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Atopic dermatitis (AD) is a condition with a complex and not fully understood etiology. In patients with AD, acute skin lesions are
colonized by a greater number of Staphylococcus aureus (S. aureus) bacteria than chronic lesions, clinically unchanged atopic skin,
or the skin of healthy people. Mechanisms promoting skin colonization by S. aureus include complex interactions among several
factors. Apart from increased adhesion of S. aureus in atopic skin, defects of the innate immune response resulting in the lack of
restriction of the growth of microorganisms also contribute to susceptibility to colonization by and infection with S. aureus. A
deficiency in the endogenous antimicrobial peptides may be partly responsible for the susceptibility to colonization by and skin
infection with S. aureus in patients with AD. Majority of isolated S. aureus stains are able to produce exotoxins, which act as
superantigens. Moreover, anti-S. aureus-specific IgE was identified and measured in patients with AD, revealing that its level
corresponds to the severity of the disease. This review of the literature attempts to identify factors that are involved in the
pathogenesis of AD-related S. aureus skin colonization. In the light of presented mechanisms, a reduction of colonization may
become both causative and symptomatic treatment in AD.

1. Introduction

Atopic dermatitis (AD) is a condition with a complex and,
up till now, not fully understood etiology. The first reports
of the disease date back to ancient times; however, the first
reports in the literature and its presence in medical prac-
tice dates back to 1808 when Wilian made his pioneer
“clinical” description of prurigo and of a prurigo-like con-
dition with the special emphasis on the itchiness which is
a characteristic for atopic dermatitis [1]. After many years
of observation and experience, the term atopic dermatitis
was introduced and described only in 1933 by Fred Wise
and Marion Sulzberger [2, 3].

Despite the fact that many descriptions of the symp-
toms of AD and the causes of their occurrence in the
course of the disease exist in the current literature, the
entire picture of the disease is not fully elucidated. Possible
causes of AD encompass disorders of the structure and

function of the epidermal barrier, immune factors, and
allergens as well as environmental and genetic factors
[4]. The role of the contribution of infections, especially
those caused by Staphylococcus aureus (S. aureus), seems
to be very interesting and is regarded as important by
some authors as well [5–7]. In the light of the latest
reports, colonization of microorganisms can be considered
as both one of the causative factors and a consequence of
the disorders in atopic skin [8].

AD is a chronic disease with a variable course. The first
skin symptoms appear usually during the first 3 months of
life. Over the half of the cases (60%) is diagnosed before the
end of the first year of life, and 90% before the end of the fifth
year of life. Among adult patients, prevalence is higher in
women than in men. The type of symptoms depends on the
phase of the disease. The most common classification of the
disease phases include infant, childhood, adolescent, and
adult phase. In the most severe cases, skin changes are
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generalized. Itchy skin is the main symptom which appears
in every type of AD and forces patients to scratch [9–11].

2. The Role of Epidermal Barrier

In AD, defects in skin barrier structure as well as impairment
in functional integrity and reduced ability for self-renewal
seem to play a role in releasing both an immune response
and nonspecific inflammatory reaction [12, 13]. Increasingly,
skin barrier defects are mentioned as one of the factors facil-
itating bacterial colonization. Skin barrier minimizes water
loss from the epidermis and deeper parts of the skin as well
as protects against environmental factors such as warmth
or cold, penetration of potentially harmful substances, and
colonization of pathological bacteria. The good condition of
the epidermal barrier assures a healthy appearance and the
proper functioning of the skin. In many diseases, the struc-
ture and, subsequently to it, the functioning of the epidermal
barrier become altered.

The epidermal barrier is composed of corneocytes, which
are the cells of the stratum corneum, lipids, and the natural
moisturizing factor (NMF), which is produced during matu-
ration of corneocytes. Corneocytes are formed during the
process of maturation of keratinocytes and their migration
from the basal layer of the epidermis toward the external sur-
face of the skin. These cells are “dead,” flattened, and anu-
cleated. The interior of the cells is filled with protein keratin
[14]. During the migration from the basal layer, they lose
the cell nucleus. Also, the expression of superficial proteins
changes from keratin 5 and 14 to 1 and 2e as well as keratin
10. Keratin fibers are bound by filaggrin, which is the second
in terms of the amount protein of the uppermost layers of the
epidermis [15].

