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BACKGROUND

Hidradenitis suppurativa (HS), also known as acne in versa, is a common chronic, 

recurrent, inflammatory follicular occlusive disease. Estimated prevalence of HS in 

Europe and North America range from <1% to 4%.1,2 The disease usually presents 

after puberty with painful, deep-seated inflamed lesions, predominantly at inverse 

body sites carrying terminal hairs such as the axillae, inguinal and anogenital re-

gions.3 Atypical areas including the nape, retro-auricular areas and the back can also 

be affected.4

Key symptoms of HS include chronic pain, discomfort, and a purulent, malodorous 

discharge.5 The major factors influencing the patients well-being are disease severity, 

the number of flares or affected skin areas, and the lesion location.6 The physical 

and psychological consequences of HS can profoundly reduce several aspects of 

patient’s quality of life. This is demonstrated by the affected scores of questionnaires 

for general health (EQ-5D and SF-36), dermatologic-specific quality of life (DLQI 

and Skindex), and sexual health.6-8 The impact of HS on general health (EQ-5D) 

can be compared with cerebrovascular stroke, diabetes mellitus or severe chronic 

obstructive pulmonary disease.6 In addition, rates of depression and anxiety among 

HS patients are significantly higher than in healthy controls.9 Collectively, this might 

explain the significantly increased completed suicide risk is in patients with HS.10

The pathogenesis of HS is not fully understood. Several factors contribute to the 

onset and maintenance of the disease. Genetic predisposition is a well-known endog-

enous factor, as demonstrated by a positive family history being reported by 30-40% 

of the patients.3 Exogenous risk factors include a positive smoking status and obesity.11 

In addition, HS is linked to a number of comorbid diseases. Data suggest that HS is 

most convincingly associated with the metabolic syndrome including the report of 

higher rates of diabetes mellitus, which may explain the significantly increased risk of 

adverse cardiovascular events.12-14 More recently, several immune mediated inflam-

matory diseases have been linked to HS, notably inflammatory bowel disease and 

spondyloarthropathy.12,15 HS can also occur in the context of auto-inflammatory syn-

dromes such as pyoderma gangrenosum, acne and suppurative hidradenitis (PASH).16

PATHOPHYSIOLOGY

Current evidence highlights a complex multifactorial pathogenesis.17 A key triggering 

factor is the occlusion of the hair follicle, caused by keratosis and hyperplasia of 

the follicular epithelium leading to cyst development.18,19 Subsequently, the cyst will 

rupture, causing a fierce immune response and inflammation that, depending on the 
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severity, may progress to abscess and sinus tract development and scarring.18,19  The 

name of the disease implies that sweating and bacterial infection are a fundamental 

part of the disease process. This is misleading and now considered a misnomer as no 

evidence has been found that HS is triggered by events in the apocrine or eccrine 

glands. Recent findings on the pathogenesis of HS and its syndromic forms are largely 

derived from four main lines of investigation: genetics, inflammatory markers, bac-

teriology including the microbiome, and physiological and environmental factors.

Genetics

Mutations in γ-secretase genes whose gene products act on many substrates including 

Notch,20 suggest that Notch or other substrates of γ-secretase and/or phosphoinositide 

3-kinase (PI3K) may play a role in the pathogenesis of HS.21 However, the functional 

significance of γ-secretase remains elusive. Interestingly, γ-secretase knock-out mice 

are characterised by a phenotype of multiple cutaneous cysts, a key feature of HS.22 

However, these mice did not exhibit skin inflammation,22 and nicastrin (NCSTN) 

mutations in HS did not enhance cytokine production in LPS-stimulated peripheral 

blood mononuclear cells.23

There is also evidence of mutations to the proline-serine-threonine phosphatase 

interacting protein 1 (PSTPIP1) gene in cases of PASH and pyogenic arthritis, pyo-

derma gangrenosum, acne and suppurative hidradenitis (PAPASH) syndromes.24,25 A 

mutation in the PSTPIP1 gene resulted in a case of pyoderma gangrenosum (PG), 

acne and ulcerative colitis (PAC), in which the associated elevated interleukin (IL)-

1β levels were responsive to the IL-1 receptor antagonist anakinra.26 PSTPIP1 is a 

cytoskeleton-associated adaptor protein, highly expressed in hemopoietic cells.26 The 

PSTPIP1 protein manifests its immunomodulatory effects through downregulation of 

CD2 adhesion, regulation of c-Abl tyrosine kinase activity, and interaction with other 

immunity-related proteins including the Wiskott–Aldrich syndrome protein (WASp)27, 

and pyrin and the familial Mediterranean fever (FMF) protein.26 Furthermore, a genetic 

analysis of auto-inflammation in PG and the syndromic form PASH identified muta-

tions in a range of auto-inflammatory genes (MEFV, NLRP3, NLRP12, NOD2, LPIN2 

and PSTPIP1), suggesting the involvement of inflammatory pathways such as NLRP 

inflammasomes, cystolic pattern recognition sensors, the innate immune system, and 

IL-1β signalling (PSTPIP1).16

The majority of HS cases appear to be non-familial, suggesting the existence of sep-

arate subsets and the need for stratification of patients diagnosed with HS.28 In a study 

of 139 unrelated patients with non-familial HS, single nucleotide polymorphisms of 

the IL-12Rb1 gene coding for the IL-12Rb1 receptor subunit did not genetically pre-

dispose to HS.29 However, their carriage was directly associated with the phenotype 

of HS, indicating the importance of the IL-12/23 pathway for the pathogenesis of 
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HS. Findings from a case-control study of two independent and genetically diverse 

cohorts of patients with non-familial HS from Greece (n = 163) and Germany (n = 

98) suggested that the copy number of the β-defensin gene cluster (DEFB) confers 

susceptibility for HS and modulates the disease phenotype.30

Inflammatory markers

Clear evidence suggests the involvement of pro-inflammatory cytokines in the im-

mune dysregulation of HS, with elevated levels of tumour necrosis factor (TNF)-α, 

IL-1ß, IL-6, IL-17 and interferon (IFN)-γ observed in HS lesions.17,31,32 The immune 

dysregulation is initiated by caspase-1 activity in the inflammasome which lead to 

the secretion of the pleiotropic cytokine IL-1β, thereby stimulating the infiltration 

of inflammatory cells and the induction of chemokines.33 As a result, a number of 

inflammatory markers, most of them related to the IL-17 pathway, have been found 

elevated in HS skin and serum on the mRNA and/or protein level.

