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Abstract Adult-onset Still’s disease (AOSD) patients
typically present with arthralgia, fever, lymphadenopathy
and a transient salmon maculopapular rash. Only approxi-
mately 25 cases of AOSD with urticaria were described in
the literature. In this article, the authors report three addi-
tional cases of AOSD with urticarial and dermographic
lesions who had a good clinical response to glucocorticoid
and antihistamines. A review of the literature concerning
this issue is also herein written.
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Introduction

Adult-onset Still’s disease (AOSD) is a systemic inflamma-
tory disorder characterized by spiking fever, cutaneous
eruption and arthralgia or arthritis. Sore throat, lymphaden-
opaty, hepatomegaly, splenomegaly, elevation of serum
ferritin and leukocytosis, with negative rheumatoid factor
and antinuclear antibody are also typical features of this
illness [1-6].
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Cutaneous manifestations are common in this systemic
disorder and include evanescent maculopapular rash with
or without pruritus [1-6], dermographism [7] and fixed
erythematous papules/plaques [8—13]. However, only about
25 cases of AOSD are described in the literature which
had a clinical presentation with urticaria or angioedema
[8, 14-22].

The objective of this study is to describe three new cases
of adult-onset Still’s disease with urticaria or dermogra-
phism and review the literature.

Case report
Patient 1

A 27-year-old female presented with a 3-year history of
persistent pruritic lesions, fever (up to 39°C) in the three
preceding weeks, tender joints in shoulders, elbows,
wrists, hands, knees and ankles. She also referred weight
loss in 2 months. The patient had only taken antihista-
minic agents and oral prednisone. On examination, she
had multiple erythematous edematous plaques on her
upper trunk (Fig. 1) and limbs, erythematous linear
lesions, and arthritis on hands, wrists and knees. Histopa-
thological analysis showed perivascular and interstitial
inflammatory cell infiltrate of lymphocytes and neutro-
phils with minimal leukocytoclasia. Direct immunofluo-
rescence examination was negative. Laboratory tests are
shown in Table 1. She was treated with prednisone 50 mg/day
and antihistamines (hydroxyzine 100 mg/day and lorata-
dine 10 mg/day) with partial response, but symptoms
recurred when oral corticosteroid was tapered. Prednisone
dose was raised, and chloroquine was added. However,
fever, arthritis and skin lesions reappeared together with
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Fig. 1 Urticarial lesions isolated and coalescent on arm

sore throat and increase in acute phase reactants. Metho-
trexate (MTX) was started, and she experienced an
improvement of her symptoms. Currently, she has her dis-
ease well controlled, under MTX (25 mg/week) per os,
without any clinical or laboratorial evidence of disease
activity.

Patient 2

A 26-year-old male was admitted with a 7-day-history of
sore throat and cutaneous rash, followed by fever (up to
39°C), articular pain in knees, ankles, wrists and elbows,
asthenia, myalgias and anorexia. On physical examination,
he had fever, pharyngeal hyperaemia, axilar and inguinal
lymphadenopathy, arthritis of elbows, wrists and ankles.
There was diffuse erythema, mainly on trunk and lower
limbs, erythematous edematous papules (urticarial lesions)
in his upper limbs (Fig. 2) and linear erythematous lesions
on pressure sites (dermographism). The eruption was more
prominent during fever spikes. Histopathological examina-
tion of thigh skin lesion showed a superficial perivascular
inflammatory cell infiltrate. Complementary examinations
are in Table 1. Chest radiograph and echocardiography
were normal. He developed dry cough and tachypnea
1 week after admission and hypoxemia. The thoraco-
abdominal computed tomography scan showed bilateral
pleural effusion with ground-glass opacity, lymphadenopa-
thy on mediastinal, intra-abdominal and inguinal regions,
and also splenomegaly. Treatment was initiated with intra-
venous methylprednisolone (1 g/day for 3 days) followed
by prednisnone (50 mg/day) with good response. Currently,
he is under MTX (30 mg/week) per os, with adequate con-
trol of signs and symptoms.
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Patient 3

A previously healthy 34-year-old woman with skin lesions,
fever and arthralgia for 8 months. She had urticarial lesions,
fever (temperature 39.4°C), arthralgias on shoulders,
elbows, wrists, interphalangeal joints, knees and ankles,
myalgia, odynophagia and abdominal pain. Erythematous
edematous plaques were seen and were persistent, with lin-
ear lesions on trunk (Fig. 3) and limbs. Arthritis developed
on her ankles. The skin biopsy was compatible with urti-
caria. Laboratorial test are in Table 1. The echocardiogra-
phy and abdominal CT scan were normal, while thoracic
CT revealed minimum pleural thickening in the basal pos-
terior aspects of the lungs with a few adjacent pleuropul-
monar striations. She had an improvement of lesions after
oral prednisone (60 mg/day). Currently, she is using MTX
20 mg/week per os and has her disease under control.

Discussion

The present study adds our contribution with three new
cases of SD who had an atypical cutaneous manifestation
(urticaria and dermographism) to the literature.