Currently, mutations of gene coding filaggrin are con-
sidered as one of the most important risk factors for AD,
food allergies, and bronchial asthma [16–18]. In the termi-
nal differentiation of keratin, a so-called cornified envelope
(CE) is created which is a protein envelope responsible for
epidermal barrier resistance to lytic enzymes [19]. This
envelope is composed of filaggrin, loricrin, trichohyalin,
involucrin, and intermediate keratin filaments among
others. During differentiation of filaggrin, free amino acids
and other substances that form NMF are released. NMF is
a structure responsible for the absorption and binding of
water in the protective layer of the epidermis. It is com-
posed primarily of free amino acids, including salts of pyr-
oglutamic acid, urea, and inorganic salts. NMF constitutes
about 20% of the stratum corneum of the epidermis, but
its proper functioning is guaranteed by the proper qualita-
tive and quantitative composition. During differentiation
of keratinocytes, synthesis of lipids of the extracellular
matrix takes place and includes primarily ceramides, free
fatty acids, cholesterol, and their esters. Ceramides consti-
tute the major part of the extracellular matrix, which can
contain even 40% to 50% of them [14, 20].

Another important component of the stratum corneum
is cholesterol. The extracellular matrix contains about 25%
of cholesterol. Cells of the basal layer are able to absorb
cholesterol from circulation; however, it is almost entirely

produced in the epidermis [21, 22]. The change in the com-
position of lipids and fatty acids in the skin of patients suffer-
ing from AD as well as the reduction of the amount of
ceramides in the stratum corneum of the epidermis along
with the increase in the amount of cholesterol seems to play
the greatest role in the bacterial colonization. Heczko
et al. showed that a shortage of medium-chain-length fatty
acids may foster colonization by S. aureus in the epider-
mis, as they observed an inhibitory effect of the elevated
concentration of capric, caprylic, and lauric acid on the
growth of S. aureus [23].

3. Inflammatory Process

Epidermal barrier damage by an inflammatory process facil-
itates colonization by microorganisms. Mechanical damage
by scratching, environmental factors, and contact with deter-
gents contribute to bacterial colonization as well. In the
atopic skin, elevated pH is observed on the surface of the epi-
dermis. Its value often reaches up to 8.00 [24, 25]. The struc-
ture of the epidermis along with presentation of mutual
associations among epidermal barrier damage and immune
dysregulations in atopic dermatitis is presented in Figure 1.

Among immune dysregulations observed in AD, an
increase in the level of immunoglobulin E (IgE) and specific
antibodies against various allergens plays a major role and
seems to have the greatest clinical importance. Aeroallergens
and food allergens predominate. An equally important
mechanism of immune dysregulations seems to be a change
in the cytokine profile synthetized by subpopulations of
Th1 and Th2. A shortage in the Th1 subpopulation observed
in those patients is associated with reduced secretion of inter-
feron (IFN) gamma which in turn may reduce the activity of
natural killer (NK) cells. Reduced production of IFN gamma
is also associated with a decrease in the number of circulating
T lymphocytes and translates into an elevated ratio of CD4
+/CD8+ lymphocytes. Identical results are obtained both
from peripheral blood and skin lesions. The proliferative
response of lymphocytes after stimulation by anti-CD3 anti-
body (OKT-3) and mitogens decreases as well [26, 27].

Another disorder of immune response observed in AD is
a dysregulation of granulocytes. They mainly encompass
chemotaxis and a capacity for generation of free radicals. In
the skin, the increase in the number of mast cells which are
responsible for secretion of neurotransmitters is observed.
The pathways of activation of complements seem to be very
interesting in patients with AD. The main factor which con-
tributes to its elevated activity seems to be the IgE-anti-IgE
complex. The elevated concentration of IgE may also play a
role in the increased susceptibility to infections [13, 28].

4. S. aureus in Atopic Dermatitis

In patients with AD, acute skin lesions are colonized by a
greater number of S. aureus bacteria than chronic lesions,
clinically unchanged atopic skin, or the skin of healthy peo-
ple. Mechanisms promoting skin colonization by S. aureus
include complex interactions among several factors. They
encompass the dysfunction of the skin barrier, an elevated
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synthesis of S. aureus adhesion molecules in the extracellular
matrix, decreased lipid content in the skin, changes in the pH
of the skin surface in the direction of alkalinity, and defective
innate immune responses due to decreased production of
endogenous antimicrobial peptides [4, 12, 28, 29].

5. Increased Adhesion of S. aureus to the Skin

S. aureus is able to form a biofilm composed of a hydrated
matrix of polysaccharides and proteins, which facilitates cell
adhesion [30]. Adhesion of S. aureus takes place mainly in
the stratum corneum in the epidermis, and it is mediated
by fibronectin and fibrinogen. It was shown that adhesion
of S. aureus to the surface of the skin is increased in patients
with AD in comparison to healthy people. In AD, the inflam-
matory process is caused by allergens and leads to a damage
of the skin barrier and as a result, to the exposure of the extra-
cellular matrix to S. aureus. The extracellular matrix adhesins
of the S. aureus cell membrane include dermal and epidermal
fibronectin and laminin which become exposed in the skin
with lesions and, in this way, increase adhesion of S. aureus.
Scratching also increases binding of S. aureus cells though
disturbances in the skin barrier and release of cytokines
which regulate expression of extracellular matrix adhesins
for S. aureus. Additionally, the skin of AD patients shows
an increased deposition of fibronectin in the stratum cor-
neum. This factor may increase S. aureus binding to the skin.

