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Adult Still's disease: An unusual case with atypical skin and
histopathological findings

Eriskin Still hastaligi: Atipik deri ve histopatolojik bulgulari ile alisimadik bir olgu
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Abstract

Adult Still's disease is a rare, acute systemic inflammatory disease characterized by a sudden rising fever, arthralgia/arthritis, neutrophilic
leukocytosis and a typical salmon-colored macular or maculopapular rash associated elevated fever. Recently, atypical skin lesions with broad
spectrum clinical features and distinctive histopathological findings have been reported in a rare case with active disease. Herein, we report an
unusual case of Adult Still disease was presented and the characteristic features of atypical disease were highlighted.
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Eriskin Still hastaligi aniden yikselen ates, artralji/artrit, notrofilik I6kositoz ve atesin yikselmesiyle birlikte ortaya ¢ikan tipik somon rengi
makdiler veya makulopapuler dokinti ile karakterize, sebebi bilinmeyen, nadir gorilen akut sistemik enflamatuvar bir hastaliktir. Yakin
zamanda, aktif hastaligi olan nadir bir olguda genis spektrumda klinik 6zellikler ve kendine 6zgu histopatolojik bulgular ile seyreden atipik deri
lezyonlari raporlanmistir. Burada, alisiimadik bir Eriskin Still hastaligr olgusu sunulmus ve atipik hastaligin karakteristik 6zellikleri vurgulanmustir.
Anahtar Kelimeler: Eriskin Still hastaligi, atipik erlipsiyon, nekrotik keratinosit, persistan pruritik papul ve plaklar

Introduction unknown, evidence suggests activation of macrophages

. . and natural killer cells possibly caused by viral or persistent
Adult-onset Still's disease (AOSD) is an uncommon, acute

o : : . infection®*.
systemic inflammatory disorder that is characterized by

. . £ . " . Classical rash of AOSD is a salmon-pink or erythematou
intermittent spiking fever, arthralgia/arthritis, neutrophilic > sh of AGSD s S on-pinkor erythematous,
leukocytosis and an evanescent rash'. The disease is evanescent, usually nonpruritic, maculopapular exanthema
often accompanied by sore throat, lymphadenopathy,

hepatosplenomegaly  and

predominantly involving the trunk and limbs which appears

with the onset of fever-up and fades during afebrile episode®.

hyperferritinemia.  Pleuritis,

pericarditis, renal dysfunction and reactive hemophagocytic Recently, atypical skin lesions consisting of persistent,

syndrome may also be seen®. The onset is between 15 and
35 years of age in 75% of the cases and it affects women
more frequently®. While the precise etiology of AOSD remains

erythematous, brown or violaceous papules and plaques
with various configurations have been reported in sporadic
cases with active AOSD®®.
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Case Report

A 41-year-old woman was referred for a 2-weeks history of pruritic
rash on her face, extremities and back. She had been admitted to
department of rheumatology owing to malaise, arthralgia in the knees
and elbows, sore throat, and spiking fever (up to 39.5 °C). The detailed
review of systems regarding particularly the infections, malignancies and
connective tissue diseases was otherwise unremarkable. Dermatologic
examination revealed bilateral, tender, erythematous patches on the
periorbital regions, elbows and knees, erythematous plaques and
papules on the dorsum of the hands, fingers and back, and a linear
erythematous plague of 5x1 cm in size over the right scapula (Figure 1,
2). Laboratory results were notable for leukocytosis (20.29x103 cells/
uL), neutrophilia (17.5x103 cells/uL), elevated C-reactive protein (273
mg/L), abnormal liver function tests (aspartate aminotransferase: 83
U/L, alanine aminotransferase: 49 U/L) and hyperferritinemia (>1500
ng/mL). Rheumatoid factor, antinuclear antibody and extractable
nuclear antigen profiles were negative. Blood, urine and throat
cultures for bacteria were negative. Serologic evaluation including
hepatitis B surface antigen (HBsAg), anti-HBs antibody, anti-hepatitis
C virus (ant-HCV) antibody, cytomegalovirusimmunoglobulin® M
(IgM) and IgG antibodies, Epstein-Barr virus-lgM and IgG antibodies,
parvovirus B19 IgM and IgG antibodies, and brucella agglutination test
were all negative. No pathology was noted on chest X-ray. Reactive
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Figure 1. Bilateral erythematous patches on the knees

cervical lymphadenopathy was seen on ultrasonography. Punch
biopsy specimens were obtained from the back and the right elbow.
Histopathology disclosed slight hyperkeratosis with numerous necrotic
keratinocytes in the upper epidermis, basal vacuolar degeneration and
neutrophilic perivascular inflammation (Figure 3).

