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A B S T R A C T

Adult Still's Disease (ASD) is a systemic inflammatory disorder of unknown etiology, thought to be triggered by 
infectious agents in genetically susceptible individuals, resulting in aberrant cytokine production including in
terleukin (IL) −1, IL-6, AND IL-18. The disease severity varies and may include macrophage activation syn
drome (mas), a potentially life-threatening complication. It is associated with seronegative chronic polyarthritis, 
predominantly affecting young individuals. It is a rare condition with a complex diagnosis due to its overlapping 
clinical features with more common diseases.

Introduction

Adult Still's Disease (ASD) is characterized by a prolonged course of 
symptoms, including severe arthralgia affecting one or more joints, 
arthritis, high spiking fever (> 39°C) with a quotidian pattern, ody
nophagia, splenomegaly, lymphadenopathy, hepatic involvement, and 
a characteristic macular evanescent rash of salmon-pink hue, often 
pruritic, which affects the trunk, arms, legs and pressure areas, typically 
occurring during febrile episodes. Atypical cutaneous manifestations, 
including alopecia, urticaria, angioedema, acneiform lesions, and per
sistent generalized erythema, have also been reported.1,2,3 Laboratory 
findings often reveal leukocytosis with neutrophilia, elevated ery
throcyte sedimentation rate (ESR), and C-reactive protein (CRP), along 
with hyperferritinemia (> 1000 ng/mL), particularly the non-glycosy
lated isoform. The immunological profile is typically negative for an
tinuclear antibodies (ANA) and rheumatoid factor (RF).4 Yamaguchi's 
criteria (Table 1) are frequently employed for ASD classification, as 
they provide the highest sensitivity among available classification sys
tems, despite limitations in specificity. ASD is a rare disease with an 
incidence of 0.16 cases per 100,000 inhabitants, as estimated in a 
French study,5 fewer than a few hundred cases have been reported in 
the medical literature. Atypical clinical and cutaneous manifestations 
further underscore the importance of considering ASD in compatible 
presentations.

Case report

We report the case of a 26-year-old previously healthy female who 
presented to the Dermatology Department with sudden-onset urticarial, 
erythematous, and pruritic skin lesions accompanied by secondary ex
coriations. These lesions were localized to the periumbilical region, 
groin, axillae, and interdigitally. The patient also reported generalized 
myalgia and mechanical-type arthralgia. Initially diagnosed with sca
bies, she was treated with ivermectin, permethrin, and ketoprofen, 
without clinical improvement. Symptoms progressed over a three-week 
period, during which the patient developed fever and odynophagia, 
along with dactylitis in the second and third fingers of the left hand and 
arthritis in the proximal and distal interphalangeal joints, metacarpo
phalangeal joint of the second finger, and knees. Her skin lesions 
worsened, becoming widespread (Figs. 1 and 2) and accompanied by 
angioedema.

The patient was referred to Rheumatology, where an initial hy
pothesis of arthritis and reactive erythema to an infectious process was 
made, and antibiotic therapy was initiated without improvement. As 
the disease progressed, she was referred to Infectious Diseases, where 
scarlet fever was considered and treated, again without success. 
Laboratory investigations revealed leukocytosis with neutrophilia, ele
vated CRP and ESR, hyperferritinemia (> 2000 ng/mL), and negative 
blood cultures.
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Laboratory investigations revealed

• Leukocytosis (17,000/μl) with 85 % neutrophils
• Elevated CRP (148 mg/l)
• ESR(95 mm/hr)
• Hyperferritinemia (> 2000 ng/mL)
• Negative blood cultures
• Negative RF and ANA

Infectious causes were excluded.6 The patient reported a similar but 
milder episode four months prior, which had improved with prednisone 
therapy. Based on clinical findings and fulfillment of Yamaguchi 

criteria, ASD was hypothesized, and the patient was referred back to 
Rheumatology. Immunological testing was negative for RF and ANA, 
and abdominal CT imaging revealed splenomegaly and lymphadeno
pathy.7 Skin biopsy was not performed, as literature indicates its lim
ited utility in ASD diagnosis.8,9,10 Clinical presentation and laboratory 
results were deemed sufficient for diagnosis.

