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Abstract

Hidradenitis suppurativa is a chronic inflammatory skin disease with dysregulation of the immune system. Its pathophysiology
is not clear, and it has been reported in association with various inflammatory disorders such as pyoderma gangrenosum,
arthritis, familial Mediterranean fever and inflammatory bowel diseases. However, the co-existence of HS and vasculitis is
exceptional and has not been investigated. We report on five patients with vasculitis that are followed in our centers: one
with Takayasu’s arteritis, three with granulomatosis with polyangiitis and one with Behcet’s disease and compare them with
those previously reported in the literature. A case series and literature review with key words of “vasculitis,” “hidradenitis
suppurativa,” and “acne inversa” found only one previous report of hidradenitis suppurativa and cutaneous vasculitis and two
with Behcet’s disease. Whereas the association of pyoderma gangrenosum and vasculitis is well-known, that with hidradenitis
suppurativa is rarer. There may be some pathogenic continuum between hidradenitis suppurativa, pyoderma gangrenosum

and vasculitis.
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Introduction

Hidradenitis suppurativa (HS) is a chronic inflammatory
skin disease, characterized by recurrent painful nodules and
abscesses, commonly in apocrine bearing areas, such as the
axilla and groin.!? HS is not common and has been reported
mainly with two groups of disorders: autoinflammatory dis-
orders, such as pyogenic arthritis, pyoderma gangrenosum
(PG) and acne (PAPA syndrome); synovitis, acne, pustulosis,
hyperostosis and osteitis (SAPHO syndrome); and a group
with folliculopilosebaceous structural disorders and hyper-
keratosis, such as follicular occlusion syndromes, keratitis—
ichthyosis—deafness (KID) syndrome or Dowling-Degos
disease (DDD).3#

Vasculitis is due to inflammation of the blood vessel wall
and can affect the skin and/or any other organ system of the
body. Vasculitis can be easily divided according to the caliber
of the vessels predominantly involved: (1) large-aorta and
arterial branches, (2) medium-sized vessels and (3) small
vessels that include arterioles, capillaries and post-capillary
venules.’ To the best of our knowledge, vasculitis has only

been reported in one case of syndromic HS thus far, and two
cases have been reported with HS and Behcet’s disease (BD).
In the current paper, we are reporting a series of five new
patients with HS associated with vasculitis, along with a
literature review.

Methods

We describe the five patients with HS and vasculitis one with
Takayasu’s arteritis (TAK), one with Behcet’s disease (BD;
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variable vessel vasculitis subset) and three with granuloma-
tosis with polyangiitis (GPA)) co-managed at the vasculitis
clinic at Mount Sinai Hospital, Toronto and the wound clinic
at Women’s College Hospital, Toronto. All vasculitis diagno-
ses were confirmed by a rheumatologist and satisfied the
2012 Chapel Hill Consensus Conference criteria.’ The diag-
nosis of HS was confirmed by a dermatologist using modi-
fied Dessau diagnostic criteria, which require typical
morphology and location of the lesions and at least two flares
in the past 6months.® A literature review was conducted
through a MEDLINE, EMBASE and PubMed search using
keywords “hidradenitis suppurativa,” “acne inversa,” “vas-
culitis,” “Behcet’s disease,” “granulomatous vasculitis,” and
“ANCA-vasculitis.” Informed consent was obtained for the
patients, as part of the Vasculitis clinic cohort database study.

Results

Table 1 outlines a summary of all five cases and their co-
morbidities. Case 1 was a young female with TAK vasculitis
and erythema nodosum. Her HS presented with a combina-
tion of classic HS topography plus more than 50 inflamma-
tory skin nodules (Figures 1 and 2). Our two cases of HS
and GPA presented with purpuric rash, lung manifestations
and positive anti-proteinase 3 (PR3)-ANCA. One case of
GPA presented with hemoptysis and classic lung involve-
ment, with asthma. HS in all the latter three cases was pre-
sented with involvement of the axilla and groin (Figures 3
and 4) with multiple tracks and nodules with predominant
inflammatory components. In our fifth case, HS and BD, HS
mainly presented as recurrent abscesses in the perianal area
with no fistula and no associated inflammatory bowel dis-
case (IBD). She also had associated erythema nodosum. In
case number 2, the vasculitis presentations precede the HS
lesions, while in others they started after initial presentation
of HS. In the rest of the cases, HS lesions presented at least
3years prior to the clinical presentation of vasculitis. Our
HS patients were not treated with antibiotic medications
that may have triggered the appearance of vasculitis.