In the murine model, it was shown that S. aureus binding
to the skin was significantly higher in the case of skin lesions
with Th2 cell-mediated inflammation than in inflammatory
lesions caused by a predominance of Th1. Moreover, an
increased S. aureus binding was absent in mice with an

interleukin- (IL-) 4 gene knockout suggesting that IL-4 plays
an important role in the mechanism of S. aureus binding to
the atopic skin. On the contrary, the increase in S. aureus
binding was observed only in the skin of a healthy mouse
which was incubated in vitro with IL-4, but not with IFN
gamma. Therefore, it is suggested that IL-4—a crucial cyto-
kine of Th2—induces production of staphylococcal adhesin
and fibronectin by skin fibroblasts. A protein that binds
fibronectin with S. aureus has a dual function as it also binds
with fibrinogen. It has been shown that in the murine model,
S. aureusmutants with a selective deficiency in proteins bind-
ing fibronectin or fibrinogen presented with lower adhesion
to allergy-sensitive Th2 cells, but not Th1, in comparison
with wild-type strains [31, 32].

Similarly in human studies, S. aureus mutants present-
ing a selective deficiency in fibronectin-binding proteins
and fibrinogen-binding proteins exerted reduced binding
to the AD skin in comparison with the psoriatic skin
and the skin of healthy people. On the contrary, S. aureus
mutants presenting with a selective deficiency in adhesins
to collagen did not exert reduced binding to Th2 cell-
mediated inflammatory skin lesions. Additionally, when
S. aureus was preincubated with human serum albumin
and either fibronectin, fibrinogen, or collagen in order to
block specific binding-proteins of S. aureus, only fibronec-
tin and fibrinogen significantly suppressed S. aureus bind-
ing. Therefore, those findings suggest that fibronectin and
fibrinogen, but not collagen, contribute to the S. aureus
binding to the skin with Th2 cell-mediated inflammatory
skin lesions [33]. It is known that IL-4 is a crucial cyto-
kine secreted by Th2. It induces synthesis of fibronectin
by skin fibroblasts. Fibronectin along with fibrinogen
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Figure 1: Presentation of mutual associations among epidermal barrier damage and immune dysregulations in atopic dermatitis.
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released from the plasma during the acute phase of the
disease enables S. aureus to bind to the skin. Thus, it
seems that blockage of S. aureus binding to fibrinogen
and fibronectin may be a therapeutic target reducing colo-
nization by S. aureus in patients with AD [31, 32].

The change in lipid composition of the stratum corneum
of the epidermis is another factor contributing to the
increased colonization by S. aureus in the skin of patients
with AD. A decreased level of ceramides is the primary defect
of differentiation of the epidermis in patients with AD com-
pared to healthy people [34, 35]. Ceramides are the main
molecules that help in maintaining water retention and serve
as the main adhesive molecules for structural proteins of the
extracellular matrix of the stratum corneum of the epidermis.
A decrease in ceramides may lead to increased transepider-
mal water loss and contribute to a dry and flaky appearance.
Such skin is susceptible to S. aureus colonization [36, 37]. It
was reported that in atopic skin, S. aureus stimulates the
hydrolysis of ceramides itself using bacterial ceramidase [38].

Sphingosine is an important lipid component of the skin
as well. In normal conditions, it exerts a strong antimicrobial
effect against S. aureus. Nevertheless, patients with AD pres-
ent with a reduced concentration of sphingosine in the stra-
tum corneum as a result of a reduced activity of ceramidase
acid and a reduced level of ceramides. These factors are con-
ducive to S. aureus colonization. Changes in pH on the sur-
face of the epidermis observed in atopic skin seem to be
another factor which favors S. aureus colonization. In a study
conducted years ago, the authors reported that an optimal
basicity for adhesion of S. aureus to corneocytes ranges
between 7 and 8 [39].

6. Defects of Innate Immune Response

Apart from increased adhesion of S. aureus in atopic skin,
defects of the innate immune response resulting most of all
in the lack of restriction of the growth of microorganisms
also contribute to susceptibility to colonization by and infec-
tion with S. aureus. Comparison between AD (Th2-medi-
ated inflammatory disease) and psoriasis (Th1-mediated
inflammation) showed that about 30% of patients with AD
suffered from skin infections, while only 6.7% patients with
psoriasis had skin infection despite impaired skin barrier
functioning in both groups of patients [40]. This discovery
suggests that inflammatory lesions in the skin caused by
Th2, but not by Th1, may be associated with defects of the
innate immune response.

