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Epidemiology
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Lichtman. Williams Hematology, 7th Ed 006;1408



Incidence of follicular lymphoma,Belgium 2018 



Ovaerall survival in hematological malignancies



Smoking and lymphoma

• InterLymph consortium study

• NHL OR=0.99 (0.89-1.11)

• DLBCL OR=0.86 (0.73-1.02)

• FL OR=1.34 (1.12-1.59)

• PTCL OR=1.14 (0.74-1.74)

Gibson TM Cancer Causes Control 2013 24 125
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Clinical presentation

• Lymph nodes involvement

• Splenomegaly

• Bone marrow invasion (stage IV)

• (Blood)

• Clinical symptoms: fever, night sweat, 

weight loss



Clinical presentation

• 57 years-old women

• Abdominal disconfort

• 37.8°, recently night sweats, no weight

loss

• Echography: lymph nodes

Hematology consultation





Initial workup

• Blood sampling (LDH, B2 microglobulin)

• Biopsy LN and BM

• PET CT scan

• Cardiac echography



FL pathological image

A biopsy is recommanded at any progression or relapse





Early steps of 

Follicular Lymphoma

Huet et al., Nat Rev Cancer 2018



The Follicular Lymphoma International Prognostic Index 

(FLIPI)

Risk group

No. of 

factors
Patients    

(%)

5 -year

(%)

10 - year

(%)

Relative

risk

Good
0 – 1 36 91 71 1

Intermediate 2 37 78 51 2.3

Poor  3 27 53 36 4.3

Parameters :

-Age (60 y)

-Stage 

-Hb (12 g/dl)

-# nodal era

-LDH

Solal-Celigny Blood 2004;104:1258





Risk of transformation: past and present

Riruximab reduces the 

risk of transformation

Majority of POD24 are 

transformation
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The choice of the backbone will rely on patients characteristics



PRIMA: study design

PD/SD

off study

Rituximab maintenance

375 mg/m2

every 8 weeks 

for 2 years‡

Observation‡

CR/CRu

PR
Random 1:1*

Immunochemotherapy

8 x Rituximab

+

8 x CVP or

6 x CHOP or

6 x FCM

High 

tumor burden 

untreated 

follicular 

lymphoma

INDUCTION MAINTENANCE

Registration

* Stratified by response after induction, regimen of chemo, and geographic region
‡  Frequency of clinical, biological and CT-scan assessments identical in both arms
Five additional years of follow-up Salles Lancet 2011





Overall Survival after 36 months f-up (from randomization)







RELEVANCE – Study Design

38

R2 maintenance
(lenalidomide 1 yr + rituximab 2 yrs)

Rituximab maintenance
(2 yrs)

R

24 mos.

R2

R-Chemo       

6 mos.

CR, CRu, PR

CR, CRu, PR

1st line

FL

N=1000

• Stratification: FLIPI (0-1 v 2 v 3-5), Age (>60 v ≤ 60), diameter of 
largest node (> 6 v ≤ 6 cm)

• R-Chemo arm: Investigator choice of R-CHOP, R-CVP, R-B



Progression-free Survival and Overall Survival 
in the Intention-to-Treat Population.

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

Morschhauser et al. NEJM, 2018
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Primary endpoint: PFS by IRC.

R-lenalidomide (R2)
Rituximab: 375 mg/m2 d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5

Lenalidomide: 20 mg/d*, d1-21/28 (12 cycles)

R-placebo
Rituximab: 375 mg/m2 d1, 8, 15, 22 of cycle 1; d1 of cycles 2-5

Placebo: matched capsules (12 cycles)

Key eligibility criteria
• FL grade 1-3a or MZL in need of treatment

• ≥ 1 prior chemotherapy, immunotherapy 

or chemoimmunotherapy

• ≥ 2 previous doses of rituximab; not 

rituximab refractory

≤ 12 cycles or until relapse, PD, withdrawal of consent, or intolerability

1:1

Relapsed/refractory 

FL and MZL

(N = 358)
5-year 

follow-up

Leonard et al. J Clin Oncol. 2019.

AUGMENT: Randomized, double-blind, 

phase III study design



AUGMENT Primary endpoint:

progression-free survival  

Median PFS

R2

(n = 178)

R-placebo 

(n = 180) HR (95% CI) P Value

By IRC*, mo (95% CI) 39.4 (22.9-NR) 14.1 (11.4-16.7) 0.46 (0.34-0.62) < 0.0001

By investigator, mo (95% CI) 25.3 (21.2-NR) 14.3 (12.4-17.7) 0.51 (0.38-0.69) < 0.0001

PFS by IRC*

Median follow up: 28.3 months

Leonard et al. J Clin Oncol. 2019.



Median F-up= 2.3 y

o R2 : 11 deaths

o R-placebo : 24 deaths

Overall Survival in FL patients

Leonard et al. J Clin Oncol. 2019.
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Immuno-

chemotherapy

Bi-specific

antibodies*

CAR T and 

Adoptive Cell

Therapy

Options for R/R 
Lymphoma patients in 

2025

Current options for 
R/R Lymphoma

mAb-

Lenalidomide

Autologous

Stem Cell

Transplantation

* Not approved in France for R/R iNHL. 

T-CELL ENGAGER 

THERAPIES

Fc ENGAGER 

THERAPIES



CAR T-cells are a living drugsBispecific T-cell engagers

Mode of action

Monoclonal antibody

• It detects proteins to better target tumor
cells and activate the immune cells

• they not only detect proteins to better target tumor cells
and activate the immune cells, but they are immune cells





Futur phase III trial in first line: 

TCE-Len vs SOC

Morninglyte



• 400-450 new cases in Belgium/year.

• Excellent OS (90% at 5 years), no cure.

• Risk of transformation.

• First Line ICT (HTB).

• Many options in 2nd line.

Conclusion 