Niv et al.” have reported a patient with PG, acne and
hidradenitis suppurativa (PASH) syndrome and recurrent
leukocytoclastic vasculitis, who was the only reported case
with HS and clear vasculitis. Previously, another patient
with pyogenic arthritis, PG, acne and hidradenitis suppura-
tiva (PAPASH) overlapping with another syndrome of PG,
acne and ulcerative colitis (PAC) was found to have posi-
tive ANCA serology and specifically anti-PR-3, but no evi-
dence of clinical vasculitis.® The co-existence of HS and
BD has been reported in two other cases, including one
with both BD and psoriasis, successfully managed with
Ustekinumab.?10

Discussion

HS is an uncommon disease, with uncertain prevalence
between <0.5% and 4% in different studies.!"'2 Vasculitides
are an uncommon heterogeneous group of rare diseases.'>14
The association of both conditions is exceptional.

The pathogenesis of HS is not completely understood,
although it appears that there are two key pathogenic com-
ponents: abnormalities in the follicular-apocrine apparatus
as well as an immune response dysregulation. It has been
proposed that a primary abnormality in the pilosebaceous-
apocrine unit leads to follicular occlusion, cyst development
and rupture into the dermis. This can trigger an exaggerated
response of the cutaneous innate immune system, while
ongoing intermittent disease activity can lead to recurrent
flares.!?

There is clearly a role for the pro-inflammatory tumor
necrosis factor (TNF)-a, IL-1 beta and IL-17 pathways in
HS.'>-18 The pathogenesis of vasculitides is variable and may
involve immune complex formation via circulating antigens
(e.g. infectious agents, medications, neoplasms) or the pro-
duction of auto-antibodies, such as anti-proteinase 3 or anti-
myeloperoxidase antibodies.!® L-selectin and E-selectin
have been reported to be higher in patients with PG, acne and
suppurative hidradenitis (PASH) syndrome.2® This latter
finding might also be a clue to the link between HS and vas-
culitis. Microorganisms might also play a role in the patho-
genesis of HS and BD.2!22

More than 200 cases of syndromic HS (i.e. secondary
or associated with a systemic condition), have been
reported in the literature,2%-23 mainly with inflammatory
bowel disease (IBD), spondyloarthropathies, familial
Mediterranean fever,2427 as well as with PG in PASH and
PAPASH (pyogenic arthritis, PG, acne and HS).20-22 Both
PG and HS share a common inflammatory pathway, dys-
regulation of immune system, neutrophil predominance,
pathergy and response to anti-TNF or anti-IL-1 agents.
The association between PG and vasculitis has been
reported in multiple cases in the literature.’-232° In a study
from Japan, 35 cases of PG associated with TAK have
been reported with the most common location for PG
lesions being upper arms.3°

Pathergy (characterized by development of PG at the site
of trauma) has been reported in 20%-30% of patients with
PG.3! There is a case report of 14 patients with active HS
developing typical HS lesions at the site of external trauma
related to isomorphic phenomena or pathergy in patients
with HS.32 Successful treatment of both PG and HS usually
requires multiple modalities, including treating associated
disease and emerging evidence suggest potential for targeted
therapies.33-3433



Alavi et al.

‘Apognue Jespnunue (yNY ‘siiaydauojniswold :ND
ts3nJp AJojewWeUI-UE [BPIOJISUOU S, (|YSN (9SEaSIP $392yag :(g ‘@sepixotadojpAw :Qd|Al DWo.puAs uelieao dnskd4jod :sODd ‘SIsoquuoays UIsA doap :| AQ ‘SNUIA U91SOZ B|[91IBA (AZA ‘SNOUDARIIUI A