Alterations in the skin have recently been reported for IL-1β16, CXCL-8/IL-816,34,  IL-

17/IL-17A16, IL-23p4035,  IL-3236, and IL-36/IL-36α/IL-36β/IL-36γ34,37. Data also indicate 

the involvement of T helper (Th) cells, which accumulate in HS lesions, in the patho-

genesis of HS.32,38 In addition, studies have shown that antimicrobial peptides (AMPs) 

are increased in HS lesions compared with the normal skin of HS patients.39 Keratino-

cytes isolated from HS patients exhibited a pro-inflammatory profile and a dysregulated 

production of AMPs such as HBD-2, psoriasin (S100A7) and calgranulin B (S100A8), 

indicating that the skin immune system is already activated in the steady state.40

Alterations in the serum have recently been reported for  IL-1β41, IL-641, CXCL-8/

IL-841, IL-1041, IL-12p7041 and IL-17/IL-17A41,42. In addition, TNF-α, S100A8, and 

S100A9 have been found to be upregulated in the circulation of HS patients.43,44 

Systemic inflammation is also demonstrated by elevated levels of c-reactive protein 

(CRP), erythrocyte sedimentation rate, neutrophils, and monocytes.41,45 A significant 

association between CRP levels and neutrophil count with HS disease severity has 

been reported.46 Lastly, the use of TNF-α inhibitors such as adalimumab and inf-

liximab have been associated with improvements in immune dysregulation in HS, 

which supports the importance of (local) molecular drivers in the pathogenesis of 

HS.3,47,48

Bacteriology and the microbiome

A number of studies investigated bacterial cultures from HS lesions and generated 

evidence for the involvement of microbes in the disease pathogenesis. A histological 

study of 42 patients with chronic HS identified bacterial aggregates (biofilms) in 67% 

of chronic lesional samples and in 75% of perilesional samples.49 The same author 

group conducted a case-control study of punch biopsy specimens and demonstrated 
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that the microbiome in patients with HS differs significantly from that in healthy 

controls in both lesional and non-lesional skin.50 A microbial analysis of lesional ver-

sus unaffected skin from 65 patients with HS identified anaerobic microbes in 83% 

lesions versus 53% control samples, and the microbiome varied with disease sever-

ity.51 These bacteria were associated with low pathogenicity. An extensive prospective 

microbiological study identified two opportunistic bacterial pathogens associated 

with HS lesions (S.lugdunensis and anaerobic actinomycetes).52 These pathogens can 

cause abscesses and severe infections. A cross-sectional study of 50 patients reported 

that bacterial colonisation was correlated with severity and localisation of HS le-

sions.53 Over two thirds (68.8%) of patients with both aerobic and anaerobic bacteria 

had the most severe grade of HS (Hurley stage III).

Physiological and environmental factors

Recent literature supports the involvement of previously suggested physiological 

and environmental risk factors, such as smoking and obesity, in HS.46,54,55 A postal 

follow-up survey study (N = 212) found the chance of remission from HS may be 

improved in non-smokers versus smokers, and in non-obese (body mass index [BMI] 

<30) versus obese patients.54 In contrast, a retrospective study of inflammatory serum 

markers in HS patients found no association between smoking status and HS severity, 

but smoking was associated with increased neutrophil counts.46 This study did find an 

association between increased BMI and HS severity whereas there was no correlation 

between BMI and neutrophil counts.

Related to obesity, an analysis of 14 obese patients with HS described the role 

of mechanical stress (for example on the abdomen at the level of the waistband) in 

promoting a ‘Koebner-like phenomenon’ in HS.55 The development of lesions at sites 

of traumatised but previously uninvolved skin highlights the importance of localised 

environmental factors in HS development. A hospital-based cross-sectional study 

conducted in the Netherlands reported a significantly higher average BMI in 106 

patients with HS than in 212 general dermatological patients.56 Among those patients 

identified as obese, bodyweight distribution was more peripheral in patients with HS 

than those without, consistent with enhanced friction due to overlapping skin folds.

The influence of hormones has been suspected in women with HS for more than 

60 years yet has not been proven.57 Kromann and colleagues reported no clear ef-

fect of pregnancy or menopause on HS symptoms.54 However, a substantial subset 

of women did experience HS-related alterations, with deterioration of HS around 

menses and amelioration of symptoms during pregnancy reported in 43% (n = 80) 

and 30% (n = 29) of the respondents, respectively.58 This study found a significant 

correlation between perimenstrual deterioration of HS symptoms and amelioration 

during pregnancy.
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Integrated viewpoint on HS pathogenesis ‘sequence of events’

On the basis of the latest evidence, we are able to propose a three-stage sequence 

of events that contribute to the pathogenesis of HS. This integrated viewpoint is il-

lustrated schematically in Figure 1.

The first event is follicular occlusion with subsequent dilation. This may be driven 

by endogenous factors in individuals harbouring a genetic predisposition for an en-

hanced risk of infundibular keratinisation and cyst formation and/or follicular fragility. 

