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INQUADRAMENTO EPIDEMIOLOGICO
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Estimated new cancer cases by sex,

United States, 2014

Males Females

Prostate 233,000 2T% Breast 232 670 29%

Lung & bronchus 116,000 14% Lung & bronchus 108,210 13%

Colorectum 71,830 8% Coloractum 65,000 8%

Urinary biaddar 56,390 7% Utarina corpus 52 B30 6%

Metanoma of the skin 43,880 5% Thiroid 47,7890 6%
Kidney & renal pehvis 49,140 5% Man-Hadgkin lymphoma 32 530 4% |

Nan-Hodgkin ymphoma 38,270 4% Melancma of the skin 32.210 4%

Oral cavity & pharnynx J0,220 4% Kidney & renal pelvis 24 780 3%

Leukamia 30,100 4% Fancraas 22 830 3%

Liver & intrahapatic bile duct 24 600 I Laukamia 22 280 3%

All Sites 855,220 100% All Sites 810,320 100%

Siegel R, Ma J, Zou Z, Jemal A. Cancer J Clin. 2014; 64(1):9-29



World map of the estimated age-standardized incidence rates
(per 100,000 WHO world standard population) of non-Hodgkin
and Hodgkin lymphoma

<3.7 <5.2 M <66 W <83 W <204
International Agency for Research on Cancer

7y World Health
2% Organization




NUMBERS OF NEW CASES AND AGE-SPECIFIC INCIDENCE RATES

BY SEX, NHL, UK 2013-2015
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Distribuzione del tipl di tumore piu freguenti nei casi prevalenti

In ltalia nel 2018 per. sesso

o}

Tumore N. % Tumore N. %
Prostata 457902 30 Mammella 799196 43

" | Colon-retto-ano 244046 16 | Colon-retto-ano 226652 12
B Vescica 212326 14 B Tiroide 155995 6
B Rene,vieurinarie 81603 5 B Utero corpo 114485 5
— Linfora n. H. 73570 5 Cute (melanomi) 82066 4
Cute [melanomi) 73076 5 > Linfoma n. H. 67681 4
Polmone 67405 4 Vescica 07196 3

I Testicolo 51062 3 I Utero cervice 56063 3
B Leucemie 45198 3 B Ovaio 50032 3
B Tiroide 44582 3 B Rene, vie urinarie 43858 2
Altri 180388 12 Altri 184185 10

juone S

;



Incidenza nella casistica Bresciana

N.nuovi Pazienti per anno
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PAZIENTI CON ETA > 80 ANNI

DLBCL NELLA CASISTICA BRESCIANA
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WHO Classification of Lymphoid Neoplasms
2016 WHO classification of Lymphoma
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WHO Classification of Lymphoid Neoplasms
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The Frequency of Various NHL Subtypes

Mantle cell (6%)

Follicular (22%
Peripheral T cell (6%) (22%)

Other subtypes with a
frequency <2% (9%)
Small lymphocytic

7 (6%)

Composite
lymphomas Marainal

! y_— Marginal zone,
(13%) B cell, MALT type (5%)

\I\/Iarginal zone,

_ B cell, nodal type (1%)
Diffuse large

0
B cell (31%) Lymphoplasmacytic

Armitage. J Clin Oncol. 1998;16:2780.



Neoplasie del sistema emolinfopoietico
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Struttura del linfonodo normale e

zona di origine deil linfomi non Hodgkin a cellule B

| Linfoma marginale/MALT
. |
Linforna manteliare APIPMALT
I Follicolo linfonodale
Bci-1 : J sy
Lona maminaia
= Plasmacellule

® ® e o trobiast e Linfociti B-memoria

0
®
53

Mutazioni somatiche ig
/ B ci-2

Linfoma diffuso a grandi cellule B ~— p53 Linfoma follicolare

Linfoma di Burkitt




FATTORI DI RISCHIO

Agenti infettivi:

> che causano un'immunostimolazione cronica: HP, campilobacter,
clamidia psittaci, borrelia, HCV

> che indeboliscono il Sistema Immunitario: HIV, HTLV-1, EBV, HHVS8

Malattie autoimmuni:
> flogosi cronica con reiterato stimolo del sistema immunitario

» riduzione dell'immunosorveglianza: secondaria alla patologia o
iatrgena (DMARDS)

Immunodepressione:

> PTLD
> Linfomi HIV correlati
> Terapie immunosoppressive

Protesi mammarie

Farmaci chemioterapici, MTX-LPD, radioterapia



Regression of B-cell gastric lymphoma lymphoma

after HP. eradication

Lancet. 1993 Sep 4;342(8571):575-7.

