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Abst rac t
Atopic dermatitis (AD) is a condition frequently encountered in medical practices across the country. More than 
60% of children with AD are at risk to develop allergic rhinitis or asthma (the atopic march). Patients with AD have 
a unique predisposition to colonization or infection by Staphylococcus aureus. Treatments for AD need to rapidly 
control symptoms of the disease, improve quality of life and prevent exacerbations. Given the chronic and relapsing 
nature of the disease, therapies need to encourage good compliance and be well tolerated.

Key words: atopic dermatitis, treatment, emollients, cosmeceuticals, topical corticosteroids, topical calcineurin 
inhibitors, antihistamines.

Introduction

Atopic dermatitis (AD) is a chronic, recurrent, inflam-
matory cutaneous disease, which may coexist with other 
IgE-dependent atopic diseases such as bronchial asthma, 
allergic rhinitis and food allergy [1, 2]. Atopic dermatitis 
is a result of complex genetic, epigenetic, environmen-
tal and immunological interactions with an overlapping 
epidermal barrier defect [1, 2]. The disease significantly 
reduces the quality of life of patients and their families, 
which leads to serious socioeconomic consequences 

[3–9]. In early childhood, the incidence of the disease is 
similar in both sexes, and only around the age of 6 years 
does the prevalence among girls become higher than in 
boys (3 : 2) [10, 11]. Atopic dermatitis most often begins in 
early childhood. It is believed that 60% of all cases begin 
in the first year of life, and 90% – before the age of 5. The 
disease tends to regress before 5 years of age in 40–80% 
of patients and in 60–90% it subsides before 15 years 
of age [12]. In Poland, the incidence of AD increases in 
large cities, but decreases in rural areas. The prevalence 
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of AD in children ranges from 4.7% to 9.2%, while among 
adults it is from 0.9% to 1.4% [13].

Treatment. General considerations

The fundamentals of AD treatment are based on 
a combination of proper skin care, daily use of emol-
lients and anti-inflammatory treatment, while avoiding 
contact with provocative allergens and irritants [14, 15]. 
Anti-inflammatory therapy should be properly selected 
to include topical corticosteroids (TCSs) and/or topical 
calcineurin inhibitors (TCI) – depending on the disease 
activity (periods of exacerbation and remission, location 
of changes etc.).

Contributing factors

One of the most vital elements of taking medical 
history is identifying potential aggravating factors. Most 
often, in the case of AD, these are airborne allergens, 
foods, climatic factors, stress, hormone levels, cigarettes, 
irritants and microorganisms. Not every patient with AD 
reacts to all of the above-mentioned factors [14, 16]. 
Statistically, 20–40% of young children and infants with 
AD are concurrently diagnosed with a food allergy, most 
commonly to cow’s milk, eggs, fish, peanuts, soya beans 
and wheat [16]. Food allergy and AD often coexist in the 
same patient. Skin lesions occurring in AD, associated 
with food allergy, are more common in patients in the 
developmental age than in adulthood. They are a mani-
festation of the body’s hypersensitivity to certain foods, 
the consumption of which leads to atopic and allergic 
reactions (IgE-mediated, IgE-independent or mixed).

Atopic dermatitis in infants and young children is 
most often associated with an allergy to cow’s milk pro-
tein and egg white, whereas older children, adolescents 
and adults are more commonly allergic to animal and 
airborne allergens.

Clinical studies have shown that in approximately 
50% of the youngest children with AD, exacerbation of 
skin lesions may occur after ingestion of one or more 
harmful ingredients. Adolescents and adults with AD 
also react with exacerbation of lesions after eating cer-
tain foods. Unlike in infancy, hypersensitivity reactions 
to milk protein and egg white (“classical food allergens”) 
are seldom observed in adolescents and adults with AD. 
In this age group, exacerbation of skin lesions more com-
monly is a result of an “allergic cross-reaction” caused by 
simultaneous allergies to pollen and food.

Determination of the etiopathogenic relationship 
between food hypersensitivity and AD is an indication 
for the temporary use of an elimination diet in these pa-
tients [17]. In contrast, airborne allergens (animal dander, 
cockroaches, house dust mites, human skin, molds and 
pollens) are the most common cause of exacerbations in 
older children and adults [18].

First-line therapy: basic treatment 

Primary therapy of AD is based on education, preven-
tion and restoration of the disturbed epidermal barrier 
function by total emollient therapy (Table 1). Emollients 
should be selected on a case-by-case basis depending on 
the degree of skin dryness, diurnal and nocturnal activi-
ties as well as possible contact allergy. The restoration of 
lipids in the damaged epidermal barrier of an AD patient 
can be achieved using the so-called active emollients, 
a mixture of fats that physiologically occur in the stra-
tum corneum. These compounds, such as ceramides, free 
fatty acids and cholesterol, are actively transported using 
specific receptors and ATP to the cytoplasm of the cells in 
the living layers of the epidermis, where they are metab-
olized and then, together with endogenous lipids, they 
form a lipid barrier of the skin. In AD, the best results 
are achieved with active emollients that consist predom-
inantly of ceramides because they are the most deficient 
in this disease [19]. Restoration of the epidermal barri-
er is achieved following each application of emollients, 
but along-lasting improvement of its function takes 2 to  
4 weeks of regular treatment, which is associated with 
the physiological process of differentiation of the epider-
mis, with the final product of the stratum corneum rich 
in lipid membranes.

The crucial part of topical treatment of AD is the use 
of modern emollients that contain agonists of peroxi-
some proliferator-activated receptors (PPARs). These are 
highly unsaturated fatty acids, certain flavonoids, which 
cause activation of specific nuclear receptors and thus 
increase the synthesis of endogenous lipids, improving 
the function of the epidermal barrier; they also have an 
anti-inflammatory effect similar to corticosteroids by 
inhibiting nuclear factor-kB (NF-kB), Th2 cell response, 
mast cells and interleukin 4 [20, 21]. An important objec-
tive of the treatment is to restore proper hydration levels 
of the epidermis. Proper hydration of the stratum corne-
um can be achieved through the use of emollients that, 
in addition to lipids, also contain urea – the main com-
ponent of natural moisturizing factor (NMF), whose role 
is to contain water and glycerol, which is responsible for 
the transport of water from the dermis to the epidermis.

Treatment of AD with a palmitic acid derivative (PEA) 
has been seen to yield good results – PEA is physiolog-
ically present in the epidermis, and in AD its amount is 
drastically reduced. Its topical application stimulates the 
production of endogenous lipids; it has antimicrobial 
properties and also acts on histamine receptors, pre-
venting the degranulation of mast cells [22]. Lubrication 
of dry skin reduces pruritus, hydrates skin and promotes 
the alleviation of inflammation. Regular use of emol-
lients 3–4 times a day reduces the need for TCSs (a ste-
roid-sparing effect) [23, 24]. Atopic skin requires special 
care [15, 24]. The patient’s skin condition is significantly 
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improved by short water baths at 36–37°C, after which 
application of emollients is recommended within 5 min.

