29%) MDS/AML
6 (14%) cardiotoxicity 4 (9%) 

other



ESMO Clinical Practice Guideline for Follicular Lymphoma 2025

ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. July 2025



ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2020:32;298-308.
Speaker’s personale elaboration ESMO Guidelines

Follicular Lymphoma Treatment Initiation

• Local radiotherapy (24 Gy): complete and long-lasting 

remission in 40–50% of patients

• OS curve: possible plateau  (potential for a cure) 

• +/- Rituximab (positive results but no evidence from 

randomized trials –only retrospective  or phase II 

studies)

~20%
~20%

≈20%



FIL-GAZEBO in Early Stage FL

PI: A. Pulsoni, A. Pilippi

An open-label, randomized phase III trial comparing local radiotherapy alone or combined with Obinutuzumab in 
early stage Follicular Lymphoma: the GAZEBO Trial from the Fondazione Italiana Linfomi

๏ 190 patients planned (95 by arm)



BIO-GAZEBO: Explorative Biological Studies

PI: A. Pulsoni, A. Pilippi



Speaker’s personale elaboration ESMO Guidelines

Follicular Lymphoma Treatment Initiation

≈35%



1. Ardeshna. Lancet Oncol. 2014;15:424. 2. Kahl. JCO. 2014;32:3096. 3. Martinelli. JCO. 2010;28:4480. 

• Ardeshna Study: In asymptomatic, advanced stage FL, rituximab therapy improves 

PFS but not OS compared with watchful waiting[1]

• RESORT: In patients with low tumor burden FL, maintenance rituximab improves 

PFS but not OS compared with no maintenance[2]

• SAKK 35/98: In patients with low tumor burden FL, short-duration maintenance 

rituximab improves EFS compared with no maintenance[3]

Key Studies for Low Tumor Burden FL



Speaker’s personale elaboration ESMO Guidelines

Treatment Initiation for High Tumor Burden Follicular Lymphoma

≈45%



Salles G. et al, Lancet. 2011 Apr 2;377(9772):1154. Bachy E et al, JCO 2019;37(31):2815-2824

R Maintenance q2M x 2yrs

Observation

R-CVP 
R-CHOP 
R-FMC

no PD

PRIMA Trial: R-Maintenance after R-Chemotherapy Induction



Marcus et al, NEJM 2017,377:1331.

GALLIUM Trial: R-Chemio vs G-Chemio in Untreated FL



Marcus et al, NEJM 2017,377:1331.

2 year PFS: R 81% vs O 88%

Most benefit in intermediate-high risk FLIPI

GALLIUM Trial: R-Chemio vs G-Chemio in Untreated FL

Efficacy Analysis



Marcus et al, NEJM 2017,377:1331. Hiddemann W et al. J Clin Oncol 2018; 10;36(23):2395-2404 

GALLIUM Trial: R-Chemio vs G-Chemio in Untreated FL
Safety Analysis



Marcus et al, NEJM 2017,377:1331. Hiddemann W et al. J Clin Oncol 2018; 10;36(23):2395-2404 

GALLIUM Trial: R-Chemio vs G-Chemio in Untreated FL
Safety Analysis

• CCI score ≥1, or were ≥ 80 years of age, or ECOG PS 2 are risk factors

• age ≥ 70 years, fatal events more common with bendamustine (16/119, 13%) than CHOP (1/55, 
2%) and CVP (1/25, 4%)

• < 70 years, the incidence was similar (14/557, 3%; 6/341, 2%; 1/92, 1%)

• 81 deaths during the trial
• 44 due to AE: 24 (4.0%) in the obinutuzumab group and 20 (3.4%) in the rituximab group 

• Non relapse-related fatal AE more common among patients received bendamustine (5.6% in the 
obinutuzumab group and 4.4% in the rituximab group) than CHOP (1.6% and 2.0%) or CVP (1.6% 
and 1.8%).



Morschhauser F, et al JCO 2022 1;40(28):3239-3245

Dosing schedule

• R2: Lenalidomide 20 mg/d, d2-22/28 until CR/CRu at 6, 9, or 12 cycles,

then 10 mg/d (total 18 cycles) and rituximab 375 mg/m 2/wk c1 and d1 c2-6;
continued in responders q8wk for 12 cycles

• R-chemo: 3 options (R-CHOP, R-B, R-CVP) plus 2 years rituximab

Maintenance (§ Included 72% R-CHOP, 23% R-B, and 5% R-CVP)

Lenalidomide Plus Rituximab (R2) Followed by R Maintenance

Median age 59 yrs (range, 23-89)

≥ 70 yrs 15%
6 years updated



ESMO Clinical Practice Guideline for Follicular Lymphoma 2025

ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. July 2025



Leonard. ASH 2022. Abstract #230. Leonard, et al; JCO 2019 37:1188-1199

AUGMENT Study: R2 vs Rituximab Monotherapy in R/R iNHL

ORR: 78%; CR 34%

Median age 63 yrs (range, 26-88)