‘€ 9seUII0Id-NUE (fY4-NUE D1BJ UONEBIUSWIPSS 31AD04YIAIS 1YST Y1y :H ‘uier04d 9AndEaI-D) (dyD ‘wisijoqus Aleuowind :34 ‘eAneJado asod :do asod asod smess :g/S smijjsw sa1aqelp ;| ‘shnsuejod
snojewo|nue.S (/4o ‘Dpiwounys| 437 1eXa.13038W X | | dulidolyieze iy7y SpIoJa1sodnod :§D) ‘Mo 7 Apognue dlwse|doikd dijiydoaanau-nue iy DHNY Aed-X 1sayd tyXD ‘eAnednddns spiuspedply :SH

uondnus
(SH 404) qewnup@sn aAne3su /79-V1H wiojlRudYy
(SH -04) 3daduauerg 2AnES3aU (Y DNV SII|NJSeA
(SH J04) qewnuwifepe aAne3au YNV JejnpoN
‘qeuIXIul ‘Y7 J9yows-uoN| siselIos snIIjloJdes [edade|ig
‘au|zeesey|ns sisayzeip oidoly wnsopou sa|npou sJad|n [BIO JU92s39p
QuUPIYd|0D ‘S, AIVSN BLLISY BWAYIAI] pUE SS92SQE [eUBLISd $J92|N [€21Ud3 JUBLINJDY oluedsiH/4//T ag §osed
Awoisos)!
(1) P2eL :qH Surinbau ueds pue
(OdW) @Aamsod :yDNV-d SISO.IqQY 949A3G 1AQ
(SH -103) qewixijun (H) 6£1 :d¥D JUBWA|OAUL (Asdoiq
pUE qewIXnl Y7V Jaxows-uoN uondnua AJejjixe ‘[euindul pue uo ewojnueJs 3uizio.dsu) (3ym)
‘Sp10J21S02[1I0D [eIQO SODd w.IojlaUdY SS9DSQE [euBlidd sa|npou Aleuow|ngd  Ueiseaned /4//¢ VdD pased
BWLLAID
[esoonwi/uonsaguod [eseN
(Asdoiq Jeuau uo sisous|ds
(SH 40y) auipAa4x0Q (H) 110wl gz Bulunea.d 3| YIM ND dBUSISAID
qewixnry aanisod :yDONVY D sniiydauojniawold sunwwi (3usdsap
‘apiwreydsoydo|aA) (H) 98 :d4D -1oned) aunjrey [euad INdy  DIqeJy—UI]ISBD
‘Adeaayy asind A ur §D Jaxyows-uoN B||IXe eiSjedyiJe A1ojeddiy 3|ppiw)
‘Al[edo §D 21W1sAS (sj8ulys) AZA d/S 430q JO JUSWIDA|OAU| SNIJI [BJ93€)IQ JUSLINDDY  UBISEINED) /L/ST VdD gase)
(eanisod gyd UR) YONV-D
(H) 78 ~¥s3
(H) 68T :d¥D
qewixnry J9xows-uoN|
X1 sp1o.qyy snJa1n eoJe
‘VYZV ‘opilweydsoydo|oho 3d do-1sod 4/ snnesidueq 4/S Arewwrewelju pue uoneJad|n
93ueydxa ewse|d Awoida1skd910YD) d/S USWOPQE J3MO]| ‘B[|IXE [edo ‘sixeasids ‘ssaasip
‘sas|nd uoisualtadAH s39] Jamo| |eJa3e|Iq Ul S]pUUM) Aaojeaidsau “(a8eyioway (duym)
Al Ul PI0J915021310d || °dAy @ Jo ysea dundung  Buluredp pue s9s593SqQYy JejoaAfe) sisfidows  ueiseaneD) /4 /€S VdO 7 ased
(1) IP/2£°01:9H 2AneSsu YONV uloJ3
(sisougelp Jayows-uoN| pue yun.a ‘efjixe 3y3u
SH J218) qewnuwijepy uswiade|dau youe J3y 03 pa1ed0] SJeds
437 X1LW ‘VZV ‘SD [eJQ 21O YXD duinod uo pasoudelp wnsopou ‘slpuun) ‘sassadsqe Aua8uns Buriinbau uonejp (3ym)
QuUPIYd[0D wsAJInaue dnJoe ulpuadsy rWAYIAIF  ‘s9|npou AJojewiweju) [ewsSAINauE YIIM SHIIOY ueIseone)/4/9¢ nseAede] | aseD)
S)NsaJ qe|  SUONEISIyUBW
JuswIeR. | pue sniels Supjows/xH [edIpaly  [ediSojolewe  SH JO SOASLIPIdBIBYD  SIIINISBA JO SdnslvIdeIRYD)  AIdIuyls/xesedy  sisoudeliq ase)

*SO[IS1I912BIBYD JIBY) PUE SISED dAY |[B JO AJBWWNG *| d]qe |



4 SAGE Open Medical Case Reports

Figure 4. Axillary lesions; active nodule, small sinus tract and
scar lesions are depicted.
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