
Definizione Linfomi 

• Espansione clonale di una cellula linfoide 

bloccata ad un determinato stadio di 

maturazione 

 

• Localizzazione linfonodale, emato-

midollari, extra-linfonodale 
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Schema della differenziazione B-linfocitaria 
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Formazione del centro germinativo 

Epigenetic  

remodelling 



Chromosomal translocations leading to 

proto-oncogene deregulation 
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Consequences of chromosomal translocations  

leading to transcriptional deregulation of proto-oncogenes 
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ALCUNE TRASLOCAZIONI PRIMARIE  

IMPORTANTI NELLA PATOGENESI DEI LINFOMI 
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The t(14;18)(q32;q21) translocation of FL involves 

IGH on chr. 14q32 and BCL2 on chr. 18q21 

 

Courtesy of Professor Gianluca gaidano UPO 



t(14;18) leads to transcriptional deregulation of BCL2, which 

in turn shifts the apoptosis balance toward survival  



 
t(14;18) translocation is insufficient for FL development 

 

t(14;18) is insufficient for the development of FL  

90% of FL have the t(14;18)  

Over-expression of anti-apoptotic BCL2 

 Transgenic mice do not develop FL (McDonnell et al., 1989; McDonnell et 

al., 1991) 

 Healthy individuals carry the translocation (Limpens et al., 1995, 

Dolken et al., 1996; Summers et al., 2001; Roulland et al, 2006) 



An epigenetic ‘addiction’ in FL 

90% of cases had at least one mutation in an epigenetic regulator 

Okosun et al, Nature Genetics 2014 









GC: germinal centre 



SHM: somatic hypermutation; CSR: class switch recombination, Ig: immunoglobulin 











SOX11: promotes tumor angiogenesis and cross-talk between MCL cells and microenvironment 
 SOX1 silencing in a MCL xenograft 
 Balsas P et al Blood. 2017;130(4):501-513 









Linfomi MALT 

• Eziologia infettiva: 

        HP   
           C. Jejuni – immunoproliferative small intestinal disease 

 B. burgdoferi – MALToma cutaneo 

 C. psittaci – linfoma MALT orbitario 

 HCV – linfoma della zona marginale splenico 

 

• Eziologia autoimmune: 
Tiroidite di Hashimoto – linfoma marginale tiroideo 

S. Di Sjogren – linfoma marginale delle ghiandole salivari 
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Principali alterazioni Citogenetico-molecolari 

 

 t (11;18)(q21;q21)  API2-MALT1 

 t (14;18)(q32;q21)  IGH-MALT1 

 t(1;14)(p22;q32)   IGH-BCL10 

 t(3;14)(p13;q32)  IGH-FOXP1 
 

 Aneuploidie dei cromosomi 3, 7, 12, 18 
 

 



Genetic pathways leading to MALT NHL 

HP+ 

Chronic inflammation 

Others (?) 

translocations aneuploidy 
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Significance of translocations 
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Role of chronic inflamation and translocations in the pathogenesis of MALT NHL 
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Gastric MALT NHL 

Low grade gastric MALT NHL is usually caused by HP infection. 

 

It is an indolent disease but may become locally 

aggressive, spread, or undergo high grade transformation. 

 

Treatment of the infection cures the disease in ~70% of cases. 

 

Resistant or non-localised disease is treated with 

chemoimmunotherapy (alkylating agents + Anti CD20 Mo Ab 

Rituximab) 

 


