


V(D)J - SIGNAL JOINT Reaktivitat:
Neuer Mechanismus der Onkogen-Aktivierung

* Nebenprodukt der normalen B- und T-Zell Reifung

* Vermehrte V(D)J-Rekombination durch Antigen-Kontakt
- chronische Infektion (Hep.C, Helicobacter p.)
- Autoimmunerkrankungen (Sjogren S.)

* Erhohtes Risiko fur maligne Transformation durch
chronische Antigen-Stimulation !

Kommentiert in:
Roth D. Nature Rev Immunol 2003 Vanura K,..., Jager U. PLoS Biology 2007
Lieber M. Nature Rev Mol Cell Biol 2003 Le T,..., JAger U. In preparation.




Genetics In CLL:
Host, tumor and microenvironment
Interactions

Familial disposition
SNPs....

Chromosomal aberrations Cell-cell interaction
Somatic mutations.... Soluble mediators
Immune cells....
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A genome-wide association study identifies six

susceptibility loci for CLL

DiBernardo MC et al.Nat Genet. 2008 Oct;40(10):1204-10

* genome-wide association study of 299,983 tagging SNPs CLL
1,529 cases and 3,115 controls
 identified six previously unreported CLL risk loci at

2013 (rs17483466; P = 2.36 x 10(-10))

2037.1 (rs13397985, SP140; P =5.40 x 10(-10))
6p25.3 (rs872071, IRF4; P = 1.91 x 10(-20))
11924.1 (rs735665; P = 3.78 x 10(-12))

15023 (rs7176508; P = 4.54 x 10(-12))

19913.32 (rs11083846, PRKD2; P = 3.96 x 10(-9)

First evidence for the existence of common, low-penetrance susceptibility
to a hematological malignancy and new insights into disease causation in CLL.
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