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IS THERE ANY ASSOCIATION BETWEEN PSORIASIS AND HS?

* A total of 68,836 patients with psoriasis and 68,836 controls were
included in the study

* The prevalence of HS was increased in patients with psoriasis as
compared to the control group (0.3% vs. 0.2%, respectively; OR,
1.8; 95% Cl, 1.5-2.3; P<0.001)

* In a multivariate analysis adjusting for smoking, obesity, and other
comorbidities, psoriasis was still associated with HS (OR, 1.8; 95%
Cl, 1.4-2.2; P<0.001)

* Patients with coexistent psoriasis and HS were significantly
younger (39.0+£15.7 vs. 42.6+21.2 years; P=0.015) and had a
higher prevalence of obesity (35.1% vs. 25.3%; P=0.001) and
smoking (58.5% vs. 37.3%; P<0.001) as compared to patients
with psoriasis alone

Kridin K, et al. ] Am Acad Dermatol 2018 Nov 28
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Advances in Understanding the Immunological
Pathways in Psoriasis
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Abstrack Psoriasis vulgaris is a chronic, i diabed, & % podygenic skin disarder

affiecting approvimately X% of the popuolation. Ithas a great impact on quality of hfe; paiends afien
expeTierdE depressian, e iety, stigima as well as suiddal behavior Bren though peoriasis is ore of
the most shadied dermatological conditions, the pathogenesis of the disase is still not compleely
elucidated  The complex misractions I-tv-nhm Iirdnl:l:cd]q. l'-l]l’m,'*\u;l...
and mast @lls am mepansible for the histop seem in. psori
The pathogenic model kading to the mdmﬁ-hmmdah
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Look aver the most recent advanes in the immunological pathways invelved in the pathogenesis of
pscmiasis vulgaris.
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1L Introduction
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Identification of Novel Autoantibodies Associated with Psoriatic Arthritis
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Could these molecules be involved in the pathogenesis of
psoriatic arthritis?
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e Several serum autoantibodies
were elevated in psoriasis
patients compared to healthy
controls

 Particularly, IgG
autoantibodies against two
novel antigens, LL37 and
ADAMTSLS.

* Correlated with Psoriasis
Area and Severity Index
(PASI), and reflected
disease progression

* Significantly elevated in
psoriatic arthritis
(PsA)compared to Non-PsA,
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IMMUNOPATHOGENESIS OF HS

Follicular hyperkeratosis Clinical
4
Abscess :
Follicular occlusion <€ formation Suppuration
4
Follicular rupture and spilling of keratin
and bacteria into surrounding dermis
CHRONIC INFLAMMATION
Secondary bacterial colonization <€
I Microbial
& products & Infiltration of immune cells
. . e into surrounding dermis
Chemotactic response Keratinocyte activation through T
l TLRs and IL-1R, mediated by MyD88 I E .
xtravasation
Recruitment of neutrophils, v l AMPs
dendritic cells, Chemokines (e.g. IL-8) Cytokines (e.g. B-defensins,
lymphocytes and phagocytes (e.g. IL-1a,B, TNF-a) cathelicidins and ALPs)
to the sight of inflammation |
| ..
Subclinical

*ALPs, aerolysin-like proteins; NFkB, nuclear factor kappa B; PAMPs, pathogen-associated molecular pathogens; TLRs, toll-like receptors

Nazary M, et al. Eur J Pharmacol. 2011;672:1-8
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GENETICS OF HS: ABERRANT NOTCH PATHWAY SIGNALLING

* These mutations are mainly seen in familial HS with
autosomal dominant inheritance, as well as in some
sporadic cases.

* The gamma-secretase complex study with the largest cohort
included both familial (n=57 unrelated) and sporadic (n=38)
patients revealed mutations in 2.1%

* Recent studies point out that variations in the gamma-
secretase gene complex can explain minority of the HS
cases

Does the autoinflammation play a prominent role in HS
pathogenesis?

NCSTN, nicastrin; PSEN1, presenilin; PSENEN, presenilin enhancer.
1. Andersson ER, et al. Nat Rev Drug Discov. 2014;13:357-378; 2. Pink AE, et al. J Invest Dermatol. 2013;133:601-607
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Article type  : Original Article

Association of Pyrin mutations and Autoinflammation with Complex Phenotype Hidradenitis

Suppurativa: A Case Control Study

Running Head: Pyrin mutaticns in Complex Hidradenitis Suppurativa
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Complex phenotype= (Hurley
stage Ill disease and/or additional
inflammatory symptoms)

Of the patients with complex HS,
38% were positive for pathogenic
variants of MEFV

The odds ratio for carrying a
pathogenic MEFV allele was 2.80
(Cl: 1.31-5.97, p<0.001).