Cosmeceuticals

Cosmeceuticals are a separate group of topical prepa-
rations which, due to their high content of active ingredi-
ents, have therapeutic properties or significantly support 
skin care. They are used to rebuild and restore the nor-
mal function of the epidermal barrier and reduce local in-
flammation in AD. The most important active compounds 
used in cosmeceuticals include: vitamins (e.g. vitamins A, 
C, K, niacin), minerals, unsaturated fatty acids, antioxi-
dants (e.g. rutin), plant extracts (e.g. chestnut, ginkgo bi-
loba, arnica), phytoestrogens, b-carotene, active anti-in-
flammatory compounds, fruit acids, cytokines and the 
recently discovered ectoin. Ectoin is capable of limiting 
the inflammatory processes induced by external factors, 
such as ultraviolet radiation. It reduces the extent of DNA 
damage, accelerates cellular repair mechanisms, protects 
Langerhans cells, increases the fluidity of the lipid layer 
and protects against water loss from the epidermis.

The most important role of ectoin is the protection of 
keratinocytes in the epidermis against adverse environ-

mental factors including UV rays, high temperatures and 
dryness [25, 26].

Wet-wrap treatment 

So-called “wet-wrap treatment” (WWT) can be used 
in children aged from 6 months to 10 years with severe 
AD (SCORAD index over 50). The method uses two lay-
ers of dressings: moist dressing, saturated with medica-
ments (emollients or 0.05% fluticasone propionate or 
mometasone furoate at a dilution of 1 : 3 for the body or 
1 : 9 for the face), which is placed directly on the skin, and 
the overlying dry dressing. The therapy lasts 3–14 days 
under close medical supervision, and requires monitor-
ing of morning cortisol levels. A possible side effect may 
be adrenal suppression [27].

Wet dressing has cooling, anti-inflammatory and anti-
pruritic effects. It forms a mechanical barrier against en-
vironmental factors and prevents the child from scratch-
ing, potentially also reducing the amount of TCS used. On 
the other hand, it causes high TCS absorption, increasing 
the risk of bacterial infection of the hair follicles and skin 
atrophy. In addition, this form of therapy requires training 

Table 1. First-line therapy of atopic dermatitis (AD) (based on [15], [24])

Education Explain/demonstrate how to apply emollients

Various topical medications should be used with intervals

In children > 12 months, use shampoos recommended in AD

When talking to the patient (guardian), make sure the recommendations are understood and followed

Revision of recommendations at least once a year

Prevention Avoid allergens and irritants:

Tobacco smoke

Infections

Wool clothing

Stress

Skin 
cleansing

Delicate and precise, mechanical cleansing

Detergents with/without aseptic substances

Suitable galenic forms

pH in the range of 6

Fast bath ≤ 5 min, including 2-min bathing in oil at 27–30°C

Adding 1/2 cup of sodium hypochlorite to the bath eliminates itching

Bath salts – facilitate the removal of exfoliated skin, skin scales, particularly beneficial in severe impetiginization

Emollient 
therapy

Application min. 2–3 times a day!

Glycerol is better tolerated than urea or sodium chloride

Propylene glycol can easily cause irritation in young children < 2 years of age and should not be used in these patients

In children < 2 years of age it is recommended to use emollients without protein allergens and haptens

Do not use emollients containing peanut extracts which increase the risk of sensitization and allergies!

Emollients are poorly tolerated in inflammation sites – use the appropriate doses of emollients (250–500 g/week)
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to be provided to caregivers or patients, which raises its 
cost [28].

A consensus published in 2006 emphasizes that 
WWT is a relatively safe therapy in severe and recurrent 
cases of AD, well tolerated by children and significantly 
improving their quality of life [29]. Spectacularly good 
therapeutic effects can be seen as early as after 1 week 
of treatment; however, in some cases, a significant wors-
ening of AD can develop within 4 weeks after cessation 
of treatment, hence research is being conducted on the 
proactive use of WWT in home care [29]. The results of 
studies encourage the use of this method, yet further 
controlled standardized clinical trials are needed before 
any recommendations can be made [30].

Second-line therapy: mild anti-inflammatory 
treatment

Topical corticosteroids

Topical corticosteroids have been the basis of AD 
treatment for over 50 years. They provide an excellent 
therapeutic effect in combination with emollients. Due 
to dry skin, TCSs are preferred in the form of ointments, 
except in the case of exuding skin lesions, where light-
er forms must be used (lotion, spray, cream). The use 
of TCSs reduces skin colonization by Staphylococcus 
aureus [14]. During exacerbations it is recommended to 
use a TCS of medium potency. Due to the high efficien-
cy obtained in a short time after initiation of treatment 
and their low price, TCSs are often overused. In children, 
these medications should be used very carefully, under 
close dermatological follow-up due to differences in the 
skin structure compared to adults. In Poland, only hy-
drocortisone acetate and hydrocortisone butyrate are 
approved for use in children under 1 year of age, where-
as mometasone furoate, fluticasone propionate and 
methylprednisolone aceponate – characterized by high 
selectivity and affinity to receptors – are approved for use 
in children above 2 years of age. Other TCSs are only ap-
proved for use in patients aged 12 years or older.

Side effects of corticosteroids

Long-term use of TCSs, particularly those from high 
potency groups, is associated with common side effects: 
skin atrophy, permanent telangiectasia, stretch marks, 
hypertrichosis, depigmentation, perioral dermatitis, acne 
rosacea, bacterial and/or fungal infections and withdraw-
al effects (exacerbation of skin lesions after discontin-
uation of the drug), as well as tachyphylaxis (gradual 
decrease in efficacy with prolonged treatment). Local 
application of strong TCSs on large surfaces in children, 
especially infants, can cause undesirable systemic symp-
toms: inhibition of the hypothalamic‑pituitary‑adrenal 
axis, growth retardation and osteoporosis. Fear of side 
effects (as well as the increasingly common steroid pho-

bia) is a common cause of poor compliance with doctor’s 
recommendations by patients or, in the case of children, 
by parents, which results in a lack of treatment efficacy. 
To avoid potential side effects, it is recommended to use 
the so-called intermittent therapy, involving the use of 
TCSs only 2–3 days per week, alternating with emollients. 
Topical corticosteroids should be used according to the 
manufacturer’s recommendations, once a day, as their 
more frequent use does not increase treatment efficacy 
but increases the risk of side effects [14, 18, 24, 31–33].

“Steroid phobia” (“corticophobia”)

More than half of AD patients are afraid to use TCSs, 
as revealed by studies on steroid phobia among these pa-
tients. In addition, it has been shown that patients have 
little knowledge of the therapeutic potential of TCSs and 
their adverse effects, and the main source of information 
about TCSs for patients is doctors and pharmacists. The 
problem of steroid phobia is not limited to Poland but 
is widespread in Europe and results in ineffectiveness 
of local AD therapy. It seems that the effectiveness of 
AD treatment could be improved by proper education of 
patients and personal interaction fostering mutual trust 
between patients and healthcare professionals [34].