Regression of primary low-grade B-cell gastric lymphoma of mucosa-associated lymphoid tissus
type after eradication of Helicobacter pylori.

Wotherspoon !—‘«{31, Doglioni C, Diss TC, Pan L, Moschini A, de Boni M, lsaacson PG.

J Natl Cancer Inst. 1997;89(18):1350-1355
Cure of Helicobacter pylori Infection and Duration of Remission of Low-Grade Gastric Mucosa-

Associated Lymphoid Tissue Lymphoma
Neuberger et al.

Table 1. Clinical, histologic, and demographic data on 50 patients with low-grade gastric MALT lymphomas who were treated to eradicate infection with
Helicobacter pylori*,t

Complete remission Partial remission No change
(n = 40) (n=4) (n = 6)
Previous Previous Previous
study New Total study New Total study New Total

No. (%) 241 (73) 16 (94) 40 (80) 3L 1(6) 4(8) 6 (18) 0(0) 6(12)
Female/male 11/13 7/9 18/22 2/1 01 2/2 2/4 0 2/4
Median age, y (range) 57.5 (31-74) 67.5(39-77) 61(31-77) 37(34-84) 60 48.5(34-84)  47.5(35-78) 0 47.5 (35-78)
Tumor stage (by histology)§

El 24 16 40 3 0 3 3 0 3

=E] 0 0 0 0 1 1 3 0 3
Endoscopic appearance

Tumor 14 9 23 2 0 2 2 0 2

Ulcer 7 6 13 0 1 1 2 0 2

Mucosal erosion 1 0 1 0 0 0 0 0 0

Atypical mucosa 2 1 3 1 0 1 2 0 2
Tumor size, cm (range) 2.5 (1-10) 3(1-8) 3 (1-10) 4(2-5) 1 3(1-5) 5(2-8) 0 5(2-8)




HCV and Lymphoproliferation

Direct/indirect/others?
HCV-induced

(BAFF)  binding | proteins| infection '

t(14;18)/others?
Bcl-2 overexpression

>

B-cell apupﬁs inhibition
V’

+ prolonged B-cell survival

environmental factors

Mlx{:d cryughhulm{'rnlﬂ ,

‘5—

{ Genetic and/or

Dependence on antigenic stimulation

Zignego et al. Clin and Develop Immunology 2012



Assoclazione tra HCV e NHL

Studi epidemiologicl

Studi di coorte, prospettici (8 studi):
* sviluppo di linfoma in coorti di soggetti HCV+ seguiti nel tempo
* eccesso dirischio di NHL x2 in 3 studi

Ohsawa 1999, Waters 2005, Amin 2006, Franceschi 2006, Giordano et al. 2007

Studi caso-controllo (37 studi): .

“Europe
& Amencas

* confronto prevalenza HCV+
in pazienti NHL vs controlli sani

* (Odds ratio (OR) x2 nell’80% degli studi
+ Italia: OR 3.1 (NHL indolenti 2.3 ; NHL aggressivi 3.5); | KTGcN

Mele et al, Blood 2003

Asia
8 Africa
“ Australia




Antiviral treatment in patients with indolent B-cell
lymphomas associated with HCV infection: a study
of the Fondazione Italiana Linfomi

L. Arcaini’-2, D. Vallisa®, S. Rattotti2, V. V. FerrettiZ, A. J. M. Ferreri4, P. Bernuzzi®, M. Merli®,
M. Varettoni2, A. Chiappella®, A. Ambrosetti’, A. Tucci?, C. Rusconi®, C. Visco'?, M. Spina'?,
G. Cabras'?, S. Luminari'2, M. Tucci'#, P. Musto!9, M. Ladetto'®, F. Merli'?, C. Stelitano8,
A. d'Arco', L. Rigacci??, A. Levis?!, D. Rossi?2, P. Spedini??, S. Mancuso??, D. Marino?2,

