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“We’re all mutants, basically. It’s hard to find a wild 
type.”

Sydney Brenner (2008)
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Insights into antiviral signalling, 
self / non-self discrimination and the 

basis of ‘complex’ 
autoinflammatory / autoimmune 

disease states









Human type I interferonopathies

Monogenic disorders in which an 
upregulation of a type I interferon 
response may be directly relevant to 
disease pathogenesis 



Human type I interferonopathies

An hypothesis
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1. Self ‘waste disposal’ 
2. Self ‘marking’ 

3. Compartmentalisation
4. Changes in sensing thresholds
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Nucleic acid driven inflammation





STING Necker cohort (N = 16) Literature (N = 17 
published)

Not published

Biologics (number of 
the patients treated)

7/16 
anti cytokines: 5

anti TNFa: 3
anti IL1: 2
anti IL6: 3

6/17
anti cytokines: 6

anti TNFa: 6
anti IL1: 1
anti IL6: 1

 
anti cytokines: 3

anti TNFa: 2
anti IL1: 1
anti IL6: 1
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February 2016 (5 months of treatment) 

August 2016 (11 months of treatment) 







The conceptual distinction between self and non-
self breaks down when considering endogenous 

retroelements
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