Topical calcineurin inhibitors 

Topical calcineurin inhibitors, tacrolimus and pimecro-
limus, inhibit T cell activation and the release of inflam-
matory cytokines. Pimecrolimus in the form of 1% cream 
is recommended as first-line therapy in mild AD, and its 
clinical profile suggests that it may be considered as the 
treatment of choice for mild to moderate AD, in both 
children and adults, especially in sensitive areas of the 
skin [35]. Tacrolimus 0.03% and 0.1% ointment is recom-
mended in moderate to severe atopic eczema. Compared 
to pimecrolimus, tacrolimus has a faster and more potent 
action, and clinical improvement after its application is 
visible already in the first week of treatment. These med-
ications are administered twice daily until resolution of 
inflammation. They can be safely used for many months 
on all areas of the skin, including sensitive ones such as 
the eyelids, face, neck, and intertriginous areas, as well 
as the genitals in both adults and children. In contrast 
to TCSs, TCIs do not inhibit the synthesis of collagen, do 
not cause epidermal thinning or vasodilation, nor do they 
damage the skin barrier. The most common adverse re-
actions associated with the use of TCIs are burning and 
redness of the skin at the site of application, which dis-
appears after a few days [14, 35, 36].

Based on analysis of existing results of the treatment, 
it is believed that the restrictions on the use of pimecroli-
mus in infants are unjustified. It is suggested to develop 
new recommendations and warnings in the labelling of 
topical calcineurin inhibitors [37].
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Proactive (maintenance) therapy

Proactive therapy is based on the use of tacrolimus 
ointment twice a week for up to 12 months after the dis-
appearance of skin lesions. For patients with relapsing 
AD, pimecrolimus cream should be applied as mainte-
nance therapy to the previously affected skin following 
complete resolution of lesions, either once daily for  
7 days a week for up to 3 months or less frequently, de-
pending on the advice of the treating physician [37]. Re-
duction of exacerbations of AD, increased patient com-
pliance, improved quality of life of patients and reduced 
cost of treatment of AD have been observed among pa-
tients using the proactive therapy [38, 39].

Antimicrobial therapy

Each exacerbation of AD can be associated with bac-
terial infection; staphylococcal infections are the most 
common. The skin of patients with AD is colonized with 
this pathogen in 90% of cases. An attempt was made to 
prove that eradication of Staphylococcus aureus signifi-
cantly reduces the severity of the disease [40]; howev-
er, due to increasing drug resistance and the defective 
antimicrobial peptide profile in AD, sustained decoloni-
zation of the skin is practically impossible [41]. Studies 
indicate the efficacy of octenidine, chlorhexidine, mupi-
rocin, fusidic acid and retapamulin [40, 42, 43]. Due to 
the above-mentioned antibiotic resistance, chronic use 
of topical antibiotics is not recommended. The rationale 
for the use of oral antibiotics is exacerbation of AD with 
clinical signs of bacterial infection [44–46]; in other cas-
es, treatment with oral antibiotics is not recommended 
[14, 47]. It is important to note that anti-inflammatory 
treatment alone (TCIs, TCSs, UV) reduces Staphylococcus 
aureus colonization in AD [14, 42]. Skin infection caused 
by herpes simplex virus (HSV) is often manifested as 
Kaposi varicelliform eruption that requires systemic an-
tiviral therapy [48]. Ketoconazole and ciclopiroxolamine 
are proposed for the treatment of superficial infections 
caused by Malassezia sympodialis [49–51].

Tannins

Tannins have played an important role in dermatol-
ogy for many years. Because of their astringent, anti-in-
flammatory, antipruritic, antimicrobial and desiccant 
properties, they are widely used in the treatment of in-
flammatory and exudative skin diseases such as AD. Lack 
of absorption after application, leading to absence of 
systemic effects, allows tannins to be used with no age 
limits in infants, children, the elderly, as well as in preg-
nant women. Tannins can be used regularly and there 
have been no reported interactions during simultaneous 
application with other medicinal products [52]. It comes 
in three forms: lotions, creams and a solution for baths 
and wraps. In situations where there is minimal exudate, 
dryness and peeling, the use of tannins in the form of 

creams is preferred. The mechanism of action of tannins 
and emollient cream base make this formulation effective 
in inflammatory skin diseases with skin dryness, either 
alone in mild forms of AD, or in combination with local 
corticosteroids, antifungals and antibiotics in more se-
vere cases complicated with secondary infection [53]. The 
lotion form of tannins additionally contains zinc oxide 
and talc, which exhibit hygroscopic properties, making 
it favorable for use as monotherapy or adjunctive thera-
py of skin lesions accompanied by exudate and located 
in the vicinity of intertriginous areas. Synthetic tannins 
are available in the form of solutions recommended for 
partial and whole body baths, washing and wraps [54].

Antihistamines 

First-generation antihistamines (AH1), among which 
only hydroxyzine is currently recommended, can inhibit 
histamine activity in the subcortical centers of the cen-
tral nervous system (CNS), exerting an antipruritic and 
sedative effect, which is advantageous in the case of AD 
patients who experience sleep disorders and difficulties 
in falling asleep. Antihistaminic activity may accelerate 
the repair of the damaged epidermal barrier [55, 56]. 
Gschwandtner et al. demonstrated that the addition of 
histamine to keratinocyte cultures (in vitro) resulted in 
a significant decrease in the expression of keratin 1/10, 
filaggrin and loricrin [55]. Second-generation antihista-
mines (AH2) are particularly useful in patients with AD 
accompanied by conjunctivitis or allergic rhinitis [15]. 
Higher specificity of binding to histamine H1 receptor, 
longer half-life and hydrophilic structure of AH2 contrib-
ute to improved efficacy and safety of these drugs [57].

The safety of cetirizine and levocetirizine has been 
confirmed in two large studies: ETAC and EPAAC, in 
which AD children aged 1 to 3 years received treatment 
for 18 months [57, 58]. ETAC (Early Treatment of the Atop-
ic Child) was the first prospective study evaluating the 
safety and efficacy of cetirizine in the pediatric popula-
tion. Serious adverse events were rare and more com-
mon in the placebo group. It has been shown that the 
use of cetirizine for a period of 18 months in 1- to 2-year-
old children with AD reduced their risk of asthma by half 
[58]. The EPAAC study involved a group of 510 children 
with AD between 12 and 24 months of age. No significant 
adverse effects were observed, except for upper respira-
tory tract infections, gastrointestinal disorders and exac-
erbation of allergic diseases. There were no statistically 
significant differences in the incidence of these adverse 
events between the groups receiving levocetirizine and 
placebo [59].

Bilastine and rupatadine are new antihistamines, 
approved only for the treatment of allergic rhinitis and 
urticaria. Rupatadine can be used from 6 years of age, 
and bilastine from 12 years of age (Table 2). Bilastine has 
a moderate affinity and high selectivity to H1 receptors 
[60]. After absorption, it is not metabolized and is excret-



Postępy Dermatologii i Alergologii 4, August / 2015244

R. Nowicki, M. Trzeciak, A. Wilkowska, M. Sokołowska-Wojdyło, H. Ługowska-Umer, W. Barańska-Rybak, M. Kaczmarski,  
C. Kowalewski, J. Kruszewski, J. Maj, W. Silny, R. Śpiewak, A. Petranyuk

ed with the urine. It has no effect on cardiac arrhythmia 
even with concomitant administration of ketoconazole. 
Therapeutic doses of bilastine have no effects on psycho-
motor functions [60]. Data on antipruritic efficacy of first- 
and second-generation antihistamines in AD are limited 
and there is insufficient evidence for the widespread use 
of these drugs in the treatment of pruritus in AD [24].

Third-line therapy: systemic treatment 

In AD patients in whom local therapy fails to improve 
the skin condition, the following medications can be 
considered: cyclosporine A, methotrexate, azathioprine, 
mycophenolate mofetil, systemic corticosteroids and 
phototherapy [14, 15, 31, 54].

