
COMMENTARIES

BJD

British Journal of Dermatology

Predicting response to anti-TNF-alpha
treatment in Hidradenitis suppurativa

DOI: 10.1111/bjd.12192

ORIGINAL ARTICLE, p 311

Hidradenitis suppurativa (HS) is comparatively common, fre-

quently causes impairment and almost always presents a thera-

peutic challenge. In spite of this, it remains an understudied

disease, and studies linking existing knowledge and experience

are therefore particularly valuable as they provide insight and

perspective.

Using flow cytometry, in 2007, Giamarellos-Bourboulis

et al.1 described an altered immune response in patients with

HS, suggesting a role for tumour necrosis factor (TNF)-a and

the innate immune system in the pathogenesis of the disease.

Later, increased amounts of circulating, as well as lesional,

TNF-a were found, supporting the previous observations.2–4

In parallel, the use of TNF-a blockers for the treatment of HS

was being studied in case series.5 In consequence of these ob-

servational studies, small investigator-initiated randomized

controlled trials were published indicating a positive treatment

effect of TNF-a blockers on HS.6,7

Not all patients however respond, and other immune mecha-

nisms such as an excessive T helper 17 response, a lack of inter-

leukin-22 and abnormalities of the innate immune system have

been studied.8–10 For the innate immune system both low and

high expression of various markers have been described, making

the interpretation of the findings more complex.4,9,11 In spite of

the increased interest in HS, the underlying reasons for these

immunological abnormalities remain obscure, but leave the

reader with the impression that early suggestions of immune

dysregulation are gradually gaining support.12

In their article in this issue of BJD, Giamarellos-Bourboulis’

group links genetic polymorphisms in the promoter region of

the TNF gene to both disease severity and response to anti-

TNF-a treatment, suggesting a genetic background for the in-

flammatory consequences of the immunological abnormalities

of HS as well as response to therapy.13 Many questions remain

to be answered, but this paper begins to link some of the

known islands in the sea of unknown.
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It is well known by dermatologists that individuals with child-

hood atopic dermatitis (AD) have an increased risk of develop-
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ing occupational hand eczema later in life.1–3 Patients and their

parents should therefore be advised to pursue professional

careers without excessive irritant exposure. Interestingly, before

it was possible to test for the common filaggrin gene (FLG) mu-

tations that are observed in about 10% of Northern Europeans,4

a Swedish study including 955 patients aged 24–44 years with

AD in childhood showed that severe disease, involvement of the

hands before 15 years of age and xerosis, as well as irritant ex-

posure, were strongly associated with the occurrence of hand

eczema in adulthood.5 Since then, numerous studies have

shown that, for example, hair-dressing, healthcare and food

handling can be problematic occupations, especially for individ-

uals with AD, often resulting in sick-leave and job change due

to irritant contact dermatitis (ICD).

In this issue of the BJD, Visser et al.6 show that both FLG mu-

tations and AD increase the risk of occupational ICD on the

hands. Pertinently, individuals with concurrent FLG mutations

and AD had the strongest risk. As FLG mutations are associated

with xerosis7 and severe childhood AD,4 as well as hand eczema

in childhood,8 it is likely that a considerable proportion of the

patients who developed hand eczema in the pioneering Rystedt

study5 were also FLG mutation carriers. As these individuals can

be identified through either genotyping or by clinical inspec-

tion of the hallmarks of ichthyosis vulgaris,9 i.e. palmar and

plantar hyperlinearity, xerosis, keratosis pilaris and scaly skin, it

is possible to identify this subgroup of particularly susceptible

individuals. This should be a mandatory part of the routine

work-up when seeing patients with AD as it may benefit the

patient and our societies. One may even argue that healthcare

providers should warn FLG mutation carriers without AD

against excessive wet work. The importance is highlighted by

the poor prognosis of patients with ICD who have atopy and

FLG mutations.10 Fortunately, FLG mutation carriers who have

experienced hand eczema during childhood seem to avoid pro-

fessions with irritant exposure, possibly due to information

provided by healthcare providers, or due to self-selection (man-

uscript in preparation). ICD often precedes allergic contact

dermatitis,11 and a general population study showed that FLG

mutation carriers who reported dermatitis at some point, had a

fivefold increased risk of being contact sensitized.12 With the

important new findings from the Dutch–German group, it is

evident that dermatologists should help to limit the morbidity

of hand eczema by advising FLG mutation carriers against future

excessive occupational irritant (and allergic) exposure.
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Adverse reactions to drugs are important because they account

for 5% of all admissions and arise in 10–20% of all hospital

inpatients.1 The majority of these reactions are predictable

consequences of the known mechanism, for example overanti-

coagulation with warfarin. However, approximately 20% of

adverse reactions are not pharmacologically predictable and a

large proportion of these are due to drug allergy (syn. drug

hypersensitivity) of which approximately 30% may be poten-

tially life-threatening.2 Skin manifestations are the commonest
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