There are two main classes of endogenous antimicrobial
peptides in the human skin: beta-defensins and cathelicidins
[41]. These antimicrobial peptides are produced by keratino-
cytes and act against bacteria, viruses, and fungi. One of the
proposed mechanisms of action explains antimicrobial
action by the possibility of a disruption of the cell membrane
in order to impair intracellular functions [42]. Some of these
endogenous antimicrobial peptides (e.g., human beta-
defensin 1 (HBD-1)) are produced constitutively, while
expression of other antimicrobial peptides (e.g., human
beta-defensin 2 (HBD-2), cathelicidin LL-37) is induced by

tumor necrosis factor α (TNF-α) after the development of
skin inflammation or mechanical injury [43, 44].

Animal models revealed that endogenous antimicrobial
peptides are essential for defense against bacterial infection
in the skin. What is more, a combination of HBD-2 and
LL-37 exerts synergistic antimicrobial action which is greater
than that exerted by one antimicrobial peptide alone. Thus,
the expression of both antimicrobial peptides is important
for the innate immune response of the skin. In a recent study,
the expression of endogenous antimicrobial peptides HBD-2
and LL-37 was compared among skin lesion in AD and pso-
riasis as well as healthy skin. The expression of examined
peptides was determined by immunohistochemical staining
and analyzed by immunodot blot analysis (for LL-37) and
Western blot analysis (for HBD-2). Real-time reverse-tran-
scriptase-polymerase-chain-reaction (RT-PCR) was used to
confirm the relative expression of both peptide mRNAs.
Results of the study showed that expression of HBD-2 and
LL-37 was lower in lesions from patients with atopic derma-
titis in comparison to those from psoriatic patients and
healthy people [45]. Therefore, a deficiency in the endoge-
nous antimicrobial peptides may be partly responsible for
the susceptibility to colonization by and skin infection with
S. aureus in patients with atopic skin. After getting access
to the skin, colonies of S. aureus grow uncontrollably because
of the shortage of antimicrobial peptides. According to
another study, a shortage of antimicrobial peptides may be
rather associated with Th2-mediated inflammation than with
Th1-mediated inflammation. Additionally, among Th2 cyto-
kines, IL-4 alone or together with IL-13 significantly downre-
gulates, induced by TNF-α, expression of HBD-2 in human
keratinocytes. Taking above into consideration, the data sug-
gest that reduced expression of endogenous antimicrobial
peptides in AD is a result of Th2 immune response [46, 47].

7. Superantigens

Superantigens are a group of bacterial and viral peptides rec-
ognized for their ability to stimulate a large number of vari-
ous clones of T cells to produce cytokines [48]. After
processing and presentation by antigen-presenting cells via
molecules of major histocompatibility complex (MHC) class
II, traditional peptide antigens recognize and bind to those of
T cells which have 5 specific variable elements (Vβ, Dβ, Jβ,
Vα, and Jα) within T cell receptors (TCR). So the amount
of T lymphocytes activated with conventional peptide anti-
gens accounts for approximately 0.01 to 0.1% of the total T
lymphocyte population. In contrast to conventional peptide
antigens, superantigens do not require processing and anti-
gen presentation by antigen-presenting cells. Superantigens
bind directly to the variable β-domain of the β chain (Vβ)
of the TCR molecule (TCRVβ) and the MHC class II on
the surface of antigen-presenting cells outside the groove
binding the peptic antigen of the MHC. They recognize and
stimulate T lymphocytes with specific TCRVβ domains,
which results in activation of huge amounts of polyclonal T
cells—up to 15–20% of the total population of T lympho-
cytes, hence the term “superantigen” [49].
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In over 90% of patients with AD, colonization by S.
aureus was detected on the surface of the epidermis. Over
70% of isolated S. aureus stains are able to produce exotoxins,
including staphylococcal enterotoxins A, B, and C (SEA, SEB,
and SEC) as well as toxic shock syndrome toxin-1 (TSST-1)
[50, 51]. These exotoxins act as superantigens. They pene-
trate the epidermal barrier and exacerbate the course of
inflammation. Many current studies emphasize the associa-
tion between colonization by S. aureus and the severity of
AD [52, 53].

8. S. aureus as Allergen

Skin colonization by S. aureus in the course of AD, as a
cause of an overreaction of the immune system to the
presence of those bacteria, exerts a toxic effect on kerati-
nocytes, stimulates lymphocytes to secrete IFN, and as a
consequence, leads to the development of a chronic type
of the disease. The bacteria itself and their metabolites
induce activation of T lymphocytes, macrophages, and
antigen-presenting cells which lead to increased production
of IgE and IgG among others. The elevated level of IgE is
one of the characteristic symptoms of the immune response
to allergen. Anti-S. aureus-specific IgE was identified and
measured in patients with AD. Its level corresponds to the
severity of the disease [54, 55].