Cyclosporine A (CsA) is recommended as the first-
line therapy in severe cases of chronic AD in adults. In 
children and adolescents, its use should be considered 
only in severe cases of AD. Recommendations for use in 
children are based on the results of individual cohorts 
and individual randomized controlled studies (“off-label” 
indications) [24, 60, 61]. Cyclosporine A reduces inflam-
mation, the size of lesions, the severity of pruritus, and 
improves the quality of sleep. The recommended start-
ing dose is 2.5–3.5 mg/kg b.w./day in two divided doses 
and shouldnot exceed 5 mg/kg b.w./day [61]. After ob-
taining improvement of skin lesions, it is recommended 
to reduce the CsA dose by 0.5–1.0 mg/kg b.w./day every 
2 weeks [62]. The desired effects of CsA treatment, name-
ly decreased pruritus and inflammation of the skin, can 
be seen as early as 2–6 weeks after the initiation of the 
therapy [60, 62]. Withdrawal of the drug is associated 
with a risk of recurrence of skin lesions within several 
weeks after discontinuation of treatment; it is estimat-
ed, however, that after the treatment the skin condition 
does not return to the pre-CsA treatment state [61, 62].
The drug can be administered in continuous long-term 
therapy; however, administration in cycles lasting on av-
erage 12 weeks is recommended. It has been shown that 
CsA at a dose of 2.5–5.0 mg/kg/day given in cycles (cycle 

duration of 12–16 weeks) quickly leads to a significant 
improvement or disappearance of lesions in 80–90% of 
patients [24]. Despite the unquestionable efficacy of CsA 
in the treatment of AD, the use of this drug carries the 
risk of serious side effects. Most side effects that appear 
during the therapy resolve after discontinuation of the 
drug. In order to prevent or reduce the risk of their occur-
rence, strict monitoring of treatment is recommended. 
Patients receiving this drug should be regularly exam-
ined for blood pressure and renal parameters. The risk of 
nephrotoxicity increases when the dose exceeds 5 mg/
kg b.w./day, when there are persistent elevated creati-
nine values, as well as in the elderly. Permanent kidney 
damage (tubular disorders, vasculopathy) can occur in 
patients receiving CsA continuously over a period of more 
than 2 years [62]. In short-term and intermittent CsA 
treatment, renal dysfunction is usually transient. In chil-
dren, the risk of renal toxicity is lower than in adults. Un-
common side effects during treatment with CsA include 
neurological symptoms such as headaches, convulsions, 
paresthesia, as well as gastrointestinal disorders, infec-
tions, gingival hyperplasia, hirsutism, hyperlipidemia, 
electrolyte disturbances, increased risk of developing skin 
cancers and lymphoproliferative disorders. The monitor-
ing of blood CsA concentrations during treatment is not 
required, since CsA levels are only marginally correlated 
with its efficacy and toxicity [63]. Despite the lack of clin-
ical evidence, discontinuation of CsA 2 weeks before the 
scheduled vaccination and re-introduction of the drug  
4 to 6 weeks later is recommended [15].

Methotrexate (MTX), azathioprine (AZA) and myco-
phenolate mofetil (MMF) can be used off-label in adult 
patients with AD, when CsA is ineffective or there are 
contraindications to its use. There are not enough ran-
domized, double-blind, placebo-controlled, prospective 
clinical studies evaluating the treatment with AZA, MTX 
or MMF in children and adolescents with AD [15].

Methotrexate is indicated for the treatment of severe 
AD that is resistant to other treatments. It has been em-
phasized that it is the second most common drug used in 
the treatment of severe AD after CsA. There are a number 
of literature reports on the safety and efficacy of MTX 
in AD. These reports mainly involve adult patients [64]. 
There are also isolated reports on the efficacy and safety 
of MTX in children [65]. Currently, MTX is recommend-
ed for the treatment of AD in adults at doses similar as 
in the treatment of psoriasis, i.e. 10–20 mg/week. It can 
be used in a single dose once a week, but it is more of-
ten applied in three doses of 2.5–7.5 mg every 12 h once 
a week [66]. Other authors recommend the use of MTX at 
doses of 7.5–25 mg/week for adults and 0.2–0.7 mg/kg/
week in children [63]. The treatment is usually well toler-
ated, but there is potential for serious adverse reactions. 
It is believed that the incidence and severity of adverse 
events are dose related. Adverse reactions reported were 
mostly due to high doses of MTX used as chemother-

Table 2. Approved ages for using certain antihistamines

Antihistamines Age

Fenistil 2 months

Hydroxyzine 12 months

Cetirizine 2 years 

Levocetirizine 2 years 

Loratadine 2 years 

Desloratadine 1 year 

Fexofenadine 12 years 

Bilastine 12 years 

Rupatadine 6 years 



Postępy Dermatologii i Alergologii 4, August / 2015 

Atopic dermatitis: current treatment guidelines. Statement of the experts of the Dermatological Section, Polish Society of 
Allergology, and the Allergology Section, Polish Society of Dermatology

245

apy. More common side effects include hepatotoxicity, 
bone marrow suppression, pulmonary fibrosis and renal 
failure. In addition, reduced resistance to infection, leu-
kopenia, anorexia, dizziness, headache, abdominal pain, 
ulcerative stomatitis, inflammation and ulceration of the 
bowel are frequently observed [67].

Azathioprine has been used off-label in the treatment 
of skin conditions including severe AD resistant to oth-
er treatments. The exact mechanism of action of AZA in 
AD is not yet fully understood. In vitro studies suggest 
that AZA has a suppressive and toxic effect on Langer-
hans cells [68]. It is noted that AZA is very effective in 
the treatment of AD, but due to its mechanism of action, 
the therapeutic effect of the drug may be delayed [69]. 
In some patients the full therapeutic effect is achieved 
after 12 weeks or even later. It is recommended to use 
AZA at doses of 1–3 mg/kg b.w./day. Before starting the 
treatment, the activity of thiopurine methyltransferase 
(TPMT), an enzyme involved in the metabolism of 6-mer-
captopurine, should be assessed, because people with 
an inherited deficiency of this enzyme have an increased 
risk of myelosuppression. TPMT gene mutations may 
affect the efficacy and safety of treatment with AZA. 
Determination of TPMT levels allows for adjustment of 
individual doses and reduces the risk of bone marrow 
damage [70–73].

Due to the fact that AD is common in children, the 
question arises whether AZA is useful in treating this 
disease in children. Some authors have used the drug in 
severe cases of AD in children and reported its efficacy. 
No toxic effects on the bone marrow have been observed 
[74, 75]. It has also been shown that AZA not only im-
proves the clinical picture but also lowers total serum IgE 
levels in children and adolescents with AD [76].

Azathioprine has a number of side effects. The most 
common ones include bone marrow failure and immune 
system disorders. Vascular disorders (vasculitis), gastro-
intestinal disorders (nausea, vomiting), and liver disor-
ders have also been reported. Therefore, it is necessary 
to monitor transaminases and blood cell counts during 
treatment. According to the summary of Product Char-
acteristics, blood cell counts should be monitored once 
a week during the first 8 weeks of therapy. At later stag-
es of treatment, the frequency of blood cell count tests 
should be reduced to once per month, then once every 
3 months. In the case of decreased levels of leukocyte or 
platelet counts, or if there are other side effects, the dose 
should be reduced. When using AZA, patients should not 
be vaccinated with vaccines containing live microorgan-
isms. Reaction to vaccines containing killed microorgan-
isms can also be weakened. Due to the teratogenic ef-
fects of AZA, it should not be used during pregnancy and 
breastfeeding [69].