Treatment with prednisone was initiated, and methotrexate was 
added due to persistent symptoms. The patient showed clinical im
provement. Methotrexate was chosen as a steroid-sparing agent based 
on evidence of efficacy in controlling arthritis and systemic symptoms 
in ASD.11, 12

Discussion

Understanding the cutaneous manifestations of ASD is essential for 
early diagnosis, which is critical for appropriate management and fa
vorable patient outcomes, while also reducing unnecessary diagnostic 
and therapeutic costs. This case illustrates an atypical cutaneous pre
sentation of ASD, where the patient exhibited widespread urticarial 
plaques and angioedema without febrile peaks.

A comparison with similar cases in the literature13,14 shows that 
urticaria-like lesions and angioedema, though rare, may be present in 
ASD. This underscores the need to include asd in differential diagnosis 
even in absence of classical rash.

Although skin biopsy and immunofluorescence are not required for 
the diagnosis of asd, they may be performed in uncertain cases. In this 
instance, the typical clinical course, characteristic laboratory findings, 
and history of steroid responsiveness sufficiently supported the diag
nosis.

A discussion on the Yamaguchi criteria is necessary, because al
though they are widely used to classify ASD, they are not specific for 
ASD and have limitations. They can be observed in other conditions, 
such as infections (for example, infectious mononucleosis, tubercu
losis), neoplasms (such as lymphomas) and other rheumatological dis
eases (such as systemic lupus erythematosus and vasculitis).11,12

However, its sensitivity and simplicity make it the preferred tool in 
clinical practice.10 It is essential to perform a comprehensive evaluation 
to exclude these conditions before confirming the diagnosis of ASD.

The differential diagnosis should consider infectious, granuloma
tous, neoplastic diseases, and connective tissue disorders. Patients with 
atypical manifestations often undergo multiple specialty consultations 
before the correct diagnosis is reached. Thus, ASD should be considered 
in the presence of atypical or absent cutaneous manifestations, ac
companied by compatible clinical and laboratory findings.8, 9, 10, 13

The choice of treatment with prednisone followed by methotrexate 
was based on clinical response and therapeutic patterns described in the 
literature. In refractory cases, biologic therapies including interleukin-1 
(IL-1) (anakinra) and IL-6 (tocilizumab) inhibitors may be considered. 
These agents have been shown to be effective in controlling systemic 
inflammation and preventing relapses.15, 16

Table 1 
Yamaguchi Diagnostic Criteria (5 positive criteria required, including at least 2 
major). 

Major Criteria Minor Criteria

Fever  >  39°C for  >  1 week Odynophagia
Arthralgia/arthritis  >  2 weeks Lymphadenopathy
Evanescent rash Altered aminotransferasis
Leukocytes  >  10,000/μL Rheumatoid factor (-)
Neutrophils  >  80 % Antinuclear antibodies (-)

Fig. 1. Urticarial erythematous plaques distributed in the abdominal and in
guinal regions.

Fig. 2. Erythematous plaques and macules located on the back and posterior regions of the lower limbs. 
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Understanding the cutaneous presentation of ASD is crucial for early 
diagnosis, which is essential for proper management and favorable 
patient outcomes, as well as reducing unnecessary treatment and ex
amination costs.

Conclusion

This case report demonstrates an atypical cutaneous presentation of 
ASD, with urticarial, erythematous, pruritic plaques not associated with 
fever peaks. ASD suspicion should be considered in the presence of 
atypical skin manifestations and compatible laboratory findings. Early 
recognition and appropriate treatment are essential to improving pa
tient quality of life.
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