Some authors have proposed diagnostic criteria for SD,
with Yamaguchi’s [4] criteria demonstrating the highest
sensitivity (93.5%) [5]. Elevation of erythrocyte sedimenta-
tion rate and C-reactive protein with prominent increase in
ferritin levels are also common. The typical Still’s rash
consists of small salmon macular or slightly raised lesions,
evanescent, mainly on trunk and limbs, occasionally with
facial involvement, that worse during febrile episodes.
There are discrete or no pruritus, and Koebner phenomenon
can occur. Yamaguchi [4] demonstrated that typical rash
has sensitivity of 87% and specificity of 99%. The three
reported cases had atypical cutaneous eruption. Patients 1 and
3 presented persistent urticarial lesions, a rare manifestation
previously reported in a few cases [8, 14-22]. Patient 2 had
urticarial papules and persistent erythema which was aggra-
vated during fever spikes. Interestingly, all three patients pre-
sented dermographism, a feature often observed in adult-onset
Still’s disease. Mehpoor et al. [7], Chen et al. [23] and
Cagatay et al. [24] found a dermographism incidence during
disease activity of 92, 57 and 26.2%, respectively.

Histological examination usually shows a mild perivas-
cular cell infiltrate of superficial dermis, mainly composed
of neutrophils, according to Bywaters [1] and Masson [5],
and lymphocytes and histiocytes, according to Pouchot’s
findings [25]. Direct immunofluorescence is usually nega-
tive. The cases reported had some different features; the
first patient showed leukocytoclasia, an infrequent feature
in adult-onset Still’s disease; patient 3 showed neutrophilic
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Table 1 Clinical and laboratorial features of the 3 patients described

Patient 1 Patient 2 Patient 3
Age 27 26 34
Sex F M F
Fever Yes Yes Yes
Arthralgia, arthritis* Elbows, shoulders, Knees, wrists, elbows, ankles® Shoulders, interphalangeal joints,
Interphalangeal joints, wrists, elbows, knees, ankles®
wrists, knees®
Rash Urticaria Persistent erythema Urticaria
and urticaria
Sore throat Yes Yes Yes
Hepatomegaly No No No
Splenomegaly No Yes No
Lymphadenopaty No Yes No
Weight loss Yes No No
Myalgia No Yes Yes
Abdominal pain No No Yes
Serositis No Pleural effusion Pleuritis?
Hemoglobin (12-16 g/dL)* 10.1 11.4 11.5
MCV/MCH (80-100 fL/27-32 pg) 83.3/24.9 87.2/28.1 76.4/23.6
WBC (4-11 x 10°/mm?) 10,610 19,550 21,360
Neutrophils (1,6-7 x 10*/mm?) 9,100 (85.7%) 17,700 (90%) 19,100 (89.4%)
ESR (5.6-11)* 95 104 22
CRP (<3 mg/L) 333 454 414
Ferritin (15-150 ng/mL)* 1071 26,169 3532
AST/ALT (<31U/L/<31U/L)* 24/12 101/104 31/20
AP/GGT (35-104U/L/5-36U/L)* 109/75 2897278 116/57
LDH (240-480U/L) 455 1323 552
C3/C4 (90-180 mg/dL/10-40 mg/dL) 232/36 - 189/22
Protein electrophoresis Normal Albumin 2,2 Albumin 2,7
(albumin 3.2-5 g/dL)
Antinuclear antibodies Negative 1/80 nucleolar Negative >1/320 centromere
Anticentromere +
Rheumatoid factor Negative Negative Negative
Infectious serology Negative (hepatitis B, Negative (EBV, CMV, Negative (EBV, CMV, HIV,

Cultures

Additional examinations

hepatitis C, HIV)

Negative (urine)

rubella, hepatitis A hepatitis B,
hepatitis C, HIV, syphilis,

toxoplasmosis and C. trachomatis)

Negative (urine, blood)

Normal liquor and mielogram

rubella, toxoplasmosis, syphilis,
hepatitis A, B and C)

Negative (urine, blood)

MCV mean corpuscular volume, MCH mean corpuscular hemoglobin, WBC white blood cell count, ESR erythrocyte sedimentation rate, CRP C-
reactive protein, AST aspartate aminotransferase, ALT alanine aminotransferase, AP alkaline phosphatase, GGT gamma-glutamyl transpeptidase,

LDH lactate dehydrogenase

# Normal values for men: hemoglobin 13-18 g/dL; ESR 3,1-10,7; ferritin 30-400 ng/mL; AST <37U/L; ALT <41U/L; AP 40-129; GGT 8-61

urticaria, identical to previous reports of urticaria in AOSD

[15, 17, 18].

The observation of urticariform and dermographism
could be attributed to Bywaters [1] in 1971. In his article,
he described small macules often with perimacular pallor
that disappears during the night and reappear in a different

area. The macules come up with fever. The presence of

wheals and dermographism in adult-onset Still's disease

might actually be frequent, as it has been reported since the
original description of the disease. Clinicians and dermatol-
ogists must attempt to the association of these cutaneous
lesions with symptoms and signs of systemic disease for
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Fig. 2 Lenticular and pinhead erythematous and edematous lesions
(urticaria) and linear lesions (dermographism) on abdomen

Fig. 3 Erythematous and edematous lesions on legs

prompt diagnosis of adult-onset Still's disease. It must also
be considered differential diagnosis with systemic lupus
erythematosus, urticarial vasculitis and Schnitzler syn-
drome [18].

In view of the fact that unusual skin eruptions have been
described, the importance of an atypical Still's rash for
diagnosis of adult-onset Still's disease should be evaluated,
and, in accordance with Affleck [14], we endorse the
need to consider atypical cutaneous features as a diagnostic
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criteria. Therefore, a cutaneous rash in the setting of arthral-
gia and fever should raise suspicion of an adult-onset Still's
disease, particularly if accompanied by dermographism [7].
This approach could provide early diagnosis and adequate
treatment, thus preventing undesirable sequelae.
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