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Unusual Presentation of an Uncommon Disease: It can be Adult-Onset
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ABSTRACT

Adult onset Still’s disease (AOSD) is a rare systemic inflammatory disorder characterized by fever,
arthritis or arthralgia and rash. We present the case of a 23 year old male who presented to the
emergency department with complains of fever, sore throat, rash, chest and right knee pain for one
week. Patient was febrile with temperature of 39.2°C and pulse of 110/min. Erythematous
maculopapular rash was observed on the arms, chest and lower extremities with axillary
lymphadenopathy and hepatomegaly. Laboratory studies showed CRP of 6.8 mg/dl, ferritin of 3948
mg/ml, LDH of 741 U/l, AST was 561 U/l and ALT was 522 U/l. Skin biopsy revealed non-specific
inflammation with predominance of lymphocytes. Patient was meeting Yamaguchi criteria for Adult
onset Still’s disease and was subsequently started on Naproxen with complete resolution of fever,
rash, knee pain and resolution of AST and ALT elevation.

Keywords: AOSD, NSAIDS, ferritin, chest pain.

INTRODUCTION

Adult onset Still’s disease is a
systemic inflammatory disorder that
usually presents with fever, arthritis or
arthralgia and rash. It is an often a
diagnosis of exclusion with an incidence
of approximately 0.16 cases per 100000
and there is a bimodal age distribution
with peaks between ages 15 to 25 and 35
to 46. @ The etiology of AOSD, while
uncommon, has been postulated to be a
combination of genetic and infectious
factors in the setting of immune
dysregulation and alteration in cytokine
production in favor of Thl predominance.
@ AOSD frequently presents a diagnostic
challenge, requiring serial assessments and
extensive laboratory work up to exclude
other diseases. We present a case of
AOSD that exemplifies the challenges

clinicians encounter in establishing the
diagnosis.

CASE REPORT

23 year old man with no significant
past medical history presented to our
emergency department with complains of
fever, sore throat, rash, chest pain, right
knee pain, lower abdominal pain and chills
for one week. The chest pain was
particularly severe and he noted that it was
worse with leaning forwards and taking
deep breaths.

On admission, the patient had a
temperature of 39.2°C, blood pressure of
117/99 mm