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ABSTRACT

Adult onset Still's disease is a rare but potentially serious disease. We present five cases of
adult-onset Still's disease seen by us over a period of one year. The patients were all females
and 28-39 years of age. Symptoms had been present for 2-6 weeks in three patients. The
other two had been on a few years’ follow-up for rheumatoid arthritis before the onset of rashes
and fever. The patients had persistent erythematous maculopapular eruptions on face, body
and extremities, with moderate to severe pruritus and/or a burning sensation that decreased
their quality of life. The typical evanescent rash was not observed. High ferritin values were
detected in all the patients and total serum IgE was increased in two. All the patients were
started on oral prednisolone (0.5-1.0 mg/kg/day), and methotrexate (10-15 mg/week) had
to be added in three patients. One patient was started on tocilizumab due to recalcitrant
disease and one was lost to follow-up. Further investigation and classification of the various

atypical cutaneous findings in adult-onset Still’s disease is necessary.
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INTRODUCTION

Adult-onset Still’s disease is a rare and potentially
crippling disease, which may be fatal in young
adults.* The clinical picture overlaps with that of
many other conditions in the general population such
as infections, drug eruptions and collagen vascular
diseases.’! It is slightly more common in females
than in males."! The occurrence of an evanescent
rash is generally considered a major diagnostic
criterion.l! Other kinds of rashes are not included
in the guidelines and are therefore not considered to
be of diagnostic significance.” Recent studies have
however increasingly reported atypical skin rashes in
patients with adult-onset Still’s disease.
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CASE REPORT

Five female patients presented with atypical rashes
to the Rheumatology Department of Diyarbakir
University Hospital over a one-year period, out of a
total of 15 patients diagnosed with adult-onset Still’s
disease. The patients’ ages ranged from 28 to 39 years.
The duration of symptoms was 2-6 weeks in three
patients. Two patients had been followed up with a
diagnosis of rheumatoid arthritis for a few years before
the onset of rashes and fever. All five patients were
diagnosed to have adult-onset Still’'s disease since
they met five criteria, including a minimum of two
major criteria, as described by Yamaguchi et al.¥! The
major criteria are: Fever of >39°C lasting for at least
one week, arthralgias lasting for at least two weeks,
a non-pruritic salmon-colored rash, and leukocytosis;
the minor criteria are: Sore throat, lymphadenopathy,
hepatomegaly or splenomegaly, abnormal liver
function tests, and negative antinuclear antibody
and rheumatoid factor tests. Further, we used the
American Rheumatism Association criteria to rule
out other rheumatic diseases such as systemic
lupus erythematosus. Repeated blood cultures
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and serological tests for brucellosis were negative;
neoplastic conditions were also ruled out. Serum
ferritin levels ranged from 5388 to 16518 ng/mL. Total
serum IgE was measured in two patients and found
to be 3640 IU/mL and 199 IU/mL, respectively. The
clinical features and significant laboratory test results
are summarized in Table 1.

The  patients had  pinkish, erythematous
maculo-papular eruptions spread on the face, trunk
and extremities. The lesions occurred along with fever
and arthralgia in the span of a week. Three patients
had edema, particularly on the face. All patients
complained of moderate to severe pruritus and/or a
burning sensation which significantly reduced the
quality of life. None of the patients had the typical
evanescent rashes of adult-onset Still’s disease.

Patient 1 had widespread erythematous pigmented
plaques with a linear pattern and follicular
accentuation [Figure 1a], while patient 2 had
localized papules and plaques, which demonstrated
follicular accentuation [Figure 1b]. Patients 3-5 had
widespread confluent edematous papular eruptions
[Figures 2a and b]. Three of the patients consented to
skin biopsy. Histopathological examination showed
a mixed inflammatory infiltrate in the upper dermis,
and one biopsy had necrotic keratinocytes in the
epidermis [Figure 3].