≥ 65 yrs 43%



Leonard. ASH 2022. Abstract #230. Leonard, et al; JCO 2019 37:1188-1199

Median DoR: 36.6 mo

Median PFS: 39.4 mo, median OS: NR

AUGMENT Study: R2 vs Rituximab Monotherapy in R/R iNHL



Trněny M, et al. ASH 2019;abs 347. Leonard. ASH 2022.Leonard, et al; JCO 2019 37:1188-1199

AUGMENT Study: R2 vs Rituximab Monotherapy in R/R iNHL

IRC-Assessed PFS by Subgroup (ITT)



Leonard, et al; JCO 2019 37:1188-1199

AUGMENT Study: TEAEs with R2 vs Rituximab Monotherapy

Increased but managable AEs



Beyond Second Line



Phase II study Fixed-duration Mosunetuzumab in R/R FL

Dreyling M, et al. J Clin Oncol 2017; Budde LE, et al. Lancet Oncol 2022;23:1055–1065; Bartlett N.L., et al. Blood (2022) 140 (Supplement 1): 1467–1470. 



Baseline Patient Characteristics

Dreyling M, et al. J Clin Oncol 2017; Budde LE, et al. Lancet Oncol 2022;23:1055–1065; Bartlett N.L., et al. Blood (2022) 140 (Supplement 1): 1467–1470. 

All patients (n=90)

Median age, years (range) 60 (29–90)

Male 55 (61.1)

ECOG PS 0, n (%)  53 (58.9)

Ann Arbor stage III–IV, n (%) 69 (76.7)

Median N of prior Tx, n (range) 3 (2–10)

Refractory to last prior therapy, n (%) 62 (68.9)

Double refractory, n (%) 48 (53.3)

POD24, n (%) 47 (52.2)

Prior systemic therapy, n (%)
Anti-CD20 therapy        90 (100)     

Alkylator therapy          90 (100)
Prior ASCT                      19 (21.1)
PI3K inhibitor                 17 (18.9)

IMiD 13 (14.4)
CAR-T                                3 (3.3)



Pivotal Phase II study: Responses Rate

Dreyling M, et al. J Clin Oncol 2017; Budde LE, et al. Lancet Oncol 2022;23:1055–1065; Bartlett N.L., et al. Blood (2022) 140 (Supplement 1): 1467–1470. 

Efficacy Endpoint 
(best response)

IRF n (%)

ORR 72 (80%)

CR 54 (60%)

Time to first complete 

response, months (range)
3.0 (1.4-5.7)

24-month DoR, % (95% CI) 53%

CR rate significantly greater 

(p<0.0001) than 14% 

historical control CR rate in 

a similar patient population 

receiving the pan-class I 

PI3K inhibitor copanlisib

Median follow-up: 28.3 mo



Pivotal Phase II study: Responses Rate

Dreyling M, et al. J Clin Oncol 2017; Budde LE, et al. Lancet Oncol 2022;23:1055–1065; Bartlett N.L., et al. Blood (2022) 140 (Supplement 1): 1467–1470. 

Efficacy Endpoint 
(best response)

IRF n (%)

ORR 72 (80%)

CR 54 (60%)

Time to first complete 

response, months (range)
3.0 (1.4-5.7)

24-month DoR, % (95% CI) 53%

Duration of Response (DoCR)

n=49

Median, months (95% CI) NE (23.2–NE)

24-month DoCR, % (95% CI) 65 (39–90)

Durable Responses in patients who achieved a CR at EOT



Fixed-duration Mosunetuzumab in R/R FL: PFS and OS by Age

Assouline S et al. EHA 2024, S233

36-month PFS and OS rates in patients ≥65 years were consistent with the overall population 

PFS OS



Pivotal Phase II study: Safety Analysis

Dreyling M, et al. J Clin Oncol 2017; Budde LE, et al. Lancet Oncol 2022;23:1055–1065; Bartlett N.L., et al. Blood (2022) 140 (Supplement 1): 1467–1470. 

50 40

Frequency (%)

30 20 10 0 20 30 40 5010

All AEs
AEs related to 

mosunetuzumab

CRS
Fatigue

Headache

Neutropenia

Pyrexia

Rash

Hypophosphate

miaPruritus

Hypokalemia

Cough

Constipation

Diarrhea

Nausea

Dry skin

1

2

3

4

Grade

AEs (≥15%) by grade

C1D1–7

1mg

23%

C1D8–14

2mg

6%

C1D15–21

60mg

36%

C2

60mg

10%

C3+

30mg

2%

C1

Mosunetuzumab

dose

No new events were reported with 10 months of additional follow-up 

No correlation between occurrence of CRS and tumor response



Updated Safety Analysis by Risk Factors and Age

Incidence of serious infections in patients ≥65 yrs was consistent with the overall population 

Assouline S et al. EHA 2024, S233



BiTe for R/R Follicular Lymphoma

1. Budde L.E., et al. Lancet Oncol 2022. 2. Bartlett N.L., et al. Blood 2022- 3 Kim T.M., et al. Blood 2022. 4 Bannerji R et al, Lancet Hematol 2022; 5. Hutchings M. et al, Lancet 2021. 6. Morschhauser F. et al, Blood 2022.

