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NLRP3 Mutation in NOMID/CINCA

Aksentijevich et al, Arthritis Rheum 46:3340, 2002

Aksentijevich et al Arthritis Rheum 56:1273, 2007
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Deficiency of the IL-1 Receptor Antagonist (DIRA) 

Mutations in IL1RN, IL-1 Receptor 

Antagonist Gene

Aksentijevich I et al. N Engl J Med 360:2426-2437, 2009 
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TNFRSF1A Mutations Can Cause 

Dominantly Inherited Periodic Fever
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Behçet’s Disease:

The Classic Triad of Clinical Findings

ls > 10



Association of an IL10 Variant with Behçet’s Disease

Sample Collection # cases # controls

Allele freq 

cases Allele freq ctrls Chi-squared ChiSq P- value Odds ratio (95% CI)

rs1518111 (IL10)  A/G

Discovery - Turkish 1161 1221 0.38 0.30 31.62 1.88E-08 1.41 (1.25 - 1.59)

Replication - Turkish 110 224 0.30 0.31 (0.02) 0.689 0.97 (0.69 - 1.38)

Replication - Middle Eastern 188 163 0.35 0.26 7.15 0.007 1.56 (1.12 - 2.16)

Replication - Greek 107 84 0.40 0.27 7.21 0.007 1.41 (1.26 - 1.59)

Replication - UK Caucasian 120 119 0.31 0.22 4.49 0.034 1.56 (1.03 - 2.34)

Replication - Korean 77 52 0.71 0.66 0.57 0.450 1.23 (0.78 - 2.10)

Replication - Japanese 611 737 0.76 0.67 29.40 5.89E-08 1.60 (1.35 - 1.90)

CMH-Meta-analysis 2374 2600 75.56 3.54E-18 1.45* (1.34 - 1.58)

rs924080 (IL23R/IL12RB2) A/G 

Discovery - Turkish 1213 1275 0.67 0.61 20.71 5.35E-06 1.31 (1.17 - 1.47)

Replication - Turkish 110 220 0.64 0.65 (0.05) 0.818 0.96 (0.69 - 1.35)

Replication - Middle Eastern 165 146 0.65 0.59 2.60 0.107 1.31 (0.94 - 1.81)

Replication - Greek 102 82 0.58 0.58 0.00 0.956 1.01 (0.67 - 1.53)

Replication - UK Caucasian 119 118 0.55 0.53 0.30 0.585 1.11 (0.77 - 1.59)

Replication - Japanese 597 720 0.76 0.70 13.54 2.34E-04 1.39 (1.17 - 1.65)

Replication - Korean 77 54 0.79 0.74 0.72 0.397 1.28 (0.72 - 2.28)

CMH-Meta-analysis 2383 2615 33.62 6.69E-09 1.28* (1.18 - 1.39)

*Breslow-Day Test for Homogeneity of the Odds Ratios: P =0.54 and 0.71, for rs1518111 and rs924080, respectively.

Remmers et al. Nature Genet 42:698-702, 2010
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Schroder and Tschopp, Cell 140:821, 2010

Human and Mouse NLR Family Members



FMF Knockin Mice:  IL-Dependent Inflammation  
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IL-1b Activation Disorders

Masters et al. Annu Rev Immunol 27:621, 2009



Rheumatology 5th edn. 1637-57, 2011

Protein-Misfolding in TRAPS



Kastner et al., Cell

140:784-790, 2010.



Hoebe et al. Nature Immunol 5:971, 2004

Adaptive and Innate Immunity



Kastner et al., Cell

140:784-790, 2010.



Gout as an Autoinflammatory Disease

Martinon and Glimcher JCI

116:2073-2075, 2006



Atherosclerosis as an 

Autoinflammatory Disease

Duewell et al. Nature 464:1357-1361, 2010



MEFV Mutations:  The Case for Selection

Masters et al. Annu Rev Immunol 27:621, 2009
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The Silk Route and Behçet’s Disease



Treatment of 18 NOMID Patients with the IL-1 Receptor Antagonist 
Anakinra

Goldbach-Mansky R et al. N Engl J Med 2006;355:581-592
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Anakinra Treatment of DIRA



IL-1 Inhibition in FMF Amyloidosis

Chae et al PNAS 103:9982, 2006



Type 2 Diabetes Mellitus as an 

Autoinflammatory Disease

Larsen CM et al. N Engl J Med 356:1517-1526, 2007



An Inflammasome Signature in

PFAPA Flares



Anakinra in PFAPA



The NIH Autoinflammatory Cohort
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“It’s a genome world . . . “
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