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FL is a heterogeneous disease

The International Lymphoma Study Group. Blood 1997

Introduction



Introduction

Bruna R. et al., Haematologica 2019
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• Excellent outcome of advanced FL with available therapies (10-yrs OS 82%)

• 70-80% of patients have manageable FL

• Consider the less toxic approach

• Avoid late events

• Some patients are actually cured (old, low risk… 30%?)

• 20-30% have high risk disease

• Early identification (How?)

• Consider experimental treatments

• Reduce the rate of high risk patients

• Overcome the dismal outcome of high risk patients

• Risk-adapted strategy seems appropriate: how and which? 

Follicular lymphoma in 2023

Introduction

Courtesy of S. Luminari (modified)



Clinical prognostic scores
(both classical and new…)

Introduction



Neither of the available
indices has thus far had a
definitive role in altering
clinical management, mostly
because their accuracy to
identify high-risk situations
remains imperfect



OK but… which treatment?

Dreyling M et al, Ann Oncol. 2021 Mar;32(3):298-308



• Currently available therapies in first line

• PET-guided first line

• Biomarkers-driven first line (EZH2, MRD)

• Novel approaches in first line

Talk overview



• 428 patients with untreated, advanced-stage FL 
• CHOP (n=205) vs R-CHOP (n=223) 
• R-CHOP reduced the relative risk for treatment failure by 60% and 

significantly prolonged the time to treatment failure (P < .001)
• higher ORR (96% vs 90%; P = .011) and prolonged DoR (P = .001)
• OS advantage (P = .016)

Anti-CD20: when it all begun…

Hiddemann W et al, Blood. 2005;106(12):3725-3732



Which chemotherapy backbone?

Federico M et al, J Clin Oncol. 2013, Apr 20;31(12):1506-13

• N=534 
• ORR = 88%, 93%, and 91% for R-CVP, R-CHOP, and R-FM (P=.247)
• after a median follow-up of 34 months
• 3-year TTFs = 46%, 62%, and 59% (R-CHOP v R-CVP, P=.003; R-FM v R-CVP, 

P=.006; R-FM v R-CHOP, P=.763)
• 3-year PFS = 52%, 68%, and 63% (overall P=.011)
• 3-year OS = 95% for the whole series
• Higher rates of grade 3 to 4 neutropenia in R-FM (64%) compared with R-CVP 

(28%) and R-CHOP (50%; P< .001) 

CONCLUSION
• R-CHOP and R-FM were superior to R-CVP in terms of 3-year TTF and PFS
• R-CHOP had a better risk-benefit ratio compared with R-FM

FIL «FOLL05» TRIAL



Rummel M et al, Lancet 2013
Flinn I W et al, Blood. 2014; 123(19), 2944–2952

Which chemotherapy backbone?

«STiL» and «BRIGHT» TRIALS

279 patients

314 patients



Nizzoli M E et al, Hematol Oncol. 2023 

«[…] R-CHOP and BR showed similar activity and
efficacy, but with different safety profiles and long-
term events […] the treating physician should carefully
select the most appropriate chemotherapy regimen
for each patient based on patient's individual
characteristics, choices, and risk profile […]»

Which chemotherapy backbone?

FIL «FOLL12» TRIAL

776 patients

(not randomized, at

physician choice)



Which chemotherapy backbone?

G-CVP,

n=60

R-CVP,

n=57

G-CHOP,

n=196

R-CHOP,

n=203

G-benda,

n=345

R-benda,

n=341

Low T-cell count at baseline

4 (7.4%)2 (4.4%)9 (5.1%)12 (7.2%)36 (11.4%)36 (12.5%)CD3+/CD4+ cell count of ≤200/mm3

Bendamustine
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T-cell counts over time

Hiddemann W et al J Clin Onc 2018

«GALLIUM» TRIAL

1202 patients

(not randomized, at

center choice)

ESMO guidelines:

“Awareness of a potential adverse impact on future cellular

immunotherapeutic options, such as CAR-T-cell treatment is

important”



Bachy E et al, Journal Clin Onc 2019 37:31, 2815-2824

The concept of rituximab maintenance

«Only» PFS advantage

«PRIMA» TRIAL



Which anti-CD20?

Marcus R et al, N Engl J Med. 2017;377(14):1331-1344«GALLIUM» TRIAL



Hiddemann W et al J Clin Onc 2018

«GALLIUM» TRIAL
Marcus R et al, N Engl J Med. 2017;377(14):1331-1344
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Figure S3. Unstratified HRs for Investigator-assessed PFS by Patient Subgroups in FL 

ITT Population: (A) Randomization Stratification Factors; (B) Baseline 

Characteristics.* 

* ADL denotes activities of daily living, CHOP cyclophosphamide, doxorubicin, vincristine 

and prednisone, CI confidence interval, CVP cyclophosphamide, vincristine and prednisone, 

ECOG Eastern Cooperative Oncology Group, FL follicular lymphoma, G-chemo 

obinutuzumab plus chemotherapy, HR hazard ratio, IADL instrumental activities of daily 

living, IPI International Prognostic Index, ITT intent-to-treat, KM Kaplan-Meier, PFS 

progression-free survival, and R-chemo rituximab plus chemotherapy. 