9. Therapeutic Implications

Many mechanisms facilitate S. aureus colonization on the
surface of the epidermis, and simultaneously, many processes
induced by those microorganisms exacerbate the course of
the disease. Thus, S. aureus colonization is both the cause
and consequence of the disease. This condition translates
into treatment of AD and a major role for both topical and
systemic antibiotics. Unfortunately, more and more often,
S. aureus becomes resistant to the most commonly used
preparations. In the study conducted by Bessa et al., the fre-
quency of fusidic acid and mupirocin resistant strains was
low; however, the high rate of neomycin and bacitracin resis-
tance is alarming as those antibiotics are common in clinical
practice [56].

Considering the mechanisms of S. aureus colonization in
the atopic skin, it seems reasonable to reduce the use of anti-
biotics for nonspecifically or indirectly acting substances that
limit the growth of these bacteria. Broadly used emollients
can help in restoring the composition of the epidermal bar-
rier. Additionally, probiotics which gain in popularity as an
ingredient of topical preparations seem to be a natural and
very promising weapon that inhibits growth of pathogenic
S. aureus [57]. In the light of presented mechanisms, a reduc-
tion of colonization may become both causative and symp-
tomatic treatment in AD.

Conflicts of Interest

The authors declare no conflict of interest.

References

[1] G. Rajka, Essential Aspects of Atopic Dermatitis, Springer
Berlin Heidelberg, Berlin, Heidelberg, 1989.

[2] D. Wallach and A. Taieb, “Atopic dermatitis/atopic eczema,”
Chemical Immunology and Allergy, vol. 100, pp. 81–96, 2014.

[3] G. Tilles, D. Wallach, and A. Taieb, “Topical therapy of atopic
dermatitis: controversies from Hippocrates to topical immu-
nomodulators,” Journal of the American Academy of Derma-
tology, vol. 56, no. 2, pp. 295–301, 2007.

[4] M. P. Dizon, A. M. Yu, R. K. Singh et al., “Systematic review of
atopic dermatitis disease definition in studies using routinely-
collected health data,” British Journal of Dermatology, 2018.

[5] J. de Wit, J. E. E. Totté, F. J. M. van Buchem, and S. G. M. A.
Pasmans, “The prevalence of antibody responses against
Staphylococcus aureus antigens in patients with atopic derma-
titis: a systematic review and meta-analysis,” British Journal of
Dermatology, 2017.

[6] J. E. E. Totté, W. T. van der Feltz, M. Hennekam, A. van
Belkum, E. J. van Zuuren, and S. G. M. A. Pasmans, “Prev-
alence and odds of Staphylococcus aureus carriage in atopic
dermatitis: a systematic review and meta-analysis,” The
British Journal of Dermatology, vol. 175, no. 4, pp. 687–695,
2016.

[7] S. Benenson, O. Zimhony, D. Dahan et al., “Atopic dermati-
tis—a risk factor for invasive Staphylococcus aureus infections:
two cases and review,” The American Journal of Medicine,
vol. 118, no. 9, pp. 1048–1051, 2005.

[8] B. S. Baker, “The role of microorganisms in atopic dermatitis,”
Clinical and Experimental Immunology, vol. 144, no. 1, pp. 1–
9, 2006.

[9] K. S. Lee, I. H. Oh, S. H. Choi, and Y. H. Rha, “Analysis of epi-
demiology and risk factors of atopic dermatitis in Korean chil-
dren and adolescents from the 2010 Korean National Health
and Nutrition Examination Survey,” BioMed Research Inter-
national, vol. 2017, Article ID 5142754, 6 pages, 2017.

[10] L. F. Eichenfield, W. L. Tom, S. L. Chamlin et al., “Guidelines
of care for the management of atopic dermatitis: section 1.
Diagnosis and assessment of atopic dermatitis,” Journal of
the American Academy of Dermatology, vol. 70, no. 2,
pp. 338–351, 2014.

[11] S. Weidinger and N. Novak, “Atopic dermatitis,” Lancet,
vol. 387, no. 10023, pp. 1109–1122, 2016.

[12] T. Czarnowicki, J. G. Krueger, and E. Guttman-Yassky, “Skin
barrier and immune dysregulation in atopic dermatitis: an
evolving story with important clinical implications,” The Jour-
nal of Allergy and Clinical Immunology In Practice, vol. 2,
no. 4, pp. 371–379, 2014.

[13] R. Agrawal and J. A. Woodfolk, “Skin barrier defects in atopic
dermatitis,” Current Allergy and Asthma Reports, vol. 14, no. 5,
p. 433, 2014.