Atypical Skin Findings in Still's Disease

Topical corticosteroids and systemic antihistamines
did not relieve the pruritus and burning sensation
and all patients required treatment with oral
prednisolone at a dose of 0.5-1.0 mg/kg/day. One
patient was subsequently lost to follow-up. Three
patients were also administered methotrexate at
a dose of 10-15 mg/week in combination with
prednisolone. The rashes improved in a few weeks,
and complete remission was achieved in 2-3 months
in four patients. Patient 4 however did not respond
to this treatment and was put on tocilizumab,
with which partial remission was achieved in a
month. Patient 2 had a recurrence of rashes and
pruritus along with fever and arthralgia on stopping
treatment.

a b Ul

Figure 1: (a) Widespread erythematous pigmented plaques with
linear and follicular accentuation, (b) Localized plaques with
follicular accentuation

Table 1: Clinical features and laboratory parameters in the 5 patients

Criterion Patient 1 Patient 2 Patient 3 Patient 4 Patient 5
Age 39 30 28 31 39
Fever + + + + +
Arthralgia + + + + +
Rash Persistent Persistent Persistent Persistent Persistent
Pruritus Severe Severe Severe Moderate Moderate
Distribution Widespread Localized Widespread Widespread Widespread
Edema Mild None Moderate Moderate Moderate
Follicular accentutation + + - - -
Neutrophilic leukocytosis + + - + -
Sore throat + + - - +
Lymphadenopathy Axillary Cervical - - Cervical and inguinal
Splenomegaly + Minimal + - -
Hepatomegaly - + - +
RF/ANA I+ I+ /- /- -
Ferritin (ng/mL) 9779 16518 9784 8601 5388
CRP 10 18.5 10.7 14.2 32.8
ESR (mm/hr) 47 35 50 55 25
White blood cell count (per microliter) 21,500 25,400 12,700 53,300 14,600
Hemoglobin (g/dL) 13.9 14.2 8.5 8.39 10.3

RF: Rheumatoid factor, ANA: Antinuclear antibody, CRP: C-reactive protein, ESR: Erythrocyte sedimentation rate
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b

Figure 2: (a and b) Widespread confluent and edematous
maculopapular eruption

DISCUSSION

Adult-onset Still’'s disease was first described by
Bywaters in 14 patients, all of whom had evanescent
small salmon-pink macules which rarely itched® but
recent reports have increasingly described patients
with atypical eruptions, mostly persistent or fixed
papules and/or plaques.'®®! Urticaria has also been
reported.?!” Pruritic eruptions with linear lesions,
as in one of our patients, have been reported as well,
being described as dermographism by some authors!'®!
and a Koebner phenomenon by others.""! Lee et al.,
have termed all atypical eruptions “persistent pruritic
eruptions” and classified them clinically as urticarial
papules, lichenoid papules, dermographism-like
lesions, dermatomyositis-like  lesions,  prurigo
pigmentosa-like lesions and lichen amyloidosus-like
lesions. They suggest that these variants may all
be manifestations of a single process progressing
from urticarial papules and plaques to lichenoid
papulosquamous lesions. They also note the tendency
to seasonal variation among their patients, who first
presented during spring and autumn.

Histopathologically, numerous single or multiple
necrotic keratinocytes in the upper half of the epidermis
with a neutrophilic and lymphocytic infiltrate in the
upper dermis are typical. In addition, a marked lack of
eosinophils is distinctive.”!? Serum IgE was notably
elevated in 2 of our patients but the significance of this
finding is unclear. We recommend that levels of IgE be
assessed in all patients with adult-onset Still’s disease.

The frequency of atypical eruptions among patients
with adult-onset Still's disease has been reported

Atypical Skin Findings in Still's Disease

Figure 3: Necrotic keratinocytes (arrows) in the upper portion of
a slightly acanthotic epidermis (H and E, x100)

to be 29-78%."121 Although the typical rash has a
relatively high sensitivity and specificity, some forms
of atypical rashes may have prognostic significance. For
instance, persistent plaques, linear pigmentation and
dermatomyositis-like eruptions have been associated
with amore severe clinical course!'>'*and suggested tobe
a clinical marker of disease severity.[**! Such cutaneous
manifestations may therefore be an indication for the
institution of more aggresive systemic treatments. In
conclusion, atypical cutaneous features seem to be more
frequent than expected among patients with adult-onset
Still’s disease. They may help in establishing the correct
diagnosis and also in assessing disease severity and
response to therapy.
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