Exogenous factors such as smoking, mechanical friction and metabolic changes such 

as obesity –  which is associated with pseudoacanthosis – also contribute to occlu-

sion of the follicular isthmus. Furthermore, occlusion of the hair follicle may lead to 

a dysregulation of the homeostatic keratinocyte symbiosis and microbial dysbiosis, 

making the skin prone to a Th1/Th17-driven inflammatory disease.

The second event is rupture of the dilated follicle. The scattering of follicle content 

in the dermis including keratin fibres, commensal flora or pathogen- and damage-

associated molecular patterns (PAMPs/DAMPs) triggers an acute and severe immune 

response. The anatomical location, i.e. the inverse body areas, and enhanced me-

chanical friction at these predilection sites facilitates the inward rupture and exten-

sion of inflammation. We argue that the release of the follicular debris into the dermis 

results in simultaneous activation of multiple inflammatory pathways, particularly 

Th17/IL-23, the NLRP inflammasomes and innate receptors (toll-like receptors, TLRs 

such as TLR2). This is accompanied by histological alterations with a diverse cell 

infiltrate characterised by the mixed participation of monocytes, neutrophils, eosino-

phils, multinucleated giant cells, B-cells, plasma cells, T-cells, and natural killer cells, 

leading to an erythematous nodule or fluctuating abscess.

The third event is chronic inflammation with sinus tract or tunnel formation. Fol-

lowing follicular rupture, sequestered proliferating Ki-67+ epithelial strands promote 

continuous activation of the immune system. The presence of epithelial strands in 

the dermis, in addition to an imbalance in matrix metalloproteinases (MMPs) and  

tissue inhibitors of metalloproteinases (TIMPs), and increased activity of fibrotic fac-

tors such as transforming growth factor (TGF)-ß 1-2-3, may lead to scarring and the 

development of sinuses/tunnels or fistulae, a hallmark of chronic HS. These (partly) 

epithelialised intracutaneous cavities provide an excellent habitat for biofilm-pro-

ducing bacteria, which are able to continuously trigger inflammation with associated 

purulent drainage. Furthermore, we hypothesise that circulating pro-inflammatory 

cytokines and chemokines from chronic lesions may activate the immune system of 

the hair follicle in distant predilection sites.

6 Erasmus Medical Center Rotterdam



Fi
g

ur
e 

1.
 S

ch
em

at
ic

 d
ia

gr
am

 to
 il

lu
st

ra
te

 p
os

tu
la

te
d 

se
qu

en
ce

 o
f e

ve
nt

s 
un

de
rl

yi
ng

 H
S 

pa
th

op
hy

si
ol

og
y.

 A
da

pt
ed

 fr
om

 S
au

nt
e 

an
d 

Je
m

ec
, 2

01
7.

 A
M

P:
 a

nt
im

ic
ro

-
bi

al
 p

ep
tid

e.
 H

B
D

: 
hu

m
an

 ß
-d

ef
en

si
n.

 I
FN

: 
in

te
rf

er
on

. 
IL

, 
in

te
rl

eu
ki

n.
 M

M
P:

 m
at

ri
x 

m
et

al
lo

pr
ot

ei
na

se
. T

IM
P:

 t
is

su
e 

in
hi

bi
to

r 
of

 m
et

al
lo

pr
ot

ei
na

se
. T

N
F:

 t
um

ou
r 

ne
cr

os
is

 fa
ct

or
.

General introduction 7



TREATMENT

To date, there is no long-term cure for HS. In general, the main treatment goal is to 

improve patients’ quality of life. This can be achieved by reducing the inflammation-

related pain and purulent discharge, limiting the incidence and duration of flares, 

and removing chronic lesions using surgical techniques. As there are limited effec-

tive treatment options, there remains a large unmet medical need in this area. To 

date, only eight randomised controlled trials (RCTs) have investigated the efficacy 

of anti-inflammatory agents. The highest-level evidence available addresses the use 

of biologic therapies, especially adalimumab (anti-TNF-α), and topical and systemic 

antibiotics. The majority of the remaining evidence to guide management decisions 

is based on case reports, small cohort studies and expert opinion.

Anti-inflammatory antibiotics

The literature available on the use of antibiotics in HS is limited and largely restricted 

to retrospective studies. For Hurley stage I, topical clindamycin 1% is a possible 

therapy, especially in the absence of abscesses.59,60 If there are several lesions and 

frequent exacerbations, the therapeutic group of systemic tetracyclines may be con-

sidered.60 In Hurley stage II/III patients who have several active lesions, systemic 

clindamycin and rifampicin (dosage: 300 mg twice daily) should be administered.61-64 

A triple regimen of rifampicin (10 mg/kg once daily), moxifloxacin (400 mg once 

daily) and metronidazole (500 mg thrice daily) administered for up to 12 weeks, with 

metronidazole discontinuation after 6 weeks, may be an alternative option.65 To limit 

resistance, only one antibiotic of the same class should be used for a maximum of 12 

weeks. The S1 European and HS ALLIANCE guidelines recommend that antibiotics 

should be reintroduced in case of recurrence under the requirement that they were 

effective at the last time  of use.3 Of note, in HS, traditional microbiological sampling 

is not necessary as there is no evidence for infection as a causal factor. Moreover, 

antibiotics are prescribed in HS for their anti-inflammatory properties, rather than for 

their antibacterial action.