 

  



MRD status by compartment at end of induction
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Which anti-CD20?

Courtesy of Christiane Pott«GALLIUM» TRIAL



Seymour JF. et al., Haematologica 2019

Which anti-CD20?

«GALLIUM» TRIAL



Morschhauser F et al, N Engl J Med 2018; 379:934-947

Novel rituximab partners: R2 chemo-free?

«RELEVANCE» TRIAL



ESMO Guidelines 2021 Dreyling M et al, Ann Oncol. 2021 Mar;32(3):298-308



Can we tailor first line therapy on patients risk?



Trotman J et al, Blood. 2022 Mar 17;139(11):1631-1641
Alderuccio, JP et al, Nat Rev Clin Oncol 20, 640–657 (2023)

PET-guided first line: SUVmax? 



PET-guided first line: SUVmax? 

Retrospective analysis of 346 FL without histological evidence

of transformation

lymph node ≥6 cm was the only factor associating with

SUVmax >18 on MV analysis: OR 2.7 (1.3-5.3), p=0.006)

Other therapies: BR 28%, R2 32%, R-FND 12%, R mono 27%

Strati P. et al., Haematologica 2020



PET-guided first line: SUVmax? 



PET-guided first line: TMTV?

2y PFS 83%

2y PFS 45%

HR = 4

29% at high risk

Michel Meignan et al. JCO doi:10.1200/JCO.2016.66.9440



PET-guided first line: TMTV?

Prognostic value of TMTV

(>200 ml) was independent

from main prognostic factors,

induction therapy and

maintenance with rituximab

Reference arm - Maintenance

Experimental arm – response adapted (no maintenance)

Luminari S. et al., ASH 2022FIL «FOLL12» TRIAL



PET-guided first line: TMTV?

Cottereau AS. et al., ASH 2022
«RELEVANCE» TRIAL

R2CIT

TMTV >510 ml



What about biomarkers?



EZH2 mutations in GALLIUM trial

EZH2 mutated = CHOP

Jurinovic V, et al. ASH 2019 

EZH2 WT = bendamustine

EZH2-guided first line?



EZH2 GEP signature in GALLIUM trial

EZH2-guided first line?

134 cases profiled

Passerini V, ASH 2021



EZH2-guided first line?



Pott C. et al., EHA 2018 
Ferrero S. et al., ICML 2023 

GALLIUM trial FIL FOLL12 trial

PFS from EoI stratified by PET and BM MRD results 

CMR & MRD -

CMR MRD +  
or  non CMR MRD -

Non CMR & MRD +

PET - & MRD –
PET - MRD +|PET + MRD –

PET + & MRD +

p<0,001

Response-guided first line?
PET & MRD



Standard
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Ladetto M et al., ASH 2021

FIL FOLL12 TRIAL DESIGN

Response-guided first line?
PET & MRD

FIL «FOLL12» TRIAL
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FIL FOLL12 TRIAL DESIGN

Response-guided first line?
PET & MRD

FIL «FOLL12» TRIAL



Luminari S et al., JCO 2021

Response-guided first line?
PET & MRD

FIL «FOLL12» TRIAL



EOI CMR but MRD+
(preemptive RTX)

EOI non CMR
(RIT+RTX maintenance)

Luminari S et al., JCO 2021

Response-guided first line?
PET & MRD

FIL «FOLL12» TRIAL



What about the future?



Falchi L et al, Blood. 2023 Feb 2;141(5):467-480.

Indolent
B-NHL

Novel approches: bispecific antibodies



Falchi L. et al, ASH 2022

Novel approches: bispecific antibodies

Subcutaneous epcoritamab + R2 demonstrated a manageable safety profile, similar

to that observed in the R/R setting, with no new safety signals, no ICANS events, and

only low-grade CRS events, all of which resolved. This regimen showed encouraging

efficacy, based on high response rates, when used as a first-line treatment for FL.

These data support further clinical evaluation of epcoritamab + R2 in previously

untreated patients with FL.

[…] the ORR was 90% (26/29), with 69% (20/29) having a CMR as their best OR […]

EPCORE NHL-2 trial (arm 6)



Falchi L et al, Blood. 2023 Feb 2;141(5):467-480.

Novel approches: EZH2 targeting



How I (Simone Ferrero, MD) treat high-risk follicular lymphoma in first line?

• I take in consideration clinical prognostic indexes (FLIPI, …) and PET parameters (SUV max)

• I always try to rule out an histological transformation (surgical biopsy, whenever possibile)

• I still cannot rely on clinically meaningful baseline biomarkers (damn!)

• I usually opt for Ga101-chemo in FLIPI intermediate and high-risk patients (Gallium)

• I usually prefer R/G-CHOP for FIT patients and G-CVP for UNFIT ones (benda caveat)

• I would like to use R2 more often (not reimbursed in Italy for the first line )

• I usually go for 24-months anti-CD20 maintenance for all responding patients

• I monitor MRD only in clinical trial (so far)

• I look forward to integrating novel drugs in first line for high-risk patients (i.e. bispecific abs)

Conclusions



simone.ferrero@unito.it
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