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Antimicrobial treatment

100%
We suggest treatment with topical antiseptic drugs —
. . . . . . 100 % Agreement
including sodium hypochlorite 0.005% baths -in patients U
with a history of recurrent skin infections.
(24/24)
Expert Consensus

Anti-bacterial treatment

We recommend a short course of systemic antibiotics
only in AE patients with extensive clinically
superinfected lesions.

100%
We suggest against the long-term application of topical ¢ 100/% Agreement
antibiotics, due to the risk of resistance development .
(25/25)

. .. Expert Consensus
We suggest that topical anti-inflammatory treatments
are continued during the treatment of Staphylococcus >
aureus superinfection episodes.

The prevalence of Staphylococcus aureus (SA) colonization among patients with AE is typically above
80% for lesional skin and 40% for nonlesional skin versus 10% in healthy individuals, but this depends
largely on the culture methods used. The density of the colonization correlates with the disease
severity.! Topical corticosteroids and calcineurin inhibitors reduce the colonization rate of SA in AE.
Although AE patients are prone to SA skin infections, most AE patients colonized by SA do not show
overt signs of infection (i.e. weeping, honey-coloured crusts, and pustules). Clinical signs of skin
inflammation during AE flares may overlap with signs of skin infection, making the diagnosis of skin
infection per se challenging.? Bacterial swabs are commonly unhelpful, as they do not alter the
treatment approach, unless the patient is infected with a resistant bacterial species. SA is a major
trigger of AE flares, but its role in the development of AE is still debated. There are a number of
mechanisms through which SA can drive eczematous inflammation, including the release of
superantigen toxins, which enhance T cell activation of superantigen-specific and allergen-specific T
cells, the expression of IgE anti-staphylococcal antibodies and increased expression of IL-31 which
leads to pruritus and subsequent scratching.? 3 Scratching favors binding of SA to the skin, and the
increased amount of SA derived ceramidase aggravates the skin barrier defect. Moreover,
superantigen production increases expression of alternative glucocorticoid receptors that do not bind
to topical corticosteroids, which leads to treatment resistance.* Biofilm formation by AE-associated
staphylococci most certainly also plays a major role in the occlusion of sweat ducts and leads to
inflammation and pruritus.*
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A Cochrane review by George et al.> with 41 studies and 1,753 participants assessed the effect of
different interventions to reduce SA on the skin in people with AE. Four studies evaluated oral
antibiotics versus placebo. No difference was found in the global severity assessment (RR 0.80; 95% ClI
0.18 to 3.50; 2 RCTs; GRADE: low-quality) and little to no effect was reported for QoL (MD 0.11, 95%
Cl -0.10 to 0.32; 1 RCT; GRADE moderate-quality). Fourteen studies compared topical corticosteroids
plus antibiotic with topical corticosteroids alone. Steroids/antibiotics combination participant may
have a slightly greater improvement in the global signs and symptoms (RR 1.10, 95% Cl 1.00 to 1.21; 3
RCTs; GRADE: low-quality). For Qol, little to no effect was found (MD -0.18, 95% CI -0.40 to 0.04; 1 RCT
GRADE: moderate-quality). For bleach baths versus placebo or bath emollients, no difference was
reported in the global improvement at one month follow-up (RR 0.78; 95% Cl 0.37 to 1.63; 1 RCT;
GRADE: low-quality) and little to no effect was documented for QoL (MD 0.90; 95% Cl -1.32 t0 3.12; 1
RCT; GRADE: moderate quality). This corresponds to recent data showing no antimicrobial effect in
vitro of diluted bleach baths.®

For all three interventions adverse events leading to withdrawal of treatment were rare and evidence
was very low quality. For antibiotic resistance, no significant difference was demonstrated between
intervention groups and placebo but results remain uncertain because quality of evidence was very
low.

Eight randomized controlled trials evaluated treated textiles (as silver) versus placebo, studies were
not pooled due to heterogeneous design but no clear advantage was reported. Juenger et al.” found
no effect in the overall disease control of AE in the silver textile group compared with non-silver textile
(RR 2.40; 95% CI 0.91 to 6.36; RoB: high) and Gauger et al.8 reported no significant difference between
groups in the quality of life questionnaire (RoB: high). For summary of findings tables (modified), see

appendix III.
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Anti-viral treatment

We recommend to treat eczema herpeticum without 100%
delay using systemic antiviral therapy, such as aciclovir.

100 % Agreement
We recommend to perform vaccinations in line with (25/25)

national guidelines. Expert Consensus

Viral infections including herpes simplex, varicella zoster, molluscum contagiosum, smallpox and
coxsackie viruses occur more frequently in AE patients than in healthy individuals, with a tendency to
disseminated, widespread disease.’