R. Bruno26-27 L. BaldiniZ® & A. Pulsoni=?

Annals of Oncology 25: 1404-1410, 2014

_ PFS

100 pazienti g N
(prima linea) E 1.75 -
E
SN | b
2
5 0254
44 RC 33 RP £
% : ”

Time (Years)

Lymphoma response was related to achievement of HCV-RNA clearance (P 0.003)



Terapia antivirale nei linfomi indolenti HCV+

Linee guida
ESMO Consensus 1.11 Consensus statement
guide“nes In pat?cnts WiFh, NMZL or SMZL al‘1d -:on-furrcnt HC \‘L,mlated
chronic hepatitis who do not need immediately conventional

marglnal zone Iymphoma treatment of lymphoma, antiviral treatment with pegylated
Dreyling et al, Ann Onc 2013  interferon and ribavirin should be considered as first treatment

National ~+According to the American Association for the Study of Liver
NCCN Comprehensive  pisaages, combined therapy with DAA should be considered in
R Cancer asymptomatic patients with HCV genotype 1 since this therapy

Newwork” I can result in regression of lymphorma.

Terapia antivirale
terapia standard di 12 linea nei pazienti affetti da iNHL

HCV+ asintomatici (che non necessitano di terapia anti-
linfoma convenzionale immediata) [
I



Breast Implant-Associated Anaplastic Large Cell
Lymphoma
A Systematic Review

Ashley N. Leberfinger, mp1. Brittany J. Behar, MD': Nicole C. Williams, MD, MBAZ; et al

From the first documented case in August 1997 through January 2017

A total of 93 cases have been reported in the literature

The underlying mechanism is thought to be due to

chronic inflammation leading to malignant transformation of T cells
that are anaplastic lymphoma kinase (ALK) negative and CD30 positive.
Chronic bacterial biofilm infection is emerging as the likely culprit of
lymphocyte activation.

JAMA Surg. 2017;152(12):1161-1168



Breast implant associated ALCL

* Both saline and silicone filled
implants

= FIEROUS CAPSULE

* Median interval from implant to the
lymphoma 10 yr

— LYMPHOMA CELLS

#*é LYMPHOMA CELLS WITHIN EFFUSION FLUID
=

* Trt: removal of the implant and
capsule.

* If invasion through the
capsule:systemic chemotherapy




PRESA IN CARICO

» Diagnosi
» Stadiazione
> Valutazione dei fattori prognostici

» Terapia



Analisi
Immunoistochimica

Esame clinico

ematochimici [/

Diagnosi

Biopsia integrata
=Same microscopico dei linfomi S
morfologico el linfomi Biologia

molecolare




Clinical impact of recurrently mutated genes on lymphoma

Category Gene mutations
l. Immediate impact TP53 mutations (exons 4-10) in CLL
on patient care
2. Diagnostic impact MYD88“** mutation in WM/LPL
BRAF™* mutation in HCL
KLF2 mutations in SMZL
ID3 and TCF3 mutations in BL

STAT3 mutations in LGLL
RHOA, TET2, IDH2 and DNMT3A mutations
in AITL and other T,-derived PTCL

3. Prognostic impact CLL: TP53,ATM, BIRC3, NFKBIE, NOTCHI, SF3B1
MCL: TP53, NOTCHI, NOTCH2 mutations
SMZL: NOTCH2, TP53 mutations
DLBCL: TP53 mutation & MYC translocation
NKTCL: DDX3X mutations

4. Potential clinical impact Therapy response to BcR inhibitors:
in the near future WM: MYDSS, CXCR4 mutations
DLBCL: CD79B mutations (responsive)
CARDII, MYD88 mutations
(non-responsive)
Resistance to BeR inhibitors:
BTK™*, PCLG2 mutations
New inhibitors under development:
EZH2, SF3B1 & NOTCHI

Rosenquist et al. Haematologica 2016 Volume 101(9):1002-1009




Stadiazione

TAC tap, PET,
BOM, ORL
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Terapia

158 WF or F/F
FOGR2A

Poor
Cell Death

Efficient

v

Dar'Dzza 8, ef al. Cancer Research, 2004, BE4664-4669.

BCR

G5-9973

lbrutinib
acalabrutinib

Idelalisib
Duvelisib

LAKT |
mTOR



Outcome of indolent and aggressive lymphoma
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