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Case for diagnosis. n
Disseminated erythematous and

scaly plaques: chronic

mucocutaneous candidiasis™

Dear Editor,

A four-year-old male patient from a rural area had dis-
seminated erythematous scaling plaques, some with thick
adhered vegetative crusts since he was three years old
(Fig. 1-2). There was no deterioration in the general health
status or relevant family history. The mother reported multi-
ple previous hospitalizations due to pericarditis, pneumonia,
and skin infections, in addition to episodes of oral and gen-
ital candidiasis.

Direct mycological examinations of the skin lesions on the
trunk and scalp disclosed the presence of hyphae, pseudohy-
phae, and yeasts - later identified as Microsporum gypseum
and Candida albicans by MALDI-TOF (Matrix-assisted laser
desorption ionization time-of-flight) mass spectrometry.
Histopathology revealed irregular acanthosis, spongiosis,
keratotic crust, and dermal edema, in addition to numer-
ous hyphae and spores restricted to the stratum corneum
(Fig. 3). The genome analysis identified a rare heterozygous
mutation in exon 7 of the signal transducer and activa-
tor of transcription 1 (STAT1) gene; variant c.501A—C;
p.Gln167His.

What’s your diagnosis?

Acquired Immunodeficiency Syndrome (AIDS)
Severe Combined Immunodeficiency (SCID)
Chronic Mucocutaneous Candidiasis (CMCC)

a
b
c
d) Hyper-IgE Syndrome (HIES)

)
)
)
)

* Study conducted at the Department of Dermatology, Hospital
Infantil Joao Paulo Il and Hospital Eduardo de Menezes, Belo Hori-
zonte, MG, Brazil.

Discussion

Based on the clinical-laboratory correlation, the diagnosis
of chronic mucocutaneous candidiasis (CMCC) was estab-
lished due to the STAT1 gene mutation, in addition to
extensive dermatophytosis. Complementary exams, includ-
ing indirect Coombs, thyroid function, anti-HIV | and I
serology, autoantibodies, immunoglobulin measurement and
lymphocyte immunophenotyping were normal. Oral flucona-
zole was started with partial regression of the lesions
(Fig. 4).

CMCC is a heterogeneous group of rare syndromes charac-
terized by persistent, non-invasive Candida spp infections of
the skin, nails, and mucous membranes caused by primary
immunological defects.! STAT1 gain-of-function mutations
underlie the autosomal dominant form of the disease and
result in defective Th1 and Th17 cell responses, characte-
rized by reduced production of interferon-v, interleukin-17,
and interleukin-22 cytokines, crucial for antifungal defense
of the skin and mucous membranes.””* To the best of our
knowledge, this is the first report in which the detected
STAT1 variant was documented in association with CMCC.

Typically, this form of the disease manifests as erythe-
matous scaling crusted, hyperkeratotic generalized plaques
before the age of five, sometimes accompanied by parony-
chia, hyperkeratosis and nail dystrophy. The oral mucosa
is the most frequently affected, although the esophageal,
genital and laryngeal mucosa can be affected as well. In
addition to chronic Candida infection, there is also increased
susceptibility to dermatophyte and bacterial infections, and
up to 50% of the patients have associated hypothyroidism,
inflammatory bowel disease, or associated autoimmune
cytopenias.>*®

The analysis of relevant genes, such as STAT1, AIRE and
CARD9Y, is the only definitive laboratory test for the diag-
nosis of CMCC. Other immunodeficiencies, including SCID,
HIES, and AIDS, can result in chronic candidiasis, but almost
invariably course with invasive Candida infections and addi-
tional clinical-laboratory characteristics. In SCID, severe
disturbances in T-, B-, and sometimes natural killer-cell
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Figure 1

Erythematous scaling plaques with well-defined edges and thick adhered crusts on the face (A) and trunk (B)

Figure 2

development and function result in failure to thrive, chronic
diarrhea, and recurrent severe infections with common viral
pathogens (such as respiratory syncytial virus, adenovirus,
and cytomegalovirus), and opportunistic microorganisms
- which, in general, lead to death in the first year of
life. HIES, in turn, is characterized by persistent gener-
alized eczema, deep staphylococcal abscesses, Aspergillus
infections, dimorphic features and recurrent fractures, in
addition to increased levels of IgE, eosinophilia and muta-
tion in the STAT3 gene. Finally, AIDS is differentiated from
CMCC by positive HIV serology, reduced CD4+ T-cell count,
and occurrence of opportunistic infections.®’

Thick vegetative crusts on erythematous plaques affecting the entire right lower limb (A-B)

Treatment of CMCC involves infection control and mana-
gement of associated endocrine and autoimmune disorders.
Candida infections can be controlled with prolonged use of
azole antifungals, preferably fluconazole 100-200 mg/day.
Other therapies have been described in isolated reports to
control the immune disorder, such as thymus and hematopoi-
etic cell transplantation.? Recently, some studies have
reported good disease control with the use of JAK inhibitors,
including ruxolitinib and baricitinib.”°
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Figure 3

(A) Irregular acanthosis, spongiosis and keratotic crust are observed, in addition to dermal edema with areas of blurring

of the dermal-epidermal junction (Hematoxylin & eosin, x100). (B) Presence of numerous hyphae and spores in the stratum corneum

(Periodic Acid-Schiff, x400)

Figure 4
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Case for diagnosis. Unusual
involvement of asymptomatic
facial papular eruption:
eruptive vellus hair cysts™

Dear Editor,

A 44-year-old female patient presented with a medical his-
tory of asymptomatic skin lesions covering her face and
ears. The lesions had started in puberty with an increas-
ing number since then. She had been treated for acne with
topical retinoids, antibiotics, and oral isotretinoin with no
improvement. Physical examination showed numerous dis-
tinct (1-3mm) smooth skin-colored papules concentrated
on the cheeks and the ears (Fig. 1 A-C). There was no fam-
ily history of similar lesions. A punch biopsy of a papule on
the left cheek was performed. The specimen was submitted
for histopathological examination (Fig. 2).

What’s your diagnosis?

a. Acneiform eruption

* Study conducted at the Italian Hospital of Buenos Aires, Caba,
Argentina.

b. Steatocystoma multiplex
c. Epidermal cysts
d. Eruptive vellus hair cysts

Discussion

After correlating the clinical and histological findings, the
diagnosis of eruptive vellus hair cysts (EVHC) with facial
involvement was established.

EVHC are a rare benign follicular developmental abnor-
mality of the vellus hair follicles that Esterly and Cols
first described in 1977." They are most commonly seen in
children, adolescents, or young adults, affecting different
genders and ethnicities equally. They could be sporadic
or inherited (autosomal dominant). Furthermore, muta-
tions in the gene that encodes keratin 17 have been
described."?

Clinically, EVHC typically are seen as asymptomatic
smooth skin-colored to slightly hyperpigmented follicular
papules of 1-4mm in diameter with a centrally umbilicated
surface usually involving the chest, abdomen, and limbs.**

The facial involvement is uncommon. EVHC has been
described as macular, papular, skin-colored, pink, slate
hyperpigmented, nevus of Ota-like, and even unilateral.
Sites of involvement include the forehead, cheeks, and peri-
orbital areas.? The clinical presentation is often not enough
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