Eczema herpeticum (EH), a disseminated herpes simplex virus (HSV) infection, is a potentially serious
complication of AE that requires immediate medical action. Patients, mostly children, present with
disseminated vesicles, fever and lymphadenopathy and can develop complications such as
keratoconjunctivitis, meningitis and encephalitis. Predisposing factors of first episode of EH or
recurrent EH are early onset and severe or untreated forms of AE with high IgE levels and atopic
comorbidities (extrinsic AE). Pre-treatment with topical corticosteroids or calcineurin inhibitors is not
associated with an increased risk of developing EH. There is no evidence to recommend
discontinuation of topical anti-inflammatory treatments during an EH outbreak.l® Mainstay of EH
therapy is systemic treatment with aciclovir or valaciclovir.!! Treatment should be started immediately,
once the clinical diagnosis is made.!?

Varicella-zoster virus (VZV) infection in an immunocompetent child is usually a mild, self-limiting
disease. This infection is, however, known to facilitate secondary local or systemic bacterial infection
and a particular concern in children with AE. Earlier studies demonstrated the safety and efficacy of
VZV vaccination in these children who appear to benefit from this vaccination.’® Moreover, in children
with AE, immune response to VZV vaccine is comparable to healthy children.}* Therefore, parents of
atopic children should be encouraged to fully immunize their children depending on specific local
guidelines.

Molluscum contagiosum virus (MCV) infection is in general benign and self-limiting but frequent in
patients with severe AE. A large variety of topical treatments have been reported such as cantharidin,
potassium hydroxide, tretinoin cream, and topical cidofovir.'> Physical therapies including cryotherapy
and curettage are also effective, but not always well tolerated in paediatric patients and usually
unnecessary given the self-limiting nature of MCV infections.® Topical treatment of AE with TCS should
be continued during MCV infection.

Eczema vaccinatum (EV) is a complication of smallpox vaccination known to occur in AE patients. The
vaccinia virus disseminates and causes an extensive rash and severe systemic illness with a mortality
rate estimate at 5-40%.'” Therefore, smallpox vaccination is contraindicated in patients with a history
of or currently active AE.2® The existence of an attenuated vaccine (Modified Vaccinia Ankara virus)
and three antiviral drugs, in addition to vaccinia immunoglobulin, provides means of preventing or
treating EV.*® 2% Should a smallpox outbreak necessitate an emergency mass vaccination, the choice of
vaccination strategies, such as ring or mass vaccination, has to be determined by policymakers.
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Eczema coxsackium (EC) is a disseminated form of coxsackie virus infection mostly occurring in
children with active AE lesions.?! The coxsackie virus A6 strain leads to atypical disease manifestations,
which are classified as i) a diffuse form (lesions extended to the trunk), ii) an acral form (lesions with a
mainly acral distribution), or iii) eczema coxsackium (disseminated lesions on preexisting eczematous
areas).” This rash may be confused with bullous impetigo or eczema herpeticum. Symptomatic
treatment includes use of topical corticosteroids and wet wrap therapy.?>2*

Regional vaccination programmes should be followed by all AE patients as recommended. The denial
of vaccination because of diagnosed AE is a misconception possibly leading to fatal consequences.

Anti-fungal treatment

We suggest topical or systemic antifungal therapy in
some patients with AE, mainly in those suffering from
the “head and neck” variant of AE. and with

demonstrated IgE-sensitization to Malassezia spp. (23/24)
Expert Consensus

Despite its role as a commensal on healthy human skin, Malassezia spp. is attributed a pathogenicrole
in AE, as it may interact with the local skin immune response and barrier function. Through a deficient
skin barrier, Malassezia spp may activate keratinocytes and dendritic cells causing secretion of a range
of pro-inflammatory cytokines including IL-4, IL-13 and-IL 17.%% Several randomized, placebo
controlled trials investigated the benefit of topical or systemic antifungal treatment for AE patients.?
30 The ambiguous results of these clinical trials might be attributed to selection bias. It can be
speculated that antifungal therapies are more effective in certain subgroup of AE. It seems for example
that antifungal therapy shows beneficial effects in patients with a head-neck-type distributed AE and
detectable IgE-mediated sensitization against Malassezia.3! It has also been shown that sensitization
against this skin-colonizing yeast can correlate with disease activity.3> The most common class of
antifungal drugs prescribed for AE patients are azoles such as ketoconazole and itraconazole which
have also some anti-inflammatory properties.?® Due to a better benefit:side effect ratio imidazole
derivates (fluconazole or itraconazole) should be prescribed instead of ketoconazole for systemic
treatment. In summary, antifungal treatment with either topical ketoconazole or ciclopiroxolamine or
systemic itraconazole or fluconazole can be considered for those patients who suffer from head—neck
dermatitis, particularly for those who are characterized by clear IgE-sensitization to Malassezia spp.
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