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Lenalidomide in Previously Treated  

Mantle Cell Lymphoma 
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Goy A et al. JCO 2013;31:3688-3695 
Goy BJH 2015 

• 134 patients were enrolled 

(EMERGE study). 

• Prior bortezomib 100% 
• Refractory to bortezomib 60% 

• Prior intensive therapy 33% 

• Median age of 67 years and 

median of 4 prior therapies.  

• The ORR was 28% (7.5% CR)  

• Median DOR of 16.6 months.  

• Median PFS was 4 months  

• Median OS was 19.0 months.  

Efficacy of Lenalidomide in Relapsed Mantle Cell Lymphoma  



SPRINT: Lenalidomide vs. IC 

Better PFS, no difference in OS 

Trneny et al. The Lancet Oncology 2016 17, 319-331 



Question: Does lenalidomide work after ibrutinib? 

Wang, Martin, et al. ASH 2016  
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Answer: Lenalidomide works after ibrutinib,  

but not overwhelmingly well 

Wang, Martin, et al. ASH 2016  

But sufficient for EMA approval on 2/28/16  



Lenalidomide plus rituximab 

Prior R-hyperCVAD – 85% 

Prior bortezomib – 27% 

Prior ASCT - 11% 

5/11 rituximab-refractory vs. 22/33 rituximab sensitive 

patients responded. 
Wang et al. Lancet Oncol 2012; 13: 716–23 

Median PFS 11.1 mo 

Median DoR 18.9 mo 

Median OS 24.3 mo. 



CALGB 50501: Lenalidomide Plus Bortezomib 

A Negative Trial 

 

Morrison et al. Leuk & Lymphoma 2015 



Doses N ORR/CR Notes 

Cheson B 90mg/m2 x 2 

R 375 mg/m2 x 1 

L 20 mg x 21/28 

20 

All r/r 

MCL, n=1 

35%/25% Not worthy of 

further study 

Hitz B 70mg/m2 x 2 

R 375 mg/m2 x 1 

L 10 mg x 21/28 

N=41 

n=28 r/r 

MCL, n=1 

 

61%/37% 

55%/32% 

14/41 completed 6 

cycles 

2 died with sudden 

death 

Zaja B 70mg/m2 x 2 

R 375 mg/m2 x 1 

L 10 mg x 14/28 

 

N=42 

All r/r 

All MCL 

79%55% Median PFS 20 

mo. 

71% G3-4 ANC 

Bendamustine, Rituximab, Lenalidomide 

Cheson BJH 2015 

Hitz et al. BJH 2016 

Zaja et al. Haematologica 2017 



Ibrutinib-Lenalidomide-Rituximab in Patients with 
Relapsed/Refractory Mantle Cell Lymphoma: First Results from 
the Nordic Lymphoma Group MCL6 (PHILEMON) Phase II Trial  
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• R2 induction schedule adapted from Ruan et al, NEJM 2015 
• Len 15 mg d 1-21, 28 days cycle, up to 12 months 
• Eligible: R/R MCL, ≥1 rituximab regimen, no age limit 
• Primary endpoint: ORR 
• Aim: to improve ORR in R/R MCL, compared to single agent 

ibrutinib  
Jerkman et al. ASH 2016 



AEs (359 cycles) 
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• Atrial fibrillation in 3 pts (6 %) 
• Creatinine elevation in 11% 

 
• Grade 3 rash in 13% 
• Guillain-Barré syndrome in 1 pt 
• Grade 3 Liver GVHD in 1 pt 

 
• No toxic deaths 
• No secondary malignancies 
 



Response 

All patients No previous 
ibrutinib 

Previous ibrutinib Single ibrutinib 
Wang NEJM 2013 
 

N=42 % N=39 % N=3 %  N=111 

ORR 37 88 35 90 2 67 68 

CR 27 64 27 69 0 0 21 

PR 10 24 8 21 2 67 47 

No response 5 12 4 10 1 33 20 

• PET-CT performed to confirm a CR, or at the time of maximal tumor reduction.  
• 8 patients not evaluable 



PFS according to TP53 mutation 

p=0.49 

No TP53 mut (n=38) 

TP53 mut (n=11) 

Eskelund C et al, ASH 2016 
 Abstract 1095, Dec 5, 17:00, Room 5AB 

NORDIC MCL2/3 NORDIC MCL6 PHILEMON 
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Rituximab  
375 mg/m2 

Lenalidomide 20 mg 
Days 1-21 q28 

Time (months) 

2 3 4 5 6 7 8 9 10 11 12 

Frontline Lenalidomide Rituximab Appears Promising 

Ruan J et al. N Engl J Med 2015;373:1835-1844. 

POD 

N=38 

Age 65 years 42-86 y 

MIPI Low 13 

Int 13 

High 12 

Ki67 <30% 26 

>30% 8 

RR CR 61% 

PR 26% 

SD 3% 

PD 5% 



Progression following non-traditional regimens may 

have unique outcomes 
• 8 patients progressed 

o 3 with primary refractory disease, 5 with responders (2 CR, 3 PR) 

o 4 had re-biopsy with no significant change in Ki67 

o 7 responded to subsequent therapy 

 

 

Ruan J et al. N Engl J Med 2015;373:1835-1844. 



Non-traditional regimens have unique side effect 

profiles 

Figure S3. QOL by FACT-Lym 

Ruan J et al. N Engl J Med 2015;373:1835-1844. 



Conclusions 

 Lenalidomide has clear activity in MCL but it’s utility post-ibrutinib is limited. 

 Lenalidomide-based combinations (e.g., lenalidomide + ibrutinib) might have a 

role in some patients. 

 Lenalidomide/rituximab may have a role in previously untreated patients. 

 Lenalidomide/rituximab is associated with immune mediated adverse events as 

well as cytopenias, both of which may limit utility in some patient populations.  