Not only HS in syndromic forms
(PASH, PAPASH) but also severe
HS and HS with additional
inflammatory symptoms belong to
autoinflammatory spectrum
neutrophilic skin diseases
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IS THERE ANY COMMON INFLAMMATORY PATHWAY IN HS
AND PSORIASIS?

* Role of Th17/Treg axis in psoriasis and HS

Naive T cell

TGFB,/IL-6 TGFB,/IL-6
B/ Non-pathogenic

IL-23R

IL-10

IL-17
IL-21

Pathogenic
T17 pathogenic
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The role of interleukin-17 in the pathogenesis of hidradenitis
suppurativa

Yiqiu Yaa', Simon Francis Thormsen?

Affilations: "Department of Dermatology, Bspebjerg Hosplta, Copenhagen, Denmark, “Department of Blomedical Sclences,
University of Copenhagen, Copenhagen, Denmark

Corresponding Authos: Siman Francis Thomsen, Frofessorn MO, PAD Department of Dermatoiogy, Bispebjery Hospital DW-2400
Capenhagen My, Denmark, Tek 45 2613 9538 Bmait: com

Abstract: Introduction:
Hidradenitis suppurativa is a dhronic inflammatory
Hidradeniti b e e

IpE toryski skin condition affecting primarily the adllary,
condition affecting primarily the axillary, perianal, and peranal, and inguinal areas of the body. Hidradenitis
inguiral areas. Patients with hidradenitis suppurativa suppurativa is characterized by initial occlusion and
presant with ocdusion and subsequent rupture of subsequent rupture of follicular ducts leading to
fallicular ducts, prafound abscessas, fistulae, odorous farmation of profound abscesses (Figure 1). Fistulae,
dischange, fibrosk, and scar formation, causing odorous discharge, fibrosis, and scar formation are
significant morbidity. Knowledge of the pathogenesis seen in later and more severe stages of hidradenitis
of hidradenits suppurativa & limited and treatment suppurativa (Figures 2, 3). Onset of hidradenitis
with antimicrobial drugs, immunosuppressants, suppurativa is typically post pubertal, in the second
and surgical procedures have shown varying results. to third decades of life.

The pathogenic ol of the interkeukin17 cytokine

family in chronic inflammatory skin conditions has The prevalence of hidradenitis suppurativa in the
been described. Interleukin-174 and interleukin-17F French population is estimated to be around 1%,
hawve similar properties and induce the production although other studies have estimated prevalence
of cytokines, chemokines, antimicrobial peptides, rates ranging from as low as 00023% to as high
and metalloproteinases, all of which take part in
the inflammatory response. The effimcy of anti-
interleukin-17A therapy in psoriasis has also been
proven and anti- interleukin-17A drugs are already in
usefar this condition. There is currently no consensus
on the role of interleukin-17 in the pathogenesis of
hidradenitis suppurativa. Studies have demonstrated
increased imterleukin-17 mRMNA expression in lesional
hidradenitis suppurativa skin, whereas the protein
concentmtions of interleukin-17 were found to be
niormal compared to healthy control skin in ane other
study. A phase Il dinical trial on anti- interleukin-17

therapy in hidradenitis suppurativa is ongoing.
Keywords: hidradenitis suppurativa, interleukin-17

Flgure 1. Abscess RUmaiion and infammatoy nodwes in
hidradenitls s upp Lot
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Table 2. Interleukin MRNA expression and protein concentration data results from
lesional hidradenitis suppurativa skin from different studies.

Study Interleukin-17 Interleukin-17 protein
mMRNA expression concentration

Wolk et al., 2010 [1] Elevated Not tested

Schlapbach et al., 2011 [20] Elevated Not tested

Kelly et al., 2015 [21] Elevated Not tested

Blok et al., 2016 [24] Not tested Not elevated

Protein concentrations were analyzed by enzyme linked immunosorbent assay, while
MRNA expressions were analyzed by polymerase chain reaction.
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IL-1B IL-17 MMP Superinfections
TNF-alfa TNF-alfa IL1alfa
IL-1B TNF-alfa

Different severity stages, different inflammatory
cytokines in the skin:
An hypothetical explanation
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CONCLUSIONS

* HS is a complex chronic inflammatory disease

* In a multivariate analysis adjusting for smoking, obesity, and
other comorbidities, psoriasis was still associated with HS
(OR, 1.8; 95% Cl, 1.4-2.2; P<0.001)

* Few cases related with mutations in Notch genes

* Autoinflammatory pathways, such as the FMF, can explain
some of HS cases

* Sufficient evidence exists to support the role of Th17/Treg
axis in the inflammatory mechanisms of HS, but not the
sole pathogenic pathway
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