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Mantle Cell Lymphoma 

Cytology 

Typical 
(Classic) 

Blastoid 
(Blastic) 

 small to medium-sized Ly 
with scanty cytoplasm, 
irregular nuclei, condensed 
chromatin. Rarely round 
nuclei (mimicking CLL), or 
abundant pale cytoplasm 
(mimicking Marginal Zone 
Lymphoma) 

Classic Blastoid Variant:  
 medium-sized Ly with 
scanty cytoplasm and 

round nuclei with finely 
dispersed chromatin and 

high mitotic index 

Pleomorphic Blastoid 
Variant:  

 heterogeneous large cells 
with irregular cleaved 

nuclei, finely dispersed 
chromatin, small distinct 

nucleoli 
 

Nodular / mantle diffuse 
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A New Prognostic Index (MIPI) for Patients with 
AdvancedStage Mantle Cell Lymphoma 

 

    Based on data of 455 patients with advanced stage MCL from three randomized trials  
Hoster E, GLSG & European MCL Network.Blood First Edition Paper, prepublished online October 25, 2007 

IPI FLIPI 

MIPI (età, EGOG, LDH, GB) MIPI b ( + Ki 67%) 





• Nonostante buoni od ottimi 
risultati raggiunti con i trattamenti 
aggressivi incluso auto o 
allotrapianto nel 2016 non si è 
ancora raggiunto un plateau nella 
curva di sopravvivenza che 
continua a cadere anche opo dieci 
anni dalla remissione 
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Maintenance therapy with rituximab leads to a significant prolongation of 
response duration after salvage therapy with a combination of rituximab, 

fludarabine, cyclophosphamide, and mitoxantrone (R-FCM) in patients with 
recurring and refractory follicular and mantle cell lymphomas: results of a 

prospective randomized study of the German Low Grade Lymphoma Study 
Group (GLSG) 

 

Forstpointner et Al BLOOD, 2006; 108: 4003 
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PLRG study: Zevalin consolidation of MCL 1st line therapy (II) 
Event Free Survival 

Jurczak W. et al., Haematologica 2006; 91: #0188 
Updated Blood 2006;108:#2747 
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Lenalidomide 

Histology n ORR, % PFS, Mos 
DLBCL 108 28 2.3 
Mantle cell 57 42 5.7 
Follicular (grade 3) 19 42 6.3 
T-cell 33 45 4.6 

§  ORR in patients with previous SCT: 37% (27/73) 

§  Grade 3/4 neutropenia: 41%; thrombocytopenia: 19% 

Witzig TE, et al. ASH 2009. Abstract 1676. 
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Lenalidomide 

•  Treatment: lenalidomide 25 mg 
–  PO QD on Days 1-21 every 28 days; continue for 52 

wks 

•  Patients with relapsed/refractory MCL: N = 39 
–  Median age: 66 yrs (range: 33-81) 
–  Median number of previous therapies: 3 (range: 1-8) 

•  23% (9/39) had previous bortezomib therapy 

Zinzani PL, et al. ASH 2008. Abstract 262. 
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Lenalidomide 

Patients, 
n 

Events, 
% (n) 

Censored, 
% (n)  

Median PFS 
Days (95% CI) 

39 49 
(19) 

51 
(20) 

216  
(75-344) 

PFS Response 
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•  25 mg of lenalidomide PO 
QD on Days 1-21 of every 28-
day cycle 

•  Median age: 66 yrs 
•  N = 14 
•  ORR: 57% 
•  CR/CRu: 21% 
•  PR: 36% 
•  SD: 7% 

Grade 3/4 Adverse Events, % 
Neutropenia 50 
Thrombocytopenia 43 
Anemia 21 
Fatigue 21 
Leukopenia 21 

Reeder CB, et al. ASH 2008. Abstract 1560.  

Lenalidomide in MCL Patients Previously Treated With Bortezomib 
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Long-term follow-up of lenalidomide in relapsed/refractory mantle cell lymphoma: 
subset analysis of the NHL-003 study P. L. Zinzani et Al  Ann Oncol 2013 



V/V	
  high	
  affinity	
  polimorphysm	
  

V/F	
  low	
  affinity	
  polimorphysm	
  

Lenalidomide	
  induce	
  upregula8on	
  of	
  both	
  low	
  and	
  high	
  affinity	
  polimorphysm	
  	
  
FcyRIIIa	
  	
  +	
  induce	
  CD20	
  polimeriza8on	
  at	
  cell	
  surface	
  

Proposed Mechanism for enhanced ADCC in pts with 
FL treated with R2, and the effect of FCgRIIIa 

polymorphism 

Dutia et al, ICML 2011; abstract  306 



Ramsay, Blood 2009 

Lenalidomide ripristina le sinapsi nel FL 
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PI3k 

