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• Follicular lymphoma: the paradigm of indolent lymphomas.
• Slow-growing disease, rarely with systemic symptoms.
• High response rates to first-line standard treatments (immuno-

chemotherapy) but with tendency to relapse or transformation.

• Progression-free survival, disease-free survival and time-to-next treatment
intervals (rather than overall survival) to be considered to compare different
treatment policies.

• Stage (limited vs diffuse disease spreading): dictates the initial
management of the patient (type of treatment and possibly timing).

• Symptomatic disease (i.e. tumor burden): dictates treatment timing
(watch and wait vs immuno-chemotherapy initiation).

• New drugs needed to manage multiply relapsed disease and to bridge
patients to transplantation procedure when required.

FOLLICULAR LYMPHOMA: GENERAL ASPECTS



GOALS ACHIEVED WITH 
CHEMOIMMUNOTHERAPY



STEP 1: RITUXIMAB + CHEMOTHERAPY = CHEMOIMMUNOTHERAPY

Marcus R. Blood, 2005; 105: 1417-1423

Hiddemann W. Blood, 2005; 106: 3725-3732



R-CVP R-CHOP R-FM
CR rate 67% 73% 72%

ORR (CR + PR) 88% 93% 91%

< PR 11% 6% 8%

Relapse rate 33% 24% 22%

Federico M. J Clin Oncol, 2013; 31: 1506-1513



Rummel MJ. Lancet, 2013; 381: 1203-1210
Flinn IW. Blood, 2014; 123: 2944-2952



STEP 2: RITUXIMAB MAINTENANCE

Salles G. Lancet, 2011; 377: 42-51 – Updated ASH 2017



Marcus R. N Engl J Med, 2017; 377: 1331-1344

STEP 3: OBINUTUZUMAB + CHEMOTHERAPY



Hiddemann W. J Clin Oncol, 2018; 36: 2395-2404



TOWARDS CHEMO-FREE
APPROACHES



Fowler NH. Lancet Oncol, 2014; 15: 1311-1318

THE R2 CONCEPT: RITUXIMAB + LENALIDOMIDE



Fowler NH. Lancet Oncol, 2014; 15: 1311-1318



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



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



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



CHEMO-FREE OPTIONS
IN RELAPSED DISEASE



CHEMO-FREE OPTIONS IN RELAPSED DISEASE

- new immunomodulatory drugs
- anti-PD1 antibodies
- anti-«eat me» antibodies
- bispecific antibodies



1 - IDELALISIB

Gopal AK. N Engl J Med, 2014; 370: 1008-1018



Salles G. Haematologica, 2017; 102: e156-e159



Salles G. Haematologica, 2017; 102: e156-e159

ORR 55,6%
CR 13,9%
PR 41,7%
SD 31,9%



Salles G. Haematologica, 2017; 102: e156-e159



2 - PI3K-INHIBITORS IN R/R FOLLICULAR LYMPHOMA

Response rates



Dreyling M. J Clin Oncol, 2017; 35: 3898-3905



Dreyling M. J Clin Oncol, 2017; 35: 3898-3905



Dreyling M. J Clin Oncol, 2017; 35: 3898-3905



Dreyling M. Blood (ASH annual meeting abstracts), 2018; 132: 1595a



Santoro A. Blood (ASH annual meeting abstracts), 2018; 132: 395a



Santoro A. Blood (ASH annual meeting abstracts), 2018; 132: 395a



Santoro A. Blood (ASH annual meeting abstracts), 2018; 132: 395a



DYNAMO: A Phase 2 Study of Duvelisib in Patients
With Refractory Indolent Non-Hodgkin Lymphoma

Flinn IW. Blood (ASH annual meeting abstracts), 2016; 128: 1218a



DYNAMO: A Phase 2 Study of Duvelisib in Patients
With Refractory Indolent Non-Hodgkin Lymphoma

Flinn IW. Blood (ASH annual meeting abstracts), 2016; 128: 1218a



3 - R2 IN RELAPSED AND REFRACTORY FOLLICULAR LYMPHOMA

Leonard JP. J Clin Oncol, 2015; 33: 3635-3640



Leonard JP. Blood (ASH annual meeting abstracts), 2018; 132: 445a



Leonard JP. Blood (ASH annual meeting abstracts), 2018; 132: 445a



Leonard JP. Blood (ASH annual meeting abstracts), 2018; 132: 445a
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Leonard JP. Blood (ASH annual meeting abstracts), 2018; 132: 445a



Leonard JP. Blood (ASH annual meeting abstracts), 2018; 132: 445a



4 - NEW IMMUNOMODULATORY DRUGS: AVADOMIDE (CC-122)



Michot JM. Blood (ASH annual meeting abstracts), 2017; 130: 411a

CC-122, a Novel Cereblon Modulating Agent, in Combination with
Obinutuzumab (GA101) in Patients with Relapsed and Refractory
(R/R) B-Cell Non-Hodgkin Lymphoma (NHL)
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5 - PEMBROLIZUMAB + RITUXIMAB

Nastoupil LJ. Blood (ASH annual meeting abstracts), 2017; 130: 414a

High Complete Response Rates with Pembrolizumab in Combination
with Rituximab in Patients with Relapsed Follicular Lymphoma:
Results of an Open-Label, Phase II Study
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Nastoupil LJ. Blood (ASH annual meeting abstracts), 2017; 130: 414a

High Complete Response Rates with Pembrolizumab in Combination
with Rituximab in Patients with Relapsed Follicular Lymphoma:
Results of an Open-Label, Phase II Study



6 - MACROPHAGE IMMUNE CHECKPOINT INHIBITOR (ANTI-“EAT-ME”)

Advani R. N Engl J Med, 2018; 379: 1711-1721



Advani R. N Engl J Med, 2018; 379: 1711-1721



Advani R. N Engl J Med, 2018; 379: 1711-1721



7 – BISPECIFIC ANTIBODIES

Mosunetuzumab: a bispecific anti-CD3/CD20 antibody 



Mosunetuzumab, a Full-Length Bispecific CD20/CD3 Antibody,
Displays Clinical Activity in Relapsed/Refractory B-Cell Non-Hodgkin
Lymphoma (NHL): Interim Safety and Efficacy Results from a Phase 1
Study

Budde LE. Blood (ASH annual meeting abstracts), 2018; 132: 399a
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