Systemic corticosteroids (CS) are approved for the 
treatment of AD, mainly in adult patients for up to  

1 week, in carefully selected cases of disease exacerba-
tion [15].

In everyday practice (unlike the published results of 
clinical trials), the most common causes of discontinu-
ation of treatment with CS include: side effects, lack of 
effectiveness of treatment, patient non-compliance and 
treatment discontinuation after clinical improvement. 
In a 10-year observational study involving Dutch AD pa-
tients, treatment with oral glucocorticosteroids, MMF, 
and CsA was associated with the lowest frequency of 
side effects (5%, 22% and 24%, respectively). More side 
effects, mainly gastrointestinal, were seen after treat-
ment with AZA (38%) and MTX (41%). Furthermore, lack 
of effectiveness of therapy was the cause in 15% for CsA 
and AZA, 20% for CS, 44% for MMF and 65% for MTX [77].

Probiotics have been studied as a potential treat-
ment of AD. The rationale for the application of probiot-
ics is that bacteria induce Th1 rather than Th2 immune 
responses, which may reduce the production of IgE 
antibodies. Some authors reported limited benefits of 
probiotics in the prevention and treatment of AD. These 
studies need to be confirmed [78].

Phototherapy

All types of phototherapy are effective in AD: natural 
light, narrow-band UVB (NB-UVB, 311 nm), broad-band 
UVB (BB-UVB, 290–320 nm), UVA (320–400 nm), UVA 
with psoralens (5-methoxypsoralen, 8-methoxypsoralen 
– photosensitizing compounds taken orally 1 or 2 h prior 
to irradiation) used orally or topically (PUVA), UVA and 
UVB (UVAB), and UVA1 (340–400 nm). There is no evi-
dence for the superiority of one method over another 
due to the scarcity of comparative studies. All we know 
is that natural sunlight is the least effective compared to 
artificial light sources. The most commonly used method 
is UVB phototherapy [63].

Therapeutic protocols differ depending on the region 
of the world and local recommendations. In the case of 
broad-spectrum UVB, a skin phototype-based radiation 
dosage protocol can be used. The starting doses for each 
phototype are: I: 20 mJ/cm2; II: 25 mJ/cm2; III: 30 mJ/cm2; 
IV: 40 mJ/cm2; V: 50 mJ/cm2; VI: 60 mJ/cm2. At each sub-
sequent irradiation, the doses should be increased by 
a specific value depending on the phototype: I: 5 mJ/cm2; 
II: 10 mJ/cm2; III: 15 mJ/cm2; IV: 20 mJ/cm2; V: 25 mJ/cm2; 
VI: 30 mJ/cm2. The subsequent doses should be admin-
istered 3–5 times per week [63].

Depending on the minimal erythema dose (MED), the 
starting dose of BB-UVB should be equal to 50% of MED, 
in the next 10 treatments the starting dose should be 
increased by 25%, in treatments 11–20, the dose should 
be further increased by 10%, and in the subsequent 
treatments the dose is at the discretion of the attend-
ing physician. If the patient misses a treatment session, 
the following rules apply: 1. when 1 week is missed, the 
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last dose can be repeated; 2. when 2 weeks are missed, 
the dose should be reduced by 50%; 3. when 3 weeks 
are missed, the dose should be reduced by 75%; 4. when  
4 weeks are missed, phototherapy should start from the 
beginning.

Skin phototype-based dosing regimens can also 
be used in the case of narrow-range UVB. The starting 
doses for each phototype are: I: 130 mJ/cm2; II: 220 mJ/
cm2; III: 260 mJ/cm2; IV: 330 mJ/cm2; V: 350 mJ/cm2; 
VI: 400 mJ/cm2. With each subsequent treatment, the 
dose should be increased by a value depending on the 
phototype: I: 15 mJ/cm2 (maximum dose 2000 mJ/cm2); 
II: 25 mJ/cm2 (maximum dose 2000 mJ/cm2); III: 40 mJ/
cm2 (maximum dose 3000 mJ/cm2); IV: 45 mJ/cm2 (maxi-
mum dose 3000 mJ/cm2); V: 60 mJ/cm2 (maximum dose 
5000 mJ/cm2); VI: 65 mJ/cm2 (maximum dose 5000 mJ/
cm2). The subsequent doses should be administered 3–5 
times a week [63].

In contrast, the MED-based dosage is as follows: 
starting dose as in BB-UVB: 50% of MED, in the first 
20 treatments, the dose should be increased by 10%, the 
following treatments – at the discretion of the physician. 
If the patient misses a treatment session, the follow-
ing rules apply: 1. when 1 week is missed, the last dose 
can be repeated; 2. when 2 weeks are missed, the dose 
should be reduced by 25%; 3. when 3 weeks are missed, 
the dose should be reduced by 50%; 4. when 4 weeks are 
missed, phototherapy should start from the beginning.

Maintenance therapy by NB-UVB: when regression 
of more than 95% is obtained: 1 treatment per week for 
4 weeks – same as the last dose, followed by reduction 
in the dose by 25% every 2 weeks – for 4 weeks, then 
once a month a dose equal to 50% of the highest dose 
[63]. PUVA photochemotherapy must also be conduct-
ed according to phototype: starting dose in phototype  
I: 0.5 J/cm2; II: 1.0 J/cm2; III: 1.5 J/cm2; IV: 2.0 J/cm2; 
V: 2.0 J/cm2; VI: 3.0 J/cm2. In each subsequent treat- 
ment, the dose should be increased by 0.5 J/cm2 in 
skin phototypes I and II (maximum dose 8 J/cm2), 1.0 J/
cm2 in phototypes III and IV (maximum dose 12 J/cm2), 
and 1.5 J/cm2 in phototypes V and VI (maximum dose  
20 J/cm2) [63].

Phototherapy can be used either alone or in combina-
tion with emollients or TCS. Calcineurin inhibitors should 
be used with caution during phototherapy because of 
the manufacturer’s warnings. It is believed that side ef-
fects of phototherapy are uncommon. Their frequency is 
different depending on the method. Side effects include 
redness and tenderness after irradiation, itching, burns 
and solar skin damage. Less common adverse events in-
clude skin cancers, melanoma (mainly with PUVA), lenti-
go, photosensitivity reactions (mainly polymorphic light 
eruptions), folliculitis, photo-onycholysis, reactivation of 
HSV, excessive facial hair, cataract (also with PUVA). Pa-
tients who use psoralens complain of nausea, vomiting 
and headaches [63, 79, 80].

In the case of phototherapy and photochemotherapy 
for children, NB-UVB is recommended as the treatment 
of choice for patients who have not responded to topical 
therapy [15, 24]. Cases of skin cancers have been report-
ed in patients who received PUVA treatment as children; 
for this reason, this is not a first-choice method in the 
treatment of AD [63].