Biologics

Biologics targeting TNF-α have been most widely investigated in HS and adalimumab 

is the only registered drug for HS. Adalimumab should be considered as a first-choice 

biologic agent in moderate-to-severe HS after failure of conventional treatments.66-68 

Infliximab has also been shown to be effective and should be considered as a second-

line biologic for moderate-to-severe HS.69 Targeting IL-1 gave ambiguous clinical 

outcomes and is considered as third-line option. On the one hand anakinra proved 

to be efficacious in moderate-to-severe HS in a RCT, but on the other hand cases of 
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failure to anakinra therapy have been reported.70-72 Ustekinumab (anti-IL-12/23p40) 

is potentially effective for the treatment of moderate-to-severe HS.73 Secukinumab 

(anti-IL-17A) has demonstrated clinical improvement of HS in single cases,74,75 and 

the results of two RCTs (ClinicalTrials.gov Identifier: NCT02421172, NCT03248531)

investigating IL-17 antagonists are being awaited.

Surgical treatment

Surgery is indicated throughout all stages of the disease.76 The presence of inflam-

mation and suppuration determines the need for anti-inflammatory treatment before 

surgery, e.g. oral antibiotics or biologics. The required surgical intervention is chosen 

based on the nature of the symptoms, the type of lesions, the presence of sinus tracts, 

and the size of the area. The evidence for surgical therapies in HS is based on case 

series and cohort studies with differing methodologies and outcome definitions, im-

peding the mutual comparison of studies that investigate surgical techniques in HS.

To ensure the best patient outcomes, surgeons should select the appropriate surgical 

technique based upon operator experience and the individual needs of the patient. 

A small excision or deroofing can be used for recurrent nodules at fixed locations 

or sinus tracts in limited areas.77,78 Wide excision of an entire affected area (body 

surface are >1%), with removal of (non-)inflamed sinuses, nodules and scar tissue, is 

indicated for patients suffering Hurley III stage disease.79-81 Special attention should 

be paid to patients with perianal and/or perineal HS due to the possible existence 

of fistulas.82,83  In addition to electrosurgical (or cold steel techniques), ablative CO2 

laser treatment is an effective alternative method.84,85

Secondary intention healing is the preferred management after excisions in HS. 

Theoretically, secondary intention healing may reduce the rate of recurrence by al-

lowing the remaining aberrant keratinocytes or residual keratin fibres to escape from 

the wound. Trapping these remnant foci of diseased tissue by primary closure or re-

introduction of hair follicles in a predilection site by flap reconstruction may induce 

recurrence in the operated area. However, to date there is no literature available to 

support this hypothesis.

Other therapies

Various other treatments have been investigated in HS, but their applicability to wide-

spread practice and outcomes is currently unknown.86 Further research is warranted 

for these therapies. Systemic acitretin may be considered as a third-line therapy for 

patients with mild-to-moderate HS.87-90 The combination of oral zinc gluconate 30 

mg thrice daily and topical triclosan 2% twice daily is a treatment option in Hurley 

I-II patients.91 Systemic dapsone 50-200 mg daily induced improvement of HS in 

38% (9/24) of treated patients.92 Metformin at a maximum dose of 500 mg thrice 
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daily showed clinical amelioration of HS,93 and could therefore be an adjuvant treat-

ment in obese HS patients at risk for developing diabetes mellitus or the metabolic 

syndrome. Low-dose systemic corticosteroids (10 mg prednisolone equivalent per 

day) may be an effective adjunct in recalcitrant HS.94 Lastly, laser- and light-based 

treatments have shown promising results for patients with HS in different disease 

stages.86 These treatments include the use of intense pulsed light or Nd:YAG laser and 

external or intralesional photodynamic therapy.

Acute management of flares

Flares of disease, characterised by the acute onset of painful nodules or abscesses, are 

a hallmark of HS. Adequate management of flares is an essential part of the treatment 

strategy because acute lesions can be extremely painful and interfere heavily with 

daily life. Self-treatment of acute lesions can be performed by the application of 

resorcinol 15% cream thrice daily.95 Both the keratolytic and mild antiseptic prop-

erties of this topical agent has the potential to reduce levels of pain and achieve 

early clinical resolution of a treated boil. In a clinical setting, inflammatory nodules 

often benefit from intralesional corticosteroids by inhibiting the synthesis of pro-

inflammatory cytokines,96 whereas abscesses require incision and drainage to rapidly 

relieve symptoms of pain and pressure.97-99 Of note, incision and drainage should not 

be considered as a sole treatment because recurrence is almost inevitable.

AIMS OF THIS THESIS

In HS, rapidly evolving understanding of pathogenic mechanisms and clinical 

perspectives are needed to improve disease awareness, disease management, and 

ultimately improve patient outcomes. Because multiple facets of HS are not yet 

known, the outline of this thesis is not limited to only one aspect of the disease. Using 

a translational approach, we focused on clinical features and (immuno)pathogenic 

mechanisms as a rationale for the development of novel treatment strategies.

In our clinical experience a substantial proportion of patients reports itch, also known 

as pruritus. Therefore, the aim of Chapter 2 was to investigate the significance of HS-

related pruritus by determining the prevalence of pruritus, and exploring its impact 

on daily activities in a cohort of HS patients. In addition, a selection of serological 

and histological markers of pruritus were evaluated in a subpopulation.

Extensive inflammation is a clinical hallmark of HS and identification of important 

inflammatory markers in the pathogenesis of HS may help both therapeutic stratifica-
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tion. Consequently, in Chapter 3 we investigated the cytokine and chemokine profile 

in the plasma and lesional skin of HS patients.

Biologics targeting inflammatory mediators are now widely used for the treatment of 

HS in daily practice, but their clinical efficacy shows great inter-patient variability. 

For that reason, the aim of Chapter 4 was to determine the anti-inflammatory potency 

of currently available biologics for the treatment of HS in an ex vivo skin model using 

lesional HS biopsies.

High-quality evidence on HS treatment is limited, highlighting a significant unmet 

need for novel effective anti-inflammatory therapies. The aim of Chapter 5 was to in-

vestigate the efficacy of apremilast in patients with moderate HS using a randomised 

placebo-controlled trial design. In Chapter 5.1 the clinical efficacy, and short-term 

safety and tolerability of apremilast were evaluated. In Chapter 5.2, in a mode of ac-

tion study, we analysed the change in expression of inflammatory markers in lesional 

skin of patients receiving apremilast compared with placebo.

