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Hidradenitis suppurativa (HS), also known as acne inversa, is a debilitating inflammatory skin disorder that is
characterized by nodules that lead to the development of connected tunnels and scars as it progresses from
Hurley stages | to 11l. HS has been associated with several autoimmune diseases, including inflammatory bowel
disease and spondyloarthritis. We previously reported dysregulation of humoral immune responses in HS,
characterized by elevated serum total 1gG, B-cell activation, and antibodies recognizing citrullinated proteins.
In this study, we characterized 1gG autoreactivity in HS sera and lesional skin compared with those in normal
healthy controls using an array-based high-throughput autoantibody screening. The Cy3-labeled anti—human
assay showed the presence of autoantibodies against nuclear antigens, cytokines, cytoplasmic proteins,
extracellular matrix proteins, neutrophil proteins, and citrullinated antigens. Most of these autoantibodies were
significantly elevated in stages 111l in HS sera and stage 11l in HS skin lesions compared with those of healthy
controls. Furthermore, immune complexes containing both native and citrullinated versions of antigens can
activate M1 and M2 macrophages to release proinflammatory cytokines such as TNF-a, IL-8, IL-6, and IL-12.
Taken together, the identification of specific 1gG autoantibodies that recognize circulating and tissue anti-
gens in HS suggests an autoimmune mechanism and uncovers putative therapeutic targets.

Jowmnal of investigative Dermatology (2022) 142, 924=935; doi:10.1016/].jid . 2021.07.18
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IMPACT STATEMENT

Psoriatic disease is an immune-mediated inflammatory disease, exhibiting bath autoimmune and
utoinflammatory features. Recent studies have revealed several autoantibodies present in patients with
Ps and PsA, providing evidence of the autaimmune nature to the disease. We present research
suggesting that both traditional and novel autoantibodies can be found in patients with Ps and PsA
and many are associated with disease activity, treatment response, and comorbidities. Uncovering the
autaimmune components of psoriatic disease may deepen our understanding of disease pathogenesis
and aid in diagnosis and therapy.

Receimed 9 April 2018; revised 28 April 2018; editorial decision 20 August 2018; ocespted 21 August 2018 online publish-ahead-of print 17 September 2018

See page 3945 for the editorial comment on this article (doi: 10.1093/eurheartj/ehy410)
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I Exemple de la Maladie de Verneuil
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C. Daniel, Nature Reviews Nephrology, 2019



Autoanticorps
contre des

composants
des NETs

* Angel S. Byrd et al.,
Sci Transl Med
2019;11:eaav5908
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Autoanticorps contre des antigenes
citrullinés dans le sérum des patients HS
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Angel S. Byrd et al., Sci Transl Med 2019;11:eaav5908



Methode pour detecter les anti-CCP

Anti-CCP analysis was done by the Clinical Immunology Laboratory in Johns Hopkins Hospital,
following established chemiluminescent immunoassay protocols (QUANTA Flash CCP3; Inova
Diagnostics) :

» 15 patients sur 21 (71,4 %) sont sous le seuil de positivité (< 20 U/ml)

» 5 patients sur 21 (23,8%) présentent des taux faibles (< 60 U/ml)

* 1 patient sur 21 (4,7 %) présente un taux élevé ( > 1000 U/ml)
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Bead based
Immunoassay

Serum anti-citrullinated protein
antibodies targeting 40 RA-associated
autoantigens were measured using a
bead-based immunoassay on a Bio-Plex
platform

“We developed a novel multiplex
platform for analysis of 17
autoantibodies targeting putative RA
associated autoantigens (and 3 native
protein controls) using a custom Bio-
Plex™ bead-based autoantibody assays
in which antigens are conjugated to
spectrally-distinct beads”

Intra-assay | Inter-assay

CV(n=7) CV (n=14)
Vimentin-CIT 0.9-2.0% 6.2-7.5%
Histone 2B-CIT 1.1-3.4% 5.9-11.6%
Fibrinogen A-

19-2.7% 10.9 -16.9%
CIT
Vimentin (58-

. 6—-6.8% 15.1-19.5%

77) cit3
Fibromodulin

3.0-3.9% 6.0 —10.9%
(295-313)




Patients HS développent des Ac qui
reconnaissent un spectre d’antigenes du soi
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Autoantigen microarray for high-
throughput autoantibody screening
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Formation de CIC qui activent les macrophages a
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Au total dans HS

Activation des cellules B par |la production des NETs lors de la nétose des
PNN dans HS

Production de nombreux auto-Ac qui sont corrélés avec 'activité de |la
maladie

Formation de CIC qui activent les macrophages

» Role dans la physiopathologie de la maladie

» Aucune pertinence clinique a rechercher les Auto-Ac dans HS



Cellules B cutanées dans différentes
pathologies cutanees
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