8.Hutchings M. et al, J Clin Oncol 2021. 8. Belada D., et al. J. Clin. Oncol. 2023. 9. Morschhauser F. et al, Blood 2021.

Monotherapy

Agent and trial Phase Administration Pts

n

POD24

%

Prior tx

median

ORR (CR), 

%

Follow-up 

median mo

PFS median

mo

OS, median

mo

CRS-ICANS (any/ 

gr >3), %

Infections gr 

>3, %

Mosunetuzumab

(GO29781)1,2

II EV, 

fixed duration

90 52 3 (2-4) 80 (60) 28.3 24 NR 44/2

5/0

18

Odronextamab

(ELM-2)3,4

II EV,

Until PD

131 48 3 (2-13) 82 (75) 22.4 20.2 NR 56/4

1/0

32

Epcoritamab5 I/II SC,

Until PD

12 NA 4.5 (2.5-8) 90 (50) 13.6 NA NA 59/0

6/3

NA

Glofitamab6,7

I
EV,

Fixed duration

53 36 3 (1-12) 81 (70) NA NA NA 66/1

NA

NA

In combination

Agent and trial Phase Administration Pts

n

POD24

%

Prior tx

median

ORR (CR), 

%

Follow-up 

median mo

PFS median

mo

OS, median

mo

CRS-ICANS (any/ 

gr >3), %

Infections gr 

>3, %

Epco+Lena+Rit8

(EPCORE NHL-2)
I/II

SC+OS+EV/SC
Fixed duration

109 36 2 (1-9) 97 (86) 8.8 6mo: 93% NA 46/2
2/0

NA

Mosu + Lena9

Ib
EV+OS

Fixed duration
27 11 1 (1-4) 92 (77) NA NA NA 30/0

NA
NA



Pivotal EPCORE NHL-1 Study in R/R FL

Kim Linton. et al. ASH 2023 oral presentation (#1665)

median follow-up was 17.4 mo



Zanubrutinib Combined With Obinutuzumab in RR FL

Zinzani P, et al. ASCO 2022. Abstract 7510

Global, open label, randomized, Phase II study in rituximab-refractory iNHL patients (ROSEWOOD trial)

*Zanubrutinib dosed at 160 mg PO BID. Obinutuzumab dosed at 1000 mg IV on Days 1, 8, and 15 of Cycle 
1; Day 1 of cycles 2-6 and then Q8W up to a maximum of 20 doses. †Patients assigned to obinutuzumab 
with centrally confirmed PD or no response at 12 mo could crossover to receive combination therapy.

▪ Primary endpoint: ICR-assessed ORR (Lugano classification) 

▪ Secondary endpoints:  inv-ORR,  CR, DoR, PFS, OS, safety

Zinzani P, et al. ASCO 2022. Abstract 7510



Zinzani P, et al. ASCO 2022. Abstract 7510

ROSEWOOD trial Efficacy in RR FL



Zinzani P, et al. ASCO 2022. Abstract 7510

ROSEWOOD trial Efficacy in RR FL



MOsunetuzumab and Zanubrutinib in Relapsed/refracTory FL

MOZART mulicentric phase II study

PI: M. Ladetto, S. Luminari

Study Design



The “Safety Run In” Phase

Luminari  S. et al. FIL nazionale 2025

Safety Report
n = 10 patients

Preliminary Efficacy Report

Five relevant safety events (4 grade 1-2 CRS, 1 grade 3 neutropenia) occurred, not exceeding the threshold defined for early stopping.
The DSMC recommends that the study proceeds without changes



Preliminary Efficacy Analysis All Population

Luminari  S. et al. FIL nazionale 2025



▪ FL heterogeneous disease: median OS is approaching 20 years, in modern era

▪ Poor outcome for early relapse, refractory disease, tFL

▪ Lymphoma remain the principal cause of death at 10 yrs

▪ However, toxicity represents an important morbidity factor in elderly subjects

▪ patients’ age and comorbid conditions → Key decisional  fitness, QoL

▪ Improving treatment options for patients with follicular lymphoma, including clinical 
trial participation challenges

▪ Chemo-free approaches represent a good treatment option in elderly patients

▪ On going clinical trials are exploring their use in combination (Lenalidomide, 
Zanubrutinib, Tafasitamab, Tazemotast) or the application in the first-line setting

▪ Lenalidomide back-bone could represent an overlapping drug…

Conclusions



“Current goal of treatment: maintain best QoL by delaying 
disease progression”



“Current goal of treatment: maintain best QoL by delaying 
disease progression”

“…….will this translate into an OS benefit with longer follow-up?“
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