As follicular occlusion is the primary event in the HS pathophysiology, we hypoth-

esised that reducing the number of hair follicles would ameliorate the disease course. 

The aim of Chapter 6 was to evaluate two non-invasive techniques that (primarily) 

target the hair follicle in patients with mild HS. In Chapter 6.1 we assessed the effect 

of hair removal using a long-pulsed 1064-nm neodymium-doped yttrium aluminium 

garnet (Nd:YAG) laser. Lastly, in Chapter 6.2, the efficacy and safety of microwave 

ablation for mild axillary HS was evaluated in a randomised intrapatient-controlled 

trial.

General introduction 11



REFERENCES

 1 Saunte DML, Jemec GBE. Hidradenitis Suppurativa: Advances in Diagnosis and Treatment. 

JAMA 2017; 318: 2019-32.

 2 Dany M, Elston D. Gene expression of sphingolipid metabolism pathways is altered in hidrad-

enitis suppurativa. Journal of the American Academy of Dermatology 2017; 77: 268-73.

 3 Zouboulis CC, Desai N, Emtestam L et al. European S1 guideline for the treatment of hidrad-

enitis suppurativa/acne inversa. J Eur Acad Dermatol Venereol 2015; 29: 619-44.

 4 Canoui-Poitrine F, Revuz JE, Wolkenstein P et al. Clinical characteristics of a series of 302 

French patients with hidradenitis suppurativa, with an analysis of factors associated with 

disease severity. J Am Acad Dermatol 2009; 61: 51-7.

 5 Jemec GB. Clinical practice. Hidradenitis suppurativa. N Engl J Med 2012; 366: 158-64.

 6 Matusiak L. Profound consequences of hidradenitis suppurativa: a review. Br J Dermatol 2018.

 7 Jemec GB. Quality of life considerations and pain management in hidradenitis suppurativa. 

Semin Cutan Med Surg 2017; 36: 75-8.

 8 Janse IC, Deckers IE, van der Maten AD et al. Sexual health and quality of life are impaired 

in hidradenitis suppurativa: a multicentre cross-sectional study. Br J Dermatol 2017; 176: 

1042-7.

 9 Shavit E, Dreiher J, Freud T et al. Psychiatric comorbidities in 3207 patients with hidradenitis 

suppurativa. J Eur Acad Dermatol Venereol 2015; 29: 371-6.

 10 Thorlacius L, Cohen AD, Gislason GH et al. Increased Suicide Risk in Patients with Hidradeni-

tis Suppurativa. J Invest Dermatol 2018; 138: 52-7.

 11 Sartorius K, Emtestam L, Jemec GB et al. Objective scoring of hidradenitis suppurativa reflect-

ing the role of tobacco smoking and obesity. Br J Dermatol 2009; 161: 831-9.

 12 Kohorst JJ, Kimball AB, Davis MD. Systemic associations of hidradenitis suppurativa. J Am 

Acad Dermatol 2015; 73: S27-35.

 13 Bui TL, Silva-Hirschberg C, Torres J et al. Hidradenitis suppurativa and diabetes mellitus: A 

systematic review and meta-analysis. J Am Acad Dermatol 2018; 78: 395-402.

 14 Egeberg A, Gislason GH, Hansen PR. Risk of Major Adverse Cardiovascular Events and 

All-Cause Mortality in Patients With Hidradenitis Suppurativa. JAMA Dermatol 2016; 152: 

429-34.

 15 Deckers IE, Benhadou F, Koldijk MJ et al. Inflammatory bowel disease is associated with hi-

dradenitis suppurativa: Results from a multicenter cross-sectional study. J Am Acad Dermatol 

2017; 76: 49-53.

 16 Marzano AV, Damiani G, Ceccherini I et al. Autoinflammation in pyoderma gangrenosum 

and its syndromic form (pyoderma gangrenosum, acne and suppurative hidradenitis). Br J 

Dermatol 2017; 176: 1588-98.

 17 Banerjee A, McNish S, Shanmugam VK. Interferon-gamma (IFN-gamma) is Elevated in Wound 

Exudate from Hidradenitis Suppurativa. Immunological investigations 2017; 46: 149-58.

 18 von Laffert M, Helmbold P, Wohlrab J et al. Hidradenitis suppurativa (acne inversa): early 

inflammatory events at terminal follicles and at interfollicular epidermis. Exp Dermatol 2010; 

19: 533-7.

12 Erasmus Medical Center Rotterdam



 19 von Laffert M, Stadie V, Wohlrab J et al. Hidradenitis suppurativa/acne inversa: bilocated 

epithelial hyperplasia with very different sequelae. Br J Dermatol 2011; 164: 367-71.

 20 Wang B, Yang W, Wen W et al. Gamma-secretase gene mutations in familial acne inversa. 

Science 2010; 330: 1065.

 21 Xiao X, He Y, Li C et al. Nicastrin mutations in familial acne inversa impact keratinocyte 

proliferation and differentiation through the Notch and phosphoinositide 3-kinase/AKT signal-

ling pathways. Br J Dermatol 2016; 174: 522-32.

 22 Pan Y, Lin MH, Tian X et al. gamma-secretase functions through Notch signaling to maintain 

skin appendages but is not required for their patterning or initial morphogenesis. Dev Cell 

2004; 7: 731-43.

 23 Xu H, He Y, Hui Y et al. NCSTN mutations in hidradenitis suppurativa/acne inversa do not 

influence cytokine production by peripheral blood mononuclear cells. Br J Dermatol 2017; 

176: 277-9.