[14] M. Le Lamer, L. Pellerin, M. Reynier et al., “Defects of corneo-
cyte structural proteins and epidermal barrier in atopic derma-
titis,” Biological Chemistry, vol. 396, no. 11, pp. 1163–1179,
2015.

[15] J. M. Jungersted, H. Scheer, M. Mempel et al., “Stratum cor-
neum lipids, skin barrier function and filaggrin mutations in
patients with atopic eczema,” Allergy, vol. 65, no. 7, pp. 911–
918, 2010.

[16] S. Kezic and I. Jakasa, “Filaggrin and skin barrier function,”
Current Problems in Dermatology, vol. 49, pp. 1–7, 2016.

5Analytical Cellular Pathology



[17] A. Chan, W. Terry, H. Zhang et al., “Filaggrin mutations
increase allergic airway disease in childhood and adolescence
through interactions with eczema and aeroallergen sensitiza-
tion,” Clinical & Experimental Allergy, vol. 48, no. 2,
pp. 147–155, 2018.

[18] A. Ogrodowczyk, L. Markiewicz, and B. Wróblewska, “Muta-
tions in the filaggrin gene and food allergy,” Gastroenterology
Review, vol. 4, no. 4, pp. 200–207, 2014.

[19] E. Candi, R. Schmidt, and G. Melino, “The cornified envelope:
a model of cell death in the skin,” Nature Reviews Molecular
Cell Biology, vol. 6, no. 4, pp. 328–340, 2005.

[20] K. L. Hon and A. K. C. Leung, “Use of ceramides and related
products for childhood-onset eczema,” Recent Patents on
Inflammation & Allergy Drug Discovery, vol. 7, no. 1, pp. 12–
19, 2013.

[21] P. K. Elias, M. F. Elias, R. B. D’Agostino, L. M. Sullivan, and
P. A. Wolf, “Serum cholesterol and cognitive performance in
the Framingham Heart Study,” Psychosomatic Medicine,
vol. 67, no. 1, pp. 24–30, 2005.

[22] E. Proksch, R. Folster-Holst, and J. M. Jensen, “Skin barrier
function, epidermal proliferation and differentiation in
eczema,” Journal of Dermatological Science, vol. 43, no. 3,
pp. 159–169, 2006.

[23] P. B. Heczko, A. Kasprowicz, and J. Kucharczyk, “Carrier state
of Staphylococcus aureus. Susceptibility to free fatty acids of the
representatives of the flora from the human nasal cavity,”
Medycyna Doświadczalna i Mikrobiologia, vol. 23, no. 3,
pp. 205–210, 1971.

[24] A. Heratizadeh, “Atopic dermatitis: new evidence on the role
of allergic inflammation,” Current Opinion in Allergy and
Clinical Immunology, vol. 16, no. 5, pp. 458–464, 2016.

[25] K. B. Yarbrough, K. J. Neuhaus, and E. L. Simpson, “The
effects of treatment on itch in atopic dermatitis,” Dermato-
logic Therapy, vol. 26, no. 2, pp. 110–119, 2013.

[26] S. T. Elliott and J. M. Hanifin, “Delayed cutaneous hypersensi-
tivity and lymphocyte transformation: dissociation in atopic
dermatitis,” Archives of Dermatology, vol. 115, no. 1, pp. 36–
39, 1979.

[27] S. Chan, W. R. Henderson Jr, S. H. Li, and J. M. Hanifin,
“Prostaglandin E2 control of T cell cytokine production is
functionally related to the reduced lymphocyte proliferation
in atopic dermatitis,” The Journal of Allergy and Clinical
Immunology, vol. 97, no. 1, pp. 85–94, 1996.

[28] F. T. Liu, H. Goodarzi, and H. Y. Chen, “IgE, mast cells, and
eosinophils in atopic dermatitis,” Clinical Reviews in Allergy
and Immunology, vol. 41, no. 3, pp. 298–310, 2011.

[29] M. Boguniewicz and D. Y. M. Leung, “Atopic dermatitis: a dis-
ease of altered skin barrier and immune dysregulation,”
Immunological Reviews, vol. 242, no. 1, pp. 233–246, 2011.

[30] C. Heilmann, “Adhesion mechanisms of staphylococci,”
Advances in Experimental Medicine and Biology, vol. 715,
pp. 105–123, 2011.

[31] S. Kaesler, T. Volz, Y. Skabytska et al., “Toll-like receptor 2
ligands promote chronic atopic dermatitis through IL-4-
mediated suppression of IL-10,” The Journal of Allergy and
Clinical Immunology, vol. 134, no. 1, pp. 92–99.e6, 2014.