Specific immunotherapy

Specific allergen immunotherapy (AIT) is the only 
method of causal treatment of AD. Allergen immu-
notherapy is indicated in patients with AD in cases of 
inadequate response to previous treatment with docu-
mented IgE-mediated allergy to airborne allergens [15, 
81–83]. Based on literature and our own experience we 
can conclude that AIT in AD has a high clinical efficacy 
in the treatment of patients with symptoms of allergy 
to perennial and seasonal aeroallergens, particularly 
those who are allergic to one group of allergens [15, 84]. 
To date, the clinical effects of using AIT have been best 
documented for patients allergic to house dust mites and 
pollen [84, 85]. There are no contraindications for desen-
sitization of AD patients with other coexisting AD like 
allergic rhinitis or mild asthma [15, 83]. The effectiveness 
of AIT depends on the correct classification of patients, 
proper selection of the composition of the vaccine and 
its proper handling. The composition of vaccines should 
be based on the results of a thorough medical history, 
physical examination, and detailed allergological diagno-
sis based, among others, on skin prick tests and assess-
ments of specific IgE in serum. The correct composition 
of the vaccines and the order of their administration in 
AD patients with polyvalent allergy determines the suc-
cess of AIT. When planning AIT in patients with AD, aller-
gic diagnosis should not be limited to skin prick tests but 
should be supplemented with assessment of the level of 
specific IgE to the respective allergens [84, 85]. Side ef-
fects tend to occur mainly during the induction phase of 
AIT and are usually mild and transient. Most often they 
appear in the form of erythema and swelling of the skin 
at the site of vaccination. General reactions are less com-
mon and occur as focal reactions distant from the site of 
administration of the allergen, or as general symptoms. 
Exacerbation of rhinitis or asthma has been reported, as 
well as pruritus and urticaria. Less frequently reported 
non-specific symptoms included increased temperature, 
headache, dizziness, weakness, and muscle fatigue. In 
individual cases, hypotension, laryngeal edema and even 
anaphylactic shock can occur. Usually, side effects of AIT 
are mild and transient and relate primarily to skin symp-
toms. However, when using AIT, one must always be pre-
pared for pharmacological and anesthesiological inter-
ventions [85]. Allergen immunotherapy should be carried 
out systematically for at least 4–5 years, by a specialist 
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doctor, in a safe environment, with due consideration of 
the possibility of adverse reactions [84, 85].

Alternative treatments

There is insufficient evidence of the efficacy of oral 
or local use of unsaturated fatty acids, as well as starch 
and brine baths. There is also insufficient evidence to 
support the use of Chinese herbs in the treatment of AD. 
There is no evidence of the effectiveness of AD treatment 
using methods such as acupuncture, homeopathy, and 
aromatherapy [15]. It seems that supplementation with 
vitamins D or E may be useful in the treatment of AD, but 
this requires further controlled studies before any specif-
ic recommendations can be made [15].

Conclusions

The treatment of AD should be based on experience 
and close cooperation with the patient and/or parents, 
education, avoidance of aggravating factors of the dis-
ease, restoration of disturbed functions of the skin 
barrier, reduction of itching and elimination of skin in-
flammation and infection. Patients require frequent der-
matological consultations, and in the case of generalized 
erythrodermic changes hospitalization may be necessary.

Conflict of interest

The authors declare no conflict of interest.

References

1.	 Schlapbach C, Simon D. Update on skin allergy. Allergy 2014; 
69: 1571-81.

2.	 Garmhausen D, Hagemann T, Bieber T, et al. Characteriza-
tion of different courses of atopic dermatitis in adolescent 
and adult patients. Allergy 2013; 68: 498-506.

3.	 Brown MM, Chamlin SL, Smidt AC. Quality of life in pediatric 
dermatology. Dermatol Clin 2013; 31: 211-21.

4.	 Lewis-Jones S. Quality of life and childhood atopic derma-
titis: the misery of living with childhood eczema. Int J Clin 
Pract 2006; 60: 984-92.

5.	 Carroll CL, Balkrishnan R, Feldman SR, et al. The burden of 
atopic dermatitis: impact on the patient, family, and society. 
Pediatr Dermatol 2005; 22: 192-9.

6.	 Eller E, Kjaer HF, Høst A, et al. Development of atopic der-
matitis in the DARC birth cohort. Pedriatr Allergy Immunol 
2010; 21: 307-14.

7.	 Shaw TE, Currie GP, Koudelka CW, et al. Eczema prevalence 
in the United States: data from the 2003 National Survey of 
Children’s Health. J Invest Dermatol 2011; 131: 67-73.

8.	 Bozek A, Jarzab J. Epidemiology of IgE-dependent allergic 
diseases in elderly patients in Poland. Am J Rhinol Allergy 
2013; 27: 140-5.

9.	 Silverberg JI, Hanifin JM. Adult eczema prevalence and as-
sociations with asthma and other health and demographic 
factors: a US population-based study. J Allergy Clin Immunol 
2013; 132: 1132-8.

10.	 Grize L, Gassner M, Wüthrich B, et al. Trends in prevalence of 
asthma, allergic rhinitis and atopic dermatitis in 5-7-year old 
Swiss children from 1992 to 2001. Allergy 2006; 61: 556-62.

11.	 Weber AS, Haidinger G. The prevalence of atopic dermatitis 
in children is influenced by their parents’ education: results 
of two cross-sectional studies conducted in Upper Austria. 
Pediatr Allergy Immunol 2010; 21: 1028-35.

12.	 Spergel JM. From atopic dermatitis to asthma: the atopic 
march. Ann Allergy Asthma Immunol 2010; 105: 99-106.

13.	 Kruszewski J. Definicja, epidemiologia i genetyka atopowe-
go zapalenia skóry. In: Atopowe zapalenie skóry u dzieci 
i dorosłych. Stanowisko Panelu Ekspertów Polskiego To-
warzystwa Alergologicznego. Gliński W, Kruszewski J (ed.). 
Medycyna Praktyczna, Warsaw 2012; 11-3.

14.	 Darsow U, Wollenberg A, Simon D, et al. ETFAD/EADV ecze-
ma task force 2009 position paper on diagnosis and treat-
ment of atopic dermatitis. J Eur Acad Dermatol Venereol 
2010; 24: 317-28.

15.	 Ring J, Alomar A, Bieber T, et al. Guidelines for treatment of 
atopic eczema (atopic dermatitis). Part I. J Eur Acad Derma-
tol Venereol 2012; 26: 1045-60.

16.	 Leung DYM, Bieber T. Atopic dermatitis. Lancet 2003; 361: 
151-60.

17.	 Werfel T, Ballmer-Weber B, Eigenmann PA, et al. Eczematous 
reactions to food in atopic eczema: position paper of the 
EAACI and GA2LEN. Allergy 2007; 62: 723-8.

18.	 Schmid-Grendelmeier P, Simon D, Simon HU, et al. Epide-
miology, clinical features, and immunology of the intrinsic 
(non-IgE-mediated) type of atopic dermatitis (constitutional 
dermatitis). Allergy 2001; 56: 841-9.

19.	Chamlin SL, Frieden IJ, Fowler A, et al. Ceramide-dominant, 
barrier-repair lipids improve childhood atopic dermatitis. 
Arch Dermatol 2001; 137: 1110-2.

20.	Schmitt M, Jiang YJ, Elias PM.Thematic review series: skin 
lipids. Peroxisome proliferator-activated receptors and liver 
X receptors in epidermal biology. J Lipid Res 2008; 49: 499-
509.