 24 Marzano AV, Trevisan V, Gattorno M et al. Pyogenic arthritis, pyoderma gangrenosum, acne, 

and hidradenitis suppurativa (PAPASH): a new autoinflammatory syndrome associated with a 

novel mutation of the PSTPIP1 gene. JAMA Dermatol 2013; 149: 762-4.

 25 Calderon-Castrat X, Bancalari-Diaz D, Roman-Curto C et al. PSTPIP1 gene mutation in a 

pyoderma gangrenosum, acne and suppurative hidradenitis (PASH) syndrome. Br J Dermatol 

2016; 175: 194-8.

 26 Zeeli T, Padalon-Brauch G, Ellenbogen E et al. Pyoderma gangrenosum, acne and ulcerative 

colitis in a patient with a novel mutation in the PSTPIP1 gene. Clinical and Experimental 

Dermatology 2015; 40: 367-72.

 27 Starnes TW, Bennin DA, Bing X et al. The F-BAR protein PSTPIP1 controls extracellular matrix 

degradation and filopodia formation in macrophages. Blood 2014; 123: 2703-14.

 28 Nomura Y, Nomura T, Sakai K et al. A novel splice site mutation in NCSTN underlies a Japa-

nese family with hidradenitis suppurativa. Br J Dermatol 2013; 168: 206-9.

 29 Giatrakos S, Huse K, Kanni T et al. Haplotypes of IL-12Rbeta1 impact on the clinical pheno-

type of hidradenitis suppurativa. Cytokine 2013; 62: 297-301.

 30 Giamarellos-Bourboulis EJ, Platzer M, Karagiannidis I et al. High Copy Numbers of beta-

Defensin Cluster on 8p23.1, Confer Genetic Susceptibility, and Modulate the Physical Course 

of Hidradenitis Suppurativa/Acne Inversa. J Invest Dermatol 2016; 136: 1592-8.

 31 van der Zee HH, de Ruiter L, van den Broecke DG et al. Elevated levels of tumour necrosis 

factor (TNF)-α, interleukin (IL)-1β and IL-10 in hidradenitis suppurativa skin: a rationale for 

targeting TNF-α and IL-1β. British Journal of Dermatology 2011; 164: 1292-8.

 32 Kelly G, Hughes R, McGarry T et al. Dysregulated cytokine expression in lesional and nonle-

sional skin in hidradenitis suppurativa. Br J Dermatol 2015; 173: 1431-9.

 33 Feldmeyer L, Werner S, French LE et al. Interleukin-1, inflammasomes and the skin. Eur J Cell 

Biol 2010; 89: 638-44.

 34 Di Caprio R, Balato A, Caiazzo G et al. IL-36 cytokines are increased in acne and hidradenitis 

suppurativa. Archives of Dermatological Research 2017; 309: 673-8.

 35 Schlapbach C, Hanni T, Yawalkar N et al. Expression of the IL-23/Th17 pathway in lesions of 

hidradenitis suppurativa. J Am Acad Dermatol 2011; 65: 790-8.

General introduction 13



 36 Thomi R, Yerly D, Yawalkar N et al. Interleukin-32 is highly expressed in lesions of hidradenitis 

suppurativa. Br J Dermatol 2017; 177: 1358-1366.

 37 Thomi R, Kakeda M, Yawalkar N et al. Increased expression of the interleukin-36 cytokines in 

lesions of hidradenitis suppurativa. J Eur Acad Dermatol Venereol 2017; 12: 2091-2096.

 38 Moran B, Sweeney CM, Hughes R et al. Hidradenitis Suppurativa Is Characterized by Dysregu-

lation of the Th17: Treg Cell Axis, Which Is Corrected by Anti-TNF Therapy. J Invest Dermatol 

2017; 137: 2389-95.

 39 Emelianov VU, Bechara FG, Glaser R et al. Immunohistological pointers to a possible role 

for excessive cathelicidin (LL-37) expression by apocrine sweat glands in the pathogenesis of 

hidradenitis suppurativa/acne inversa. Br J Dermatol 2012; 166: 1023-34.

 40 Hotz C, Boniotto M, Guguin A et al. Intrinsic Defect in Keratinocyte Function Leads to Inflam-

mation in Hidradenitis Suppurativa. J Invest Dermatol 2016; 136: 1768-80.

 41 Jimenez-Gallo D, de la Varga-Martinez R, Ossorio-Garcia L et al. The Clinical Significance of 

Increased Serum Proinflammatory Cytokines, C-Reactive Protein, and Erythrocyte Sedimenta-

tion Rate in Patients with Hidradenitis Suppurativa. Mediators Inflamm 2017; 2017: 2450401.

 42 Matusiak L, Szczech J, Bieniek A et al. Increased interleukin (IL)-17 serum levels in patients 

with hidradenitis suppurativa: Implications for treatment with anti-IL-17 agents. Journal of the 

American Academy of Dermatology 2017; 76: 670-5.

 43 Matusiak L, Bieniek A, Szepietowski JC. Increased serum tumour necrosis factor-alpha in 

hidradenitis suppurativa patients: is there a basis for treatment with anti-tumour necrosis 

factor-alpha agents? Acta Derm Venereol 2009; 89: 601-3.

 44 Wieland CW, Vogl T, Ordelman A et al. Myeloid marker S100A8/A9 and lymphocyte marker, 

soluble interleukin 2 receptor: biomarkers of hidradenitis suppurativa disease activity? Br J 

Dermatol 2013; 168: 1252-8.

 45 Miller IM, Ring HC, Prens EP et al. Leukocyte Profile in Peripheral Blood and Neutrophil-

Lymphocyte Ratio in Hidradenitis Suppurativa: A Comparative Cross-Sectional Study of 462 

Cases. Dermatology 2016.