The patient was diagnosed with AOSD'. She was started on treatment
with oral methylprednisolone (40 mg/d), cetirizine (10 mg/d) and
mometasone furoate cream. The fever subsided, arthralgia and rash
regressed within 3 days. The disease was reactivated after 3 weeks,
when the methylprednisolone dose was gradually tapered to 24 mg/d.
Hydroxychloroquine (400 mg/d) and oral methotrexate (12.5 mg/
wk) were added to the treatment. The clinical and laboratory findings

Figure 2. Erythematous papules on the back and a linear erythematous
plague over the right scapula
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Figure 3. Slight hyperkeratosis with numerous necrotic keratinocytes
in the upper epidermis, basal vacuolar degeneration and neutrophilic
perivascular inflammation (hematoxylin-eosin, original magnification,
x20)
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improved during the next 15 days. Informed consent was obtained
from the patient.

Discussion

Atypical skin eruption of AOSD is usually severely pruritic, tends to
be widespread, and mostly distributed over the face, neck, trunk
and extensor sites of extremities. A linear or flagellate pattern is
frequently observed which is attributed to Koebner’'s phenomenon.
Other configurations include urticarial erythema, lichenoid papules,
dermatomyositis-like, prurigo pigmentosa-ike and lichen amyloidosis-
like rashes®®. The atypical skin lesions often present in addition to the
classical rash but may also be the only cutaneous manifestation. More
than one morphology or distribution pattern can be observed in some
patients’.

The diagnosis of AOSD is challenging and based on the exclusion of
infections, malignancies and connective tissue diseases. Among the
proposed diagnostic criteria, Yamaguchi et al.” criteria has the highest
sensitivity (93.5%) and is the most widely used one. Major criteria
are fever (239 °C, =1 week) arthralgia/arthritis (=2 weeks), classical
skin rash, leukocytosis (=10.000/mm?® with =80% granulocytes).
Minor criteria are sore throat, lymphadenopathy, hepatomegaly/
splenomegaly, abnormal liver function studies, negative rheumatoid
factor and antinuclear antibody. The presence of five or more criteria,
including at least 2 major criteria is essential for the diagnosis'’. While
the classical rash which has 87% sensitivity and 99% specificity is
well-known, the atypical skin lesions are unfamiliar and have a wide
spectrum of clinical presentation which results in under-recognition
and thus delayed diagnosis*’#.

The treatment includes non-steroidal anti-inflammatory drugs, systemic
corticosteroids, hydroxychloroquine, cyclosporine, methotrexate and
biological agents (anakinra and tocilizumab)®. The presence of atypical
rashes have been reported to indicate resistance to treatment and more
severe disease, and thus may require more potent or maintenance
immunosuppressive therapy to control the disease’”'®. The course of
AOSD can be self-limiting, polycyclic with complete remission between
flares or chronic with a predominance of articular symptoms leading
to joint destruction. The extensive cutaneous involvement, particularly
the dermatomyositis-like eruption has been found to have a poorer
outcome®’.

The persistent skin lesions of AOSD display a wide spectrum of clinical
features and should be differentiated from urticarial vasculitis, lichen
planus, dermatomyositis, lichenoid or violaceous rashes of lupus
erythematosus, cutaneous graft-versus-host disease, lichen amyloidosis,
prurigo pigmentosa and maculopapular or lichenoid drug eruption’.
Histopathological findings of classical rash are non-specific and comprise
a normal epidermis overlying a mixed mild perivascular inflammation
of the upper dermis composed of lymphocytes and neutrophils®.
In contrast, atypical skin lesions show distinct histolopathological
features including dyskeratotic and necrotic keratinocytes, singly or
in aggregates, mostly in the superficial epidermis with neutrophilic
infiltrate in the dermis®'°. The highly distinctive histopathologic features
will allow those atypical skin lesions to be readily diagnosed.

In our case the presence of nonevanescent erythematous papules,
linear plaques, dermatomyositis-like lesions, leukocytosis, abnormal
liver function tests, hyperferritinemia, lymphadenopathy and
histopathological features namely necrotic keratinocytes in the
upper epidermis in the setting of sore throat, arthralgia and high
spiking fever raised the suspicion of AOSD. The infectious, malignant,
lymphoproliferative, and autoimmune disorders were excluded based
on the clinical, laboratory, and histopathological examination, and the
diagnosis of AOSD was made as per Yamaguchi et al.” criteria. So, with
early and appropriate treatment the clinical and laboratory findings
improved in a short period of time.

Although rare and not a component of the diagnostic criteria of
AOSD, it is important to recognize the cutaneous spectrum and unique
histopathological features of atypical skin lesions for the accurate
diagnosis and appropriate treatment.
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