[32] S.-H. Cho, I. Strickland, A. Tomkinson, A. P. Fehringer, E. W.
Gelfand, and D. Y. M. Leung, “Preferential binding of Staphy-
lococcus aureus to skin sites of Th2-mediated inflammation in
a murine model,” The Journal of Investigative Dermatology,
vol. 116, no. 5, pp. 658–663, 2001.

[33] S.-H. Cho, I. Strickland, M. Boguniewicz, and D. Y. M. Leung,
“Fibronectin and fibrinogen contribute to the enhanced bind-
ing of Staphylococcus aureus to atopic skin,” The Journal of
Allergy and Clinical Immunology, vol. 108, no. 2, pp. 269–
274, 2001.

[34] G. Imokawa, A. Abe, K. Jin, Y. Higaki, M. Kawashima, and
A. Hidano, “Decreased level of ceramides in stratum corneum
of atopic dermatitis: an etiologic factor in atopic dry skin?,”
The Journal of Investigative Dermatology, vol. 96, no. 4,
pp. 523–526, 1991.

[35] J. Ishikawa, H. Narita, N. Kondo et al., “Changes in the cer-
amide profile of atopic dermatitis patients,” The Journal of
Investigative Dermatology, vol. 130, no. 10, pp. 2511–2514,
2010.

[36] J. van Smeden and J. A. Bouwstra, “Stratum corneum lipids:
their role for the skin barrier function in healthy subjects and
atopic dermatitis patients,” Current Problems in Dermatology,
vol. 49, pp. 8–26, 2016.

[37] M. H. Meckfessel and S. Brandt, “The structure, function,
and importance of ceramides in skin and their use as ther-
apeutic agents in skin-care products,” Journal of the Ameri-
can Academy of Dermatology, vol. 71, no. 1, pp. 177–184,
2014.

[38] Y. Ohnishi, N. Okino, M. Ito, and S. Imayama, “Ceramidase
activity in bacterial skin flora as a possible cause of ceramide
deficiency in atopic dermatitis,” Clinical and Diagnostic Labo-
ratory Immunology, vol. 6, no. 1, pp. 101–104, 1999.

[39] M. Mempel, T. Schmidt, S. Weidinger et al., “Role of Staphylo-
coccus aureus surface-associated proteins in the attachment to
cultured HaCaT keratinocytes in a new adhesion assay,” The
Journal of Investigative Dermatology, vol. 111, no. 3, pp. 452–
456, 1998.

[40] E. Christophers and T. Henseler, “Contrasting disease patterns
in psoriasis and atopic dermatitis,” Archives of Dermatological
Research, vol. 279, no. S1, pp. S48–S51, 1987.

[41] L. Frasca and R. Lande, “Role of defensins and cathelicidin
LL37 in auto-immune and auto-inflammatory diseases,”
Current Pharmaceutical Biotechnology, vol. 13, no. 10,
pp. 1882–1897, 2012.

[42] K. A. Brogden, “Antimicrobial peptides: pore formers or met-
abolic inhibitors in bacteria?,” Nature Reviews Microbiology,
vol. 3, no. 3, pp. 238–250, 2005.

[43] M. Reinholz, T. Ruzicka, and J. Schauber, “Cathelicidin LL-37:
an antimicrobial peptide with a role in inflammatory skin dis-
ease,” Annals of Dermatology, vol. 24, no. 2, pp. 126–135, 2012.

[44] M. Marcinkiewicz and S. Majewski, “The role of antimicrobial
peptides in chronic inflammatory skin diseases,” Advances in
Dermatology and Allergology, vol. 33, no. 1, pp. 6–12, 2016.

[45] P. Y. Ong, T. Ohtake, C. Brandt et al., “Endogenous antimicro-
bial peptides and skin infections in atopic dermatitis,” The
New England Journal of Medicine, vol. 347, no. 15, pp. 1151–
1160, 2002.

[46] C. Albanesi, H. R. Fairchild, S. Madonna et al., “IL-4 and IL-13
negatively regulate TNF-alpha- and IFN-gamma-induced
beta-defensin expression through STAT-6, suppressor of cyto-
kine signaling (SOCS)-1, and SOCS-3,” Journal of Immunol-
ogy, vol. 179, no. 2, pp. 984–992, 2007.

[47] M. Niebuhr, “Infections and bacterial colonization including
treatment,” in Atopic Dermatitis in Childhood and Adoles-
cence, T. Werfel, J. M. Spergel, and W. Kiess, Eds., Karger,
Basel, 2011.

6 Analytical Cellular Pathology



[48] W. Salgado-Pabon, L. C. Case-Cook, and P. M. Schlievert,
“Molecular analysis of staphylococcal superantigens,”Methods
in Molecular Biology, vol. 1085, pp. 169–185, 2014.

