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3. Discussion/Conclusions

While growing evidence over the last years supports a genetic
contribution to SS susceptibility, the majority of genetic
variants seem to have weak or moderate effect (except,
perhaps, for HLA locus), implying an additional role for the
environmental insults such as viruses, hormones, and stress
in disease pathogenesis. Given that the vast majority of these
genetic loci have been also detected as susceptibility factors
in other autoimmune disorders, shared mechanisms leading
to deregulation of the immune system imply a central role
in autoimmune pathogenesis. Heterogeneity of SS clinical
expression from local disease confined to exocrine glands to
lymphoma development should be always taken into account
when genetic studies are designed, since distinct operating
immune pathways underlie distinct clinical phenotypes. Fur-
ther multicenter efforts exploring genetic, epigenetic, and
environmental interactions are warranted to further clarify
the pathogenesis of the syndrome.
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