21.	 De Belilovsky C, Roo-Rodriguez E, Baudouin C, et al. Natural 
peroxisome proliferator-activated receptor-alpha agonist 
cream demonstrates similar therapeutic response to top-
ical steroids in atopic dermatitis. J Dermatolog Treat 2011; 
22: 359-65.

22.	Eberlein B, Eicke C, Reinhardt HW, Ring J. Adjuvant treat-
ment of atopic eczema: assessment of an emollient con-
taining N-palmitoylethanolamine (ATOPA study). J Eur Acad 
Dermatol Venereol 2008; 22: 73-82.

23.	Kircik LH. Nonsteroidal treatment of atopic dermatitis in pe-
diatric patients with a ceramide-dominant topical emulsion 
formulated with an optimized ratio of physiological lipids.  
J Clin Aesthet Dermatol 2011; 4: 25-31.

24.	Ring J, Alomar A, Bieber T, et al. Guidelines for treatment of 
atopic eczema (atopic dermatitis). Part II. J Eur Acad Derma-
tol Venereol 2012; 26: 1176-93.

25.	ABC atopowego zapalenia skóry. Nowicki R (ed.). Termedia, 
Poznan 2015.

26.	Trzeciak M, Nowicki R. Terapia podstawowa atopowego 
zapalenia skóry. Terapia 2013; 21: 49-52.

27.	Devillers AC, Oranje AP. Wet-wrap treatment in children with 
atopic dermatitis: a practical guideline. Pediatr Dermatol 
2012; 29: 24-7.

28.	Devillers AC, de Waard‑van der Speck FB, Mulder PG, et al. 
Treatment of refractory atopic dermatitis using ‘wet-wrap’ 
dressings and diluted corticosteroids: results of standard-
ized treatment in both children and adults. Dermatology 
2002; 204: 50-5.



Postępy Dermatologii i Alergologii 4, August / 2015248

R. Nowicki, M. Trzeciak, A. Wilkowska, M. Sokołowska-Wojdyło, H. Ługowska-Umer, W. Barańska-Rybak, M. Kaczmarski,  
C. Kowalewski, J. Kruszewski, J. Maj, W. Silny, R. Śpiewak, A. Petranyuk

29.	Oranje AP, Devillers AC, Kunz B, et al. Treatment of patients 
with atopic dermatitis using wet-wrap dressings with dilut-
ed steroids and/or emollients. An export-panel’s opinion 
and review of the literature. J Eur Acad Dermatol Venereol 
2006; 20: 1277-86.

30.	Braham SJ, Pugashetti R, Koo J, et al. Occlusive therapy in 
atopic dermatitis: overview. J Dermatolog Treat 2010; 21: 
62-72.

31.	 Akdis CA, Akdis M, Biber T, et al. Diagnosis and treatment of 
atopic dermatitis in children and adults. European Academy 
of Allergology and Clinical Immunology/PRACTALL Consen-
sus Report. Allergy 2006; 61: 969-87.

32.	Hanifin JM, Cooper KD, Ho VC, et al. Guidelines of care for 
atopic dermatitis. J Am Acad Dermatol 2004; 50: 391-404.

33.	Green C, Colquitt JL, Kirby J, et al. Topical corticosteroids for 
atopic eczema: clinical and cost effectiveness of once-daily 
vs. more frequent use. Br J Dermatol 2005; 152: 130-41.

34.	Jenerowicz D, Czarnecka-Operacz M, Silny W. Corticosteroid 
phobia in patients with atopic dermatitis. Wiad Lek 2005; 
58: 607-15.

35.	Luger T, de Raeve L, Gelmetti C, et al. Recommendations for 
pimecrolimus 1% creamin the treatment of mild-to-moder-
ate atopic dermatitis: from medical needs to a new treat-
ment algorithm. Eur J Dermatol 2013; 23: 758-66.

36.	Schmitt J, von Kobyletzki L, Svensson A, et al. Efficacy and 
tolerability of proactive treatment with topical corticoste-
roids and calcineurin inhibitors for atopic eczema: systemat-
ic review and meta-analysis of randomized controlled trials. 
Br J Dermatol 2011; 164: 415-28.

37.	Luger T, Boguniewicz M, Carr W. Pimecrolimus in atopic der-
matitis: consensus on safety and the need to allow use in 
infants. Pediatr Allergy Immunol 2015; 26: 306-15.

38.	Wollenberg A, Bieber T. Proactive therapy of atopic dermati-
tis – an emerging concept. Allergy 2009; 64: 276-8.

39.	Wollenberg A, Reiner F, Kroth J, et al. Proactive therapy of 
atopic eczema – an evidence-based concept with a behav-
ioral background. JDDG 2009; 7: 117-21.

40.	Huang JT, Abrams M, Tlougan B, et al. Treatment of Staphy-
lococcus aureus colonization in atopic dermatitis decreases 
disease severity. Pediatrics 2009; 123: e808-18.

41.	 Alsterholm M, Flytström I, Bergbrant IM, et al. Fusidic ac-
id-resistant Staphylococcus aureus in impetigo contagiosa 
and secondarily infected atopic dermatitis. Acta Derm Ve-
nereol 2010; 90: 52-7.

42.	Thum D, Seidl HP, Hein R, et al. Current resistance patterns 
of Staphylococcus aureus towards topical antibiotics and 
relevant antiseptics in patients with atopic dermatitis and 
impetigo. J Dtsch Dermatol Ges 2013; 11: 875-8.

43.	Kircik LH. Efficacy and tolerability of retapamulin 1% oint-
ment for the treatment of infected atopic dermatitis: a pilot 
study. J Drugs Dermatol 2012; 11: 858-60.

44.	Leyden J, Kligman A. The case for steroid-antibiotic combi-
nations. Br J Dermatol 1977; 96: 179-87.

45.	Lever R. Infection in atopic dermatitis. Dermatol Ther 1996; 
1: 32-7.

46.	Cardona ID, Cho SH, Leung DY. Role of bacterial superanti-
gens in atopic dermatitis: implications for future therapeutic 
strategies. Am J Clin Dermatol 2006; 7: 273-9.

47.	Ewing C, Ashcroft C, Gibbs A. Flucloxacillin in the treatment 
of atopic dermatitis. Br J Dermatol 1998; 138: 1022-9.

48.	Hung SH, Lin YT, Chu CY, et al. Staphylococcus colonization 
in atopic dermatitis treated with fluticasone or tacrolimus 
with or without antibiotics. Ann Allergy Asthma Immunol 
2007; 98: 51-6.

49.	Lintu P, Savolainen J, Kortekangas-Savolainen O, et al. Sys-
temic ketoconazole is an effective treatment of atopic der-
matitis with IgE-mediated hypersensitivity to yeasts. Allergy 
2001; 56: 512-7.

50.	Mayser P, Kupfer J, Nemetz D, et al. Treatment of head and 
neck dermatitis with ciclopiroxolamine cream – results of 
a double-blind, placebo-controlled study. Skin Pharmacol 
Physiol 2006; 19: 153-8.

51.	 Schnopp C, Ring J, Mempel M. The role of antibacterial ther-
apy in atopic eczema. Expert Opin Pharmacother 2010; 11: 
929-36.