AKT 

mTOR 

BAD 
NFKB 

Inhibit apoptosis 

Cell growth 

HIF1-α 

Glycolytic enzymes 

PTEN 

S6K1 

4E-BP1 

mTOR/AKT Pathway 
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Temsirolimus 175 mg/wk x 3 
then 25 mg/wk 

R 
A 
N 
D 
O 
M 
I 
Z 
E 

MCL confirmed locally 
Relapsed/refractory to 
2-7 previous therapies 

Required: 
 Rituximab 

 Anthracycline 
 Alkylating agent 

 
(N = 162) 

§  Temsirolimus treatment to continue until progression, 
death, or unacceptable toxicity 

§  Primary endpoint: PFS 

Investigator’s choice  
single agent 

Temsirolimus 175 mg/wk x 3 
then 75 mg/wk 

Hess G, et al. J Clin Oncol. 2009;27:3822-3829. 

Phase III Trial in MCL: Temsirolimus vs Investigator’s Choice 
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Bortezomib for the treatment of mantle cell lymphoma: an update 
Bryan Hambley Ther Adv Hematol 2016 
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Bortezomib for the treatment of mantle cell lymphoma: an update 
Bryan Hambley Ther Adv Hematol 2016 
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Bortezomib: upfront cytarabine-based, transplant, and maintenance post-transplant regimens. 



Phase II study of VcR-CVAD with maintenance rituximab for untreated mantle cell lymphoma: 
an Eastern Cooperative Oncology Group Study Chang JE et AL Blood 2014  
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Phase II study of VcR-CVAD with maintenance rituximab for untreated 
mantle cell lymphoma: an Eastern Cooperative Oncology Group Study 

Chang JE et AL Blood 2014   
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Phase II study of VcR-CVAD with maintenance rituximab for untreated mantle cell lymphoma: 
an Eastern Cooperative Oncology Group Study Chang JE et AL Blood 2014  
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Phase II study of VcR-CVAD with maintenance rituximab for untreated mantle cell lymphoma: 
an Eastern Cooperative Oncology Group Study Chang JE et AL Blood 2014  



Cost-effectiveness analysis of bortezomibin combination with 
rituximab,cyclophosphamide, doxorubicin, vincristineand 

prednisone (VR-CAP) in patients with previously untreated mantle 
cell lymphoma  Marjolijn van Keep BMC Cancer (2016) 
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R-FVMy 

CR / PR 

ZEVALIN 
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18 /21 (86%) hanno completato il trattamento 

3 decessi : 2 x sepsi, 1 x insuff epatica (pz con cirrosi HCV+) 

8/9 pts in CR  

+ 1/3 PR consolidati 
con Zevalin 

21 pts affetti da MCL 

16 pretrattati 

5 fragili 



Targeting BTK with Ibrutinib in Relapsed or Refractory 
Mantle-Cell Lymphoma  Wang ML et Al NEJM 2013 
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BKT inhibitor is a highly active new 
agent showing durable singleagent 
activity in relapsed and refractory 
mantle cell lymphoma. 

The favorable toxicity profile 
suggests that ibrutinib provides the 
opportunity for treatment with less 
intensive and more effective 
regimens than those currently 
available 



Ibrutinib in mantle cell lymphoma patients: 
glass half full? Evidence and opinion   

Deborah M. Stephens and Stephen E. Spurgeon  Ther Adv Hematol 2015 
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Ibrutinib in mantle cell lymphoma patients: 
glass half full? Evidence and opinion  Deborah 

M. Stephens and Stephen E. Spurgeon  Ther Adv Hematol 2015 
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Temsirolimus vs Ibrutinib relapsed / resistant MCL  
ASCO 2016 Dreyling et al 

•  phase III randomized trial  
•  280 patients in < 1 year 
•  response rate was 72% with ibrutinib vs 40% 

with temsirolimus 
•  median progression-free survival was 14.6 vs 6.2 

months. Median duration of response was not 
yet reached for ibrutinib 

•  response of ≥ 18 months occurred in 58% of 
ibrutinib responders vs 20% of temsirolimus 
responders 
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Ibrutinib in Relapsed Mantle Cell Lymphoma 
Mitchell R. Smith 2016 

•  Ibrutinib is a marvelous addition to mantle cell 
lymphoma treatment options. There remains 
room for improvement, however, as mantle cell 
lymphoma in one of three patients does not 
respond to ibrutinib, and with median follow-up 
of 20 months fewer than 50% of patients remain 
on ibrutinib therapy.  
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