EVENTO FAD 2 OTTOBRE 2020

LINFOMI
AGGRESSIVI:

Questioni Aperte

e

Linfomi Mantellari: focus sulle varianti istologiche
e sulle aberrazioni genetiche

Carlo Visco, Verona




EVENTO FAD

LINFOMI
AGGRESSIVI:

uestioni Ap&r‘f&

2 OTTOBRE 2020

k
Disclosures of NAME SURNAME
Company Research Employee Consultant Stockholder Speakers Advisory Other
name support bureau board
Janssen \' \'} VvV
Gentili Vv \'
Roche \"

AbbVie Vv Vv \'




Sommario

Breve inquadramento della patogenesi

Varianti citologiche e morfologiche
Impatto clinico

Alterazioni genetiche e molecolari
Impatto clinico



Mantle cell ymphoma (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
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MCL, cytological variants
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-situ MCL»

18

MCL, WHO 2016, «

mantle zone

growth pattern




Mantle Cell Lymphoma of Mucosa-Associated
Lymphoid Tissue: A European Mantle Cell
Lymphoma Network StUdy Hemasphere, 2020
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Blastoid variant

Blastoid variant (BV) predominantly involves men

In their sixth decade, has frequent extranodal
iInvolvement (40-60%), stage IV disease and
central nervous system (CNS) involvement.

IS challenging.
* Immunophenotyping may dis
positivity and CD5 negativity

« Mitotic index is frequently hig
mutated

Diagnosis relies on morphological features and

play CD23 and CD10
INn a subset.

N and TP53 often

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.

— Mon-diff., median=4.5
— Diffuse, median=3.7

p=0.086
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PFS according to Ki-67 index (<30% vs. 230%) among patients
with
nonblastoid and blastoid MCL.

Non-blastoid
— <30%, median=5.3
— >=30%, median=2.4
p < 0.0001
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Pleo versus Blastoid
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Univariate analysis for PFS

Grouping Variable: MIPI
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Mutational landscape and significance across
12 major cancer types
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TP53 mutations in hematological malignancies

* AML 13%
* MDS 19%
* ALL 19%
e CLL 8%
* Bcell Iymphomé 20-25%
* Myeloma 13%

TP53 mutation is associated with poor prognosis

Stengel et al., Leukemia 2017; Lindsley et al., New Engl J Med 2017;
Zenz et al., Int. J Cancer 2017; Chng et al., Leukemia 2007



TP53 and genes recurrently mutated in MCL
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Classic and nn-MCL have similar TP53 mutation

frequency
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P53 disruption and survival

P53 mutations 7-22%
P53 deletions 20-32%

Prospective series

TP53: pooled
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TP53: experimental

— not del, median = 7.0
— del, median=4.1
p = 0.0002

Delfau-Larue, Blood 2015



KMT2D mutations and TP53 disruptions are poor prognostic
biomarkers
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Ibrutinib plus Venetoclax for the Treatment
of Mantle-Cell Lymphoma

Primary
end point

Until progressive disease or unacceptable level of adverse events
T
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Tam CS et al, NEJM 2018



Response, PFS with Ibrutinib-Venetoclax

A Progression-free Survival

Patients Alive and Free
from Progression (%)

No. at Risk
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Flow Chart: standard treatment has to be

individual
Risk definition Treatment
INDOLENT
[NnNMCL, WEW
low tumor burden]
Diagnosis 20%
Clinical
Presentation
| CLASSIC standard
Histopathology [SOX11+] regimens
Biology 50%
HIGH RISK
. SHINE
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