52.	Fölster-Holst R. Indication for tannin therapy in dermatology. 
European Society for Pediatric Dermatology 8th Congress, 
Budapest 2005; 31-2.

53.	Fölster-Holst R, Latussek E. Synthetic tannins in dermatology 
– a therapeutic option and variety of pediatric dermatoses. 
Ped Dermatol 2007; 24: 296-301.

54.	Heller M, Shin HT, Orlow SJ, et al. Mycophenolate mofetil 
for severe childhood atopic dermatitis: experience in 14 pa-
tients. Br J Dermatol 2007; 157: 127-32.

55.	Gschwandtner M, Mildner M, Mlitz V, et al. Histamine sup-
presses epidermal keratinocyte differentiation and impairs 
skin barrier function in a human skin model. Allergy 2013; 
68: 37-47.

56.	Schlapbach C, Simon D. Update on skin allergy. Allergy 2014; 
69: 1571-81.

57.	Simons FE. Safety of levocetirizine treatment in young atopic 
children: an 18-month study. Pediatr Allergy Immunol 2007; 
18: 535-42.

58.	Simons FE. Prospective long-term safety evaluation of the 
H1-receptor antagonist cetirizine in very young children with 
atopic dermatitis. J Allergy Clin Immunol 1999; 104: 433-40.

59.	Dávila I, Sastre J, Mullol J, et al. Effect of bilastine upon the 
ocular symptoms of allergic rhinoconjuctivitis. J Investig Al-
lergol Clin Immunol 2011; 21 Suppl. 3: 2-8.

60.	Hoare C, Li Wan Po A, Williams H. Systematic review of treat-
ments for atopic eczema. Health Technol Assess 2000; 4: 
1-191.

61.	Harper J, Ahmed I, Barclay G, et al. Cyclosporin for severe 
childhood atopic dermatitis: short course versus continuous 
therapy. Br J Dermatol 2000; 142: 52-8.

62.	Schmitt J, Schmitt N, Meurer M. Cyclosporin in the treat-
ment of patients with atopic eczema – a systematic review 
and meta-analysis. J Eur Acad Dermatol Venereol 2007; 21: 
606-19.

63.	Sidbury R, Davis DM, Cohen DE, et al. Guideline of care 
for the management of atopic dermatitis. Section 3. Man-
agement and treatment with phototherapy and systemic 
agents. J Am Acad Dermatol 2014; 71: 327-49.

64.	Schramm ME, Roekevisch E, Leeflang MMG, et al. A random-
ized trial of methotrexate vs. azathioprine for severe atopic 
eczema. J Allergy Clin Immunol 2011; 128: 353-9.

65.	El-Khalawany MA, Hassan H, Shaaban D, et al. Methotrexate 
versus cyclosporine in the treatment of severe atopic derma-
titis in children: a multi center experience from Egypt. Eur 
J Pediatr 2013; 172: 351-6.

66.	Jenerowicz D, Silny W. Leczenie ogólne atopowego zapalenia 
skóry. In: Atopowe zapalenie skóry. Silny W (ed.). Termedia, 
Poznan 2012; 260-70.

67.	Summary of Product Characteristics. Harm. Methotrexate – 
Ebewe – tablets – 3.12.2007.

68.	Liu HN, Wong CK. In vitro immunosuppressive effects of 
methotrexate and azathioprine on Langerhans cells. Arch 
Dermatol Res 1997; 289: 94-7.



Postępy Dermatologii i Alergologii 4, August / 2015 

Atopic dermatitis: current treatment guidelines. Statement of the experts of the Dermatological Section, Polish Society of 
Allergology, and the Allergology Section, Polish Society of Dermatology

249

69.	Summary of Product Characteristics – Decision of the Pres-
ident of the Office for Registration of Medicinal Products, 
Medical Devices and Biocidal Products No. UR/ZD/0449/12.

70.	Megitt SJ, Gray JC, Reynolds NI. Azathioprine dosed by thio-
purine methyltransferase activity for moderate-to-severe 
atopic eczema: a double blind, randomised controlled trial. 
Lancet 2006; 367: 839-46.

71.	 Berth-Jones J, Takwale A, Tan E, et al. Azathioprine in severe 
adult atopic dermatitis: a double-blind, placebo-controlled, 
crossover trial. Br J Dermatol 2002; 147: 324-30.

72.	Patel AN, Langan SM, Batchelor JM. A randomized trial of 
methotrexate vs. azathioprine for severe atopic eczema: 
a critical appraisal. Br J Dermatol 2012; 166: 701-4.

73.	Roekevisch E, Spuls PI, Keuster D, et al. Efficacy and safety 
of systemic treatments for moderate-to-severe atopic der-
matitis: a systemic review. J Allergy Clin Immunol 2014; 133: 
429-38.

74.	Murphy LA, Atherton D. A retrospective evaluation of azathi-
oprine in severe childhood atopic eczema, using thiopurine 
methyltransferase levels to exclude patients at high risk of 
myelosuppression. Br J Dermatol 2002; 147: 308-15.

75.	Caufield M, Tom WL. Oral azathioprine for recalcitrant pe-
diatric atopic dermatitis: clinical response and thiopurine 
monitoring. J Am Acad Dermatol 2013; 68: 29-35.

76.	Hon KL, Ching GK, Leung TF, et al. Efficacy and tolerability at 
3 and 6 months following use of azathioprine for recalcitrant 
atopic dermatitis in children and young adults. J Dermatol 
Treat 2009; 20: 141-5.

77.	Garritsen FM, Roekevisch E, van der Schaft J, et al. Ten years 
experience with oral immunosuppressive treatment in 
adult patients with atopic dermatitis in two academic cen-
tres. J Eur Acad Dermatol Venereol 2015 Mar 9. doi: 10.1111/
jdv.13064.

78.	Kim SO, Ah YM, Yu YM, et al. Effects of probiotics for the 
treatment of atopic dermatitis: a meta-analysis of random-
ized controlled trials. Ann Allergy Asthma Immunol 2014; 
113: 217-26.

79.	Gottlieb AB. Therapeutic options in the treatment of psori-
asis and atopic dermatitis. J Am Acad Dermatol 2005; 53: 
S3-16.

80.	Williams HC. Atopic dermatitis. New Engl J Med 2005; 352: 
2314-24.

81.	 Silny W, Czarnecka-Operacz M. Kontrowersje w dziedzinie 
immunoterapii w chorobach skóry. Alergia Astma Immuno-
logia 1998; 3: 14-5.

82.	Czarnecka-Operacz M, Silny W. Specific immunotherapy in 
atopic dermatitis. Acta Dermatovenerol Croat 2006; 14: 52-9.

83.	Jutel M, Solarewicz-Madejek K, Węgrzyn A. Allergen-specific 
immunotheraphy in atopic dermatitis. Postep Derm Alergol 
2011; 28: 389-95.

84.	Silny W, Czamecka-Operacz M. Spezifische Immuntherapie 
bei der Behandlung von Patienten mit atopischer Dermati-
tis: Ergebnisse einer placebokontrollierten Doppelblindstud-
ie. Allergologie 2006; 29: 171-83.

85.	Silny W, Jenerowicz D. Immunoterapia swoista. In: Atopowe 
zapalenie skóry. Silny W (ed.). Termedia, Poznan 2012; 271-8.


