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Open Label non-randomized Phase II Study exploring «chemo-free » treatment 

association with Idelalisib + Obinutuzumab in patients with relapsed/refractory 

(R/R) Waldenstrom’s Macroglobulinemia (MW), a FILO trial 

C. Tomowiak1, C. Herbaux2, S. Chevret3, A. Perrot4, B. Mahé5, P. Morel6, O. Tournilhac7, S. 

Leprêtre8, T. Aurran9, B. Villemagne10, O. Casasnovas11, D. Nollet12, S. Poulain13, B. 

Dreyfus1, A. Bobin1, V. Leblond14. 
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Service d’hématologie clinique, CHU de Nantes ; 6 Service d’hématologie clinique et thérapie 

cellulaire, CHU d’Amiens Picardie – site sud ; 7 Service d’hématologie clinique adulte, CHU 

Estaing à Clermont-Ferrand ; 8 Service d’hématologie, CLCC H Becquerel à Rouen ; 9 

Service d’hématologie clinique, institut Paoli-Calmettes à Marseille ; 10 Service 

d’hématologie, CHD Vendée à La Roche sur Yon ; 11 Service d’hématologie clinique, CHU 

de Dijon ; 12 Service d’hématologie et thérapie cellulaire, CHU Bretonneau à Tours ; 13 

Laboratoire d’hématologie cellulaire, CHU de Lille, 14 Service d’hématologie, groupe 

hospitalier La Pitié Salpêtrière à Paris.  

 

Background: A number of targeted therapeutic agents demonstrating significant activity in 

low grade non Hodgkin lymphoma and chronic lymphocytic leukemia have recently been 

developed, especially anti-CD20 antibodies (rituximab, obinutuzumab, ofatumumab)  and  

new compounds targeting B-cell receptor (BCR) signalling. Over 90% of patients with WM 

carry the MYD88 L265P gene mutation, which promotes the survival of WM cells through 

activation of the Bruton tyrosine kinase (BTK) and the phosphatidylinositol-3-kinase (PI3K) 

pathways. The treatment algorithm is still limited in WM as very few drugs (except ibrutinib) 

were approved based on studies dedicated to WM patients. Therefore there is a great 

medical need in the elderly and frail population with R/R WM to develop chemo-free 

approaches based on a better understanding of the biology of the WM disease to increase 

all survival endpoints.  Gopal et al. reported 80% ORR in 10 patients with WM, refractory to 

anti-CD20 and alkylating agents, treated with idelalisib 150 mg twice daily (BID) (NEJM 

2014). A previous study was stopped because of high incidence of hepatotoxicity (Castillo, 

Leuk lymphoma 2017). So we design our trial with a Bayesian analysis of adverse events. 

 

Aims: We initiated a phase II study to evaluate efficacy and safety of idelalisib in 

combination with obinutuzumab in patients with R/R relapsing-refractory WM patients in 

need of treatment. (NCT02962401). 

 

Methods: Idelalisib was given continuously 150 mg BID PO for maximum of 2 years in 

association with IV obinutuzumab 100mg day 1, 900mg day 2 then 1000mg fixed dose day 
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8, 15 of cycle 1 and every day 1 of cycles 2 to 6 (28-days cycle). Patients were closely 

monitored for infusion related reactions (IRR). Adverse events  were graded per CTCAE 

v.4.0. Response was assessed based on IWWM6 criteria. The analyses of PFS, primary 

endpoint of this study, will be based on the intent-to-treat population. The safety analysis will 

be designed according to Bayesian estimation with stopping rules. Roche and Gilead 

provide drugs and fundings. 

 

Results: Study was activated in March 2017. At time of analysis, 45/50 patients were 

enrolled and 33  are still on  treatment. Median follow-up is 5,5 months (range 1-14 months). 

Median age was 70 years (range 49-83 years) and 33 pts (73%) were men. Indications to 

treat were anemia (31%), anemia+thombocytopenia (11%), constitutional symptoms (11%), 

rapid evolution of monoclonal component (11%), hyperviscosity syndrome (9%), 

thrombocytopenia (6%), extramedullary disease (8%) and neuropathy (6%) (data not 

available for 2 patients). Median number of previous lines of therapy was 1 (range 1-3), and 

only 1 patient was previously exposed to BTK inhibitors.  

 

At baseline, median serum IgM was 2.193 mg/dl (range 0.19-9.2), median bone marrow 

involvement was 55% (range 10-90, n=25) and median hemoglobin was 11 g/dl (range 6.5-

13.6). Grade 3 and 4 adverse events included hematologic toxicities (32%), ALT/AST 

elevations (9.6%), infections (2.5%), diarrhea (2.5%) and others (4.5%). 

 

Conclusion: This is the first study evaluating chemo-free combination with idelalisib + 

obinutuzumab in R/R WM. This trial is ongoing. The safety result using bayesian analysis of 

adverse events will be presented during the workshop. 

 


