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• A lot of slides were already presented in 2021 by Marc ANDRE, thanks 
to him !
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- Second most frequent subtype of lymphoid 
malignancy in Western Europe.

- 1950: 2-3/100.000 => 2020: 5/100.000 
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- First step: t(14-18)
- /!\: not always present
- /!\: not sufficient 

- Later: addition of different genomic alterations 
=> dissemination

- Transformation rate: 30% @ 10 years
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Survival improvement of survival over time

ASCT

Rituximab
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(1) To confirm localized 
disease or (2) in case of 

suspected transformation
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In case of advanced 
disease, in 

particular clinical 
situation
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Follicular

Lymphoma

International

Prognostic

Index

FLIPI « one »

Five-points Scale

1985 – 1992: 4167 patients
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Follicular

Lymphoma

International

Prognostic

Index 
2

Five-points Scale

FLIPI « two »

2003 - 2005: 1093 patients

Advantages over FLIPI 1:
➢ Prospective;
➢ Treatment with rituximab
➢ PFS instead OS
➢ New parameters (B2 microglobulin)

- Age < 60 vs ≥ 60
- Hemoglobin level ≥ 12g/dL vs. < 12g/dL
- Bone Marrow involved / not involved
- Diameter of the largest adenopathy > 6 cm
- Β2-microglobulin ≥ ULN vs. < ULN
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Emmanuel BACHY Blood 2018 
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M7 - FLIPI 23 - gene score 

More accurate, but not (yet)  available in clinical routine 



FOLLOW-UPWORK-UP
FIRST LINE

TREATMENT
SECOND LINE
TREATMENT

RELAPSEINTRODUCTION PERSPECTIVESPROGNOSIS

In 2023, clinical and biological features still guide treatment indications
and treatment choice 
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No GELF criteria



FOLLOW-UPWORK-UP
FIRST LINE

TREATMENT
SECOND LINE
TREATMENT

RELAPSEINTRODUCTION PERSPECTIVESPROGNOSIS

No GELF criteria

R Rituximab x 4

Watch & Wait

Rituximab x 4 Rituximab x 4

➢Ritux improve PFS
➢Ritux improve TTNT

But…

➢ No OS advantage
➢ No transformation-rate decrease

Ardeshna KM Lancet Oncology 2014
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No GELF criteria

Freedom from treatment failure

For patients with good prognosis characteristics, in the 
rituximab era, watch & wait remains a good option

Time to initiation of treatment

Philippe Solal-Celigny, JCO 2012
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High Tumor Burden
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High Tumor Burden R-chemo = the standard

(R)-CVP

(R)-MCP

(R)-FCM

(R)-CHOP

8.5% 15.7%
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TTF: R-CHOP & R-FM superiorsHigh Tumor Burden
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OS: No differenceHigh Tumor Burden
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High Tumor Burden

R-Bendamustine

-Follicular Lymphoma 55%
-Waldenström Macroglobulinemia 8%

-Small Lymphocytic Lymphoma 4%

-Marginal Zone Lymphoma 13%

R

Bendamustine-Rituximab/28d x 6

CHOP-Rituximab/21d x 6

Rummel & al. The LANCET 2013
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TTNT

B-R: better TTNT, less toxic

F-up 117 months

High Tumor Burden

Rummel & al. The LANCET 2013
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PRIMA study: advantage of maintenance
High Tumor Burden
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PRIMA study: PFS advantage, same OS

10y-OS > 80%

Bachy E. et al. JCO 2019
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Rituximab – Lenalidomide (Revlimid ®), «R²»

(CHOP, CVP, Benda)



FOLLOW-UPWORK-UP
FIRST LINE

TREATMENT
SECOND LINE
TREATMENT

RELAPSEINTRODUCTION PERSPECTIVESPROGNOSIS

Primary end-points:

=> CR rate @ 120 weeks: R² 72%

=> PFS rate: R²: mPFS 108 months

R² not inferior in terms of CR rate & PFS
but not reimbursed in Belgium

Rituximab – Lenalidomide (Revlimid®), «R²»
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Obinutuzumab first line? The GALLIUM® study

-Primary End-Point: PFS
-Secondary End-Points: OS, EFS, DFS, DoR, TTNT, Safety
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The GALLIUM® study: PFS improvement
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The GALLIUM® study: identical OS 
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The GALLIUM® study: higher toxicity

Grade 5 AEs
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The GALLIUM® study: conclusions

• Obinutuzumab is more active in front line FL when combined with
chemotherapy (Benda, CHOP, CVP)

• No advantage in OS

• Obinutuzumab responsible for an increase of infections when 
combined with CHOP or CVP

• Bendamustine seems associated with more toxic deaths in both arms
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Dreyling, M et al, Annals of Oncology 2021
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• When progression is suspected, biopsy is highly recommended;

• Localized symptomatic: ISRT (2 x 2 Gys);

• Early systemic relapse: non cross-resistant regimen;

• Systemic low tumor burden relapse: rituximab monotherapy; 

• Rituximab if relapse later than 6-12 months;

• Obinutuzumab if early relapse (< 6 months);

• ASCT if remission duration < 24 months (« POD 24 »);

• «R²»: option for later relapse;

• Selected young fit patients with later relapse after ASCT: alloSCT?

General considerations
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GADOLIN® Study: GA101-bendamustine vs bendamustine
(rituximab refractory pattients)
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Augment study®: rituximab-lenalidomide versus rituximab

Leonard JP JCO 2019
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Allogenic stem cells transplantation

ESMO essential for clinicians 2015
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G. SALLES ASH 2020

See next slide       

In practice (1)
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G. SALLES ASH 2020

In practice (2)

/!\
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1. MONOCONAL ANTIBODIES
-New anti-CD20 (ofatumumab…)
-Antibody drug conjugates
-Bi-specific Abs (epcoritumab)

2. KINASE INHIBITORS
- Idelalisib, copalinisib, 
- Ibrutinib

3. IMPROVING RITUXIMAB EFFICACY WITH OTHERS DRUGS
- Imids, 
- ><PD1

4. NEW TARGETED AGENTS
-Venetoclax
-Tamezetostat

5. CAR-T cells

New agents
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R/R FL (Grade 1 – 3a) or MZL
≥ 2 Prior lines (with rituximab & alkylating agent)
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In conclusion:

1. Despite progress in understanding FL biology, clinical features 
still guide treatment decision

2. For asymptomatic low tumor burden, watch and wait still valid in 
2023 & the clinical benefit of prolonged rituximab treatment in
asymptomatic FL patients is not established;

3. For high tumor burden: R-Chemo is the backbone & has 
improved overall survival.

– R maintenance prolongs PFS
– Obinutuzumab-chemo prolongs PFS but add toxicity

4. ASCT, R² or G/R-chemo are options in relapse
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Thank you for your attention
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