[49] M. Saline, K. E. J. Rödström, G. Fischer, V. Y. Orekhov, B. G.
Karlsson, and K. Lindkvist-Petersson, “The structure of super-
antigen complexed with TCR and MHC reveals novel insights
into superantigenic T cell activation,” Nature Communica-
tions, vol. 1, no. 8, p. 119, 2010.

[50] H. Akiyama, Y. Toi, H. Kanzaki, J. Tada, and J. Arata, “Preva-
lence of producers of enterotoxins and toxic shock syndrome
toxin-1 among Staphylococcus aureus strains isolated from
atopic dermatitis lesions,” Archives of Dermatological
Research, vol. 288, no. 7, pp. 418–420, 1996.

[51] J. P. Mcfadden, W. C. Noble, and R. D. R. Camp, “Superanti-
genic exotoxin-secreting potential of staphylococci isolated
from atopic eczematous skin,” The British Journal of Derma-
tology, vol. 128, no. 6, pp. 631-632, 1993.

[52] R. Bunikowski, M. E. A. Mielke, H. Skarabis et al., “Evidence
for a disease-promoting effect of Staphylococcus aureus-
derived exotoxins in atopic dermatitis,” The Journal of Allergy
and Clinical Immunology, vol. 105, no. 4, pp. 814–819, 2000.

[53] T. M. Zollner, T. A. Wichelhaus, A. Hartung et al., “Coloni-
zation with superantigen-producing Staphylococcus aureus is
associated with increased severity of atopic dermatitis,”
Clinical and Experimental Allergy, vol. 30, no. 7, pp. 994–
1000, 2000.

[54] C. Motala, P. Potter, E. Weinberg, D. Malherbe, and J. Hughes,
“Anti-specific IgE in atopic dermatitis,” The Journal of Allergy
and Clinical Immunology, vol. 78, no. 4, pp. 583–589, 1986.

[55] K. Reginald, K. Westritschnig, T. Werfel et al., “Immuno-
globulin E antibody reactivity to bacterial antigens in atopic
dermatitis patients,” Clinical and Experimental Allergy,
vol. 41, no. 3, pp. 357–369, 2011.

[56] G. R. Bessa, V. P. Quinto, D. C. Machado et al., “Staphylococcus
aureus resistance to topical antimicrobials in atopic dermati-
tis,” Anais Brasileiros de Dermatologia, vol. 91, no. 5,
pp. 604–610, 2016.

[57] C. Schnopp, J. Ring, and M. Mempel, “The role of antibacterial
therapy in atopic eczema,” Expert Opinion on Pharmacother-
apy, vol. 11, no. 6, pp. 929–936, 2010.

7Analytical Cellular Pathology



Stem Cells 
International

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

MEDIATORS
INFLAMMATION

of

Endocrinology
International Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Disease Markers

Hindawi
www.hindawi.com Volume 2018

BioMed 
Research International

Oncology
Journal of

Hindawi
www.hindawi.com Volume 2013

Hindawi
www.hindawi.com Volume 2018

Oxidative Medicine and 
Cellular Longevity

Hindawi
www.hindawi.com Volume 2018

PPAR Research

Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2013
Hindawi
www.hindawi.com

The Scientific 
World Journal

Volume 2018

Immunology Research
Hindawi
www.hindawi.com Volume 2018

Journal of

Obesity
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

 Computational and  
Mathematical Methods 
in Medicine

Hindawi
www.hindawi.com Volume 2018

Behavioural 
Neurology

Ophthalmology
Journal of

Hindawi
www.hindawi.com Volume 2018

Diabetes Research
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Research and Treatment
AIDS

Hindawi
www.hindawi.com Volume 2018

Gastroenterology 
Research and Practice

Hindawi
www.hindawi.com Volume 2018

Parkinson’s 
Disease

Evidence-Based 
Complementary and
Alternative Medicine

Volume 2018
Hindawi
www.hindawi.com

Submit your manuscripts at
www.hindawi.com

https://www.hindawi.com/journals/sci/
https://www.hindawi.com/journals/mi/
https://www.hindawi.com/journals/ije/
https://www.hindawi.com/journals/dm/
https://www.hindawi.com/journals/bmri/
https://www.hindawi.com/journals/jo/
https://www.hindawi.com/journals/omcl/
https://www.hindawi.com/journals/ppar/
https://www.hindawi.com/journals/tswj/
https://www.hindawi.com/journals/jir/
https://www.hindawi.com/journals/jobe/
https://www.hindawi.com/journals/cmmm/
https://www.hindawi.com/journals/bn/
https://www.hindawi.com/journals/joph/
https://www.hindawi.com/journals/jdr/
https://www.hindawi.com/journals/art/
https://www.hindawi.com/journals/grp/
https://www.hindawi.com/journals/pd/
https://www.hindawi.com/journals/ecam/
https://www.hindawi.com/
https://www.hindawi.com/

