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IUIS classification of PIDsFrom KANAZAWA J Dermatol Sci 2012



IUIS classification of PIDs



Diagnosis at molecular level
• Unequivocal diagnosis  

• Accurate genetic counseling  AR vs AD

Selection of gene (s) to evaluate



Screening for prevalent mutations
in all possible genes is not recommended

Differential diagnosis of hereditary autoinflammatory syndromes starts with a 

good clinical examination. Mutations from autoinflammatory genes (other than 

the initially suggested) occur as often in periodic fever patients as in the 

general population. from Simon et al Rheumatology 2006

Molecular diagnosis has low efficiency, thus elevated costs: 

in patients with clinical manifestations, the rate of detection of mutations is
usually < 20%

the clinical manifestations of the 3 disorders are largely overlapping

from Gattorno et al Arthritis & Rheumatism 2008

from Guidelines for the genetic diagnosis of HRF
Shinar et al  Ann Rheum Dis 2012



Validation of HRF sequence variants
Disease-causing vs low-penetrance mutation

Some mutations highly represented in particular 
ethnic groups

Touitou J Med Genet 2013



Diagnostic score for molecular studies

Gattorno et al Arthritis & Rheumatism 2008



Grandemange et al 

Genes and Immunity 2011

Schematic representation of MEFV and
sequence variants



MEFV sequence variants in ArgentinaScreening for the set of the most common mutations and detection of a single 

mutation appears to be sufficient in the presence of clinical symptoms for the 

diagnosis of FMF. from Booty et al Arthritis Rheum 2009 60:1851-1861.

from Touitou I J Med Genet 2013



MEFV sequence variants in Argentina



MVK gene in Argentina
Screening I268T + V377I (exon 9 and exon 11)
Since 2011                exons 2, 3, 4, 5, 6, 7, 8, 9, 10 and 11

Screening exons 2, 3 and 4
Since 2012                 exons 2, 3, 4, 5, 6, 7, 8, 9 and 10

TNFRSF1A gene in Argentina

MVK TNFRSF1A



Guidelines for the genetic diagnosis of HRF
from Y Shinar, L Obici, I Aksentijevich, B Bennetts, F Austrup,  I Ceccherini, J M Costa, A De 

Leener, M Gattorno, U Kania, I Kone-Paut, S Lezer, A Livneh, I Moix, R Nishikomori, S Ozen, 
L Phylactou, L Risom, D Rowczenio, T Sarkisian, M E van Gijn, M Witsch-Baumgartner, M 
Morris, H M Hoffman, I Touitou
Ann Rheum Dis 2012;71:1599–1605.
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