 46 Hessam S, Sand M, Gambichler T et al. Correlation of inflammatory serum markers with dis-

ease severity in patients with hidradenitis suppurativa (HS). Journal of the American Academy 

of Dermatology 2015; 73: 998-1005.

 47 Grant A, Gonzalez T, Montgomery MO et al. Infliximab therapy for patients with moderate to 

severe hidradenitis suppurativa: A randomized, double-blind, placebo-controlled crossover 

trial. Journal of the American Academy of Dermatology; 62: 205-17.

 48 van der Zee HH, Laman JD, de Ruiter L et al. Adalimumab (antitumour necrosis factor-alpha) 

treatment of hidradenitis suppurativa ameliorates skin inflammation: an in situ and ex vivo 

study. Br J Dermatol 2012; 166: 298-305.

 49 Ring HC, Bay L, Nilsson M et al. Bacterial biofilm in chronic lesions of hidradenitis sup-

purativa. Br J Dermatol 2017; 176: 993-1000.

 50 Ring HC, Thorsen J, Saunte DM et al. The Follicular Skin Microbiome in Patients With Hidrad-

enitis Suppurativa and Healthy Controls. JAMA dermatology 2017; 153: 897-905.

14 Erasmus Medical Center Rotterdam



 51 Guet-Revillet H, Jais JP, Ungeheuer MN et al. The Microbiological Landscape of Anaerobic 

Infections in Hidradenitis Suppurativa: A Prospective Metagenomic Study. Clinical Infectious 

Diseases 2017; 65: 282-91.

 52 Guet-Revillet H, Coignard-Biehler H, Jais JP et al. Bacterial pathogens associated with hidrad-

enitis suppurativa, France. Emerg Infect Dis 2014; 20: 1990-8.

 53 Nikolakis G, Liakou AI, Bonovas S et al. Bacterial Colonization in Hidradenitis Suppurativa/

Acne Inversa: A Cross-sectional Study of 50 Patients and Review of the Literature. Acta Derm 

Venereol 2017; 97: 493-8.

 54 Kromann CB, Deckers IE, Esmann S et al. Risk factors, clinical course and long-term prognosis 

in hidradenitis suppurativa: a cross-sectional study. Br J Dermatol 2014; 171: 819-24.

 55 Boer J. Should Hidradenitis Suppurativa Be Included in Dermatoses Showing Koebnerization? 

Is It Friction or Fiction? Dermatology (Basel, Switzerland) 2017; 233: 47-52.

 56 Vossen A, van der Zee HH, Onderdijk AJ et al. Hidradenitis suppurativa is not associated 

with the metabolic syndrome based on body type: A cross-sectional study. The Journal of 

Dermatology 2017; 44: 154-9.

 57 Cornbleet T. Pregnancy and apocrine gland diseases: hidradenitis, Fox-Fordyce disease. AMA 

Arch Derm Syphilol 1952; 65: 12-9.

 58 Vossen AR, van Straalen KR, Prens EP et al. Menses and pregnancy affect symptoms in hidrad-

enitis suppurativa: A cross-sectional study. J Am Acad Dermatol 2017; 76: 155-6.

 59 Clemmensen OJ. Topical treatment of hidradenitis suppurativa with clindamycin. Int J Derma-

tol 1983; 22: 325-8.

 60 Jemec GB, Wendelboe P. Topical clindamycin versus systemic tetracycline in the treatment of 

hidradenitis suppurativa. J Am Acad Dermatol 1998; 39: 971-4.

 61 Bettoli V, Zauli S, Borghi A et al. Oral clindamycin and rifampicin in the treatment of hi-

dradenitis suppurativa-acne inversa: a prospective study on 23 patients. J Eur Acad Dermatol 

Venereol 2014; 28: 125-6.

 62 Gener G, Canoui-Poitrine F, Revuz JE et al. Combination therapy with clindamycin and rifam-

picin for hidradenitis suppurativa: a series of 116 consecutive patients. Dermatology 2009; 

219: 148-54.

 63 Mendonca CO, Griffiths CE. Clindamycin and rifampicin combination therapy for hidradenitis 

suppurativa. Br J Dermatol 2006; 154: 977-8.

 64 van der Zee HH, Boer J, Prens EP et al. The effect of combined treatment with oral clindamycin 

and oral rifampicin in patients with hidradenitis suppurativa. Dermatology 2009; 219: 143-7.

 65 Join-Lambert O, Coignard H, Jais JP et al. Efficacy of rifampin-moxifloxacin-metronidazole 

combination therapy in hidradenitis suppurativa. Dermatology 2011; 222: 49-58.

 66 Kimball AB, Kerdel F, Adams D et al. Adalimumab for the treatment of moderate to severe 

Hidradenitis suppurativa: a parallel randomized trial. Ann Intern Med 2012; 157: 846-55.

 67 Kimball AB, Okun MM, Williams DA et al. Two Phase 3 Trials of Adalimumab for Hidradenitis 

Suppurativa. N Engl J Med 2016; 375: 422-34.

 68 Miller I, Lynggaard CD, Lophaven S et al. A double-blind placebo-controlled randomized trial 

of adalimumab in the treatment of hidradenitis suppurativa. Br J Dermatol 2011; 165: 391-8.

General introduction 15



 69 Grant A, Gonzalez T, Montgomery MO et al. Infliximab therapy for patients with moderate to 

severe hidradenitis suppurativa: a randomized, double-blind, placebo-controlled crossover 

trial. J Am Acad Dermatol 2010; 62: 205-17.

 70 Menis D, Maronas-Jimenez L, Delgado-Marquez AM et al. Two cases of severe hidradenitis 

suppurativa with failure of anakinra therapy. Br J Dermatol 2015; 172: 810-1.

 71 Russo V, Alikhan A. Failure of Anakinra in a Case of Severe Hidradenitis Suppurativa. J Drugs 

Dermatol 2016; 15: 772-4.

