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Mantle cell lymphoma (MCL)

• About 6% of non Hodgkin’s lymphomas

• Predominantly elderly (>60), male patients

• Advanced Ann Arbor stage

• Extranodal involvement (bone marrow, 
gastrointestinal tract, liver, spleen)



Model Of Molecular Pathogenesis of MCL

Jares et al, JCI 2012

Swerdlow SH et al, Blood 2016

SOX11+

U-IGHV

SOX11-

M-IGHV

High proliferation

TP53 mutations

BCR signaling

t(11;14)



MCL, cytological variants
classic

blastoid

small cell

pleomorphic



MCL, WHO 2016, «in-situ MCL»

in situ mantle zone

growth pattern



Hemasphere, 2020



Blastoid variant

• Blastoid variant (BV) predominantly involves men 
in their sixth decade, has frequent extranodal
involvement (40–60%), stage IV disease and 
central nervous system (CNS) involvement.

• Diagnosis relies on morphological features and 
is challenging.

• Immunophenotyping may display CD23 and CD10 
positivity and CD5 negativity in a subset.

• Mitotic index is frequently high and TP53 often
mutated

• BV responds poorly to conventional chemotherapy 
and has a short duration of response.



PFS according to blastoid vs. nonblastoid cytology, and diffuse 

vs. nondiffuse growth pattern.

Hoster E et al, JCO 2016



PFS according to Ki-67 index (<30% vs. ≥30%) among patients 

with

nonblastoid and blastoid MCL. 

Hoster E et al, JCO 2016



Pleo versus Blastoid

Jain P et al, Blood Advances 2020
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Pleomorphic and 

small cell

can coexist in the 

same

patient

Blood Work, 2019



Kandoth C et al, Nature 2013

Mutational landscape and significance across 

12 major cancer types





Beà et al. Proc Natl Acad Sci U S A. 2013
Zhang et al. Blood 2014

TP53 and genes recurrently mutated in MCL

Slotta-Huspenina J et al, Haematologica 2012

P53 mutated



Classic and nn-MCL have similar TP53 mutation 

frequency

Clot G et al, Blood 2018



Haldosdottir et al, Leukemia 2011

Delfau-Larue, Blood 2015

P53 disruption and survival

Retrospective series

Prospective series

P53 mutations 7-22%

P53 deletions 20-32%



KMT2D mutations and TP53 disruptions are poor prognostic 

biomarkers

Ferrero S et al, Haematologica 2019

P53 mutations 8%

P53 deletions 13%

KMT2D mut/del 14%



Tam CS et al, NEJM 2018



Response, PFS with Ibrutinib-Venetoclax

Median follow-up 15,9 months

Tam CS et al, NEJM 2018

Response at wk 
16

N (%) N (%)

CR 10 (42) 15 (62)

PR 4 (17) 2 (8)

PD 3 (12) 4 (17)

CT-scan PET

12 patients TP53 mut/del

6 (50%) had CR

5 (42%) progression free for 13-20 m



Flow Chart: standard treatment has to be 

individual
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