 72 Tzanetakou V, Kanni T, Giatrakou S et al. Safety and Efficacy of Anakinra in Severe Hidradenitis 

Suppurativa: A Randomized Clinical Trial. JAMA Dermatol 2016; 152: 52-9.

 73 Blok JL, Li K, Brodmerkel C et al. Ustekinumab in hidradenitis suppurativa: clinical results and 

a search for potential biomarkers in serum. Br J Dermatol 2016; 174: 839-46.

 74 Schuch A, Fischer T, Boehner A et al. Successful Treatment of Severe Recalcitrant Hidradenitis 

Suppurativa with the Interleukin-17A Antibody Secukinumab. Acta Derm Venereol 2018; 98: 

151-2.

 75 Thorlacius L, Theut Riis P, Jemec GBE. Severe hidradenitis suppurativa responding to treatment 

with secukinumab: a case report. Br J Dermatol 2017; 179: 182-185.

 76 Horvath B, Janse IC, Blok JL et al. Hurley Staging Refined: A Proposal by the Dutch Hidradeni-

tis Suppurativa Expert Group. Acta Derm Venereol 2016.

 77 van der Zee HH, Prens EP, Boer J. Deroofing: a tissue-saving surgical technique for the treat-

ment of mild to moderate hidradenitis suppurativa lesions. J Am Acad Dermatol 2010; 63: 

475-80.

 78 van Rappard DC, Mooij JE, Mekkes JR. Mild to moderate hidradenitis suppurativa treated with 

local excision and primary closure. J Eur Acad Dermatol Venereol 2012; 26: 898-902.

 79 Alharbi Z, Kauczok J, Pallua N. A review of wide surgical excision of hidradenitis suppurativa. 

BMC Dermatology 2012; 12:.

 80 Mitchell KM, Beck DE. Hidradenitis suppurativa. Surg Clin North Am 2002; 82: 1187-97.

 81 Rompel R, Petres J. Long-term results of wide surgical excision in 106 patients with hidradeni-

tis suppurativa. Dermatol Surg 2000; 26: 638-43.

 82 Balik E, Eren T, Bulut T et al. Surgical approach to extensive hidradenitis suppurativa in the 

perineal/perianal and gluteal regions. World J Surg 2009; 33: 481-7.

 83 Bocchini SF, Habr-Gama A, Kiss DR et al. Gluteal and perianal hidradenitis suppurativa: surgi-

cal treatment by wide excision. Dis Colon Rectum 2003; 46: 944-9.

 84 Lapins J, Sartorius K, Emtestam L. Scanner-assisted carbon dioxide laser surgery: a retrospec-

tive follow-up study of patients with hidradenitis suppurativa. J Am Acad Dermatol 2002; 47: 

280-5.

 85 Mikkelsen PR, Dufour DN, Zarchi K et al. Recurrence rate and patient satisfaction of CO2 

laser evaporation of lesions in patients with hidradenitis suppurativa: a retrospective study. 

Dermatol Surg 2015; 41: 255-60.

 86 van Straalen KR, Schneider-Burrus S, Prens EP. Current and future treatment of hidradenitis 

suppurativa. Br J Dermatol 2018.

16 Erasmus Medical Center Rotterdam



 87 Boer J, Nazary M. Long-term results of acitretin therapy for hidradenitis suppurativa. Is acne 

inversa also a misnomer? Br J Dermatol 2011; 164: 170-5.

 88 Matusiak L, Bieniek A, Szepietowski JC. Acitretin treatment for hidradenitis suppurativa: a 

prospective series of 17 patients. Br J Dermatol 2014; 171: 170-4.

 89 Puri N, Talwar A. A study on the management of hidradenitis suppurativa with retinoids and 

surgical excision. Indian J Dermatol 2011; 56: 650-1.

 90 Tan MG, Shear NH, Walsh S et al. Acitretin: Monotherapy or Combined Therapy for Hidraden-

tis Suppurativa? J Cutan Med Surg 2017; 21: 48-53.

 91 Hessam S, Sand M, Meier NM et al. Combination of oral zinc gluconate and topical triclosan: 

An anti-inflammatory treatment modality for initial hidradenitis suppurativa. J Dermatol Sci 

2016; 84: 197-202.

 92 Yazdanyar S, Boer J, Ingvarsson G et al. Dapsone therapy for hidradenitis suppurativa: a series 

of 24 patients. Dermatology 2011; 222: 342-6.

 93 Verdolini R, Clayton N, Smith A et al. Metformin for the treatment of hidradenitis suppurativa: 

a little help along the way. J Eur Acad Dermatol Venereol 2013; 27: 1101-8.

 94 Wong D, Walsh S, Alhusayen R. Low-dose systemic corticosteroid treatment for recalcitrant 

hidradenitis suppurativa. J Am Acad Dermatol 2016; 75: 1059-62.

 95 Boer J, Jemec GB. Resorcinol peels as a possible self-treatment of painful nodules in hidrad-

enitis suppurativa. Clin Exp Dermatol 2010; 35: 36-40.

 96 Riis PT, Boer J, Prens EP et al. Intralesional triamcinolone for flares of hidradenitis suppurativa 

(HS): A case series. J Am Acad Dermatol 2016; 75: 1151-5.

 97 Ellis LZ. Hidradenitis suppurativa: surgical and other management techniques. Dermatol Surg 

2012; 38: 517-36.

 98 Danby FW, Hazen PG, Boer J. New and traditional surgical approaches to hidradenitis sup-

purativa. J Am Acad Dermatol 2015; 73: S62-5.

 99 Revuz J. Hidradenitis suppurativa. J Eur Acad Dermatol Venereol 2009; 23: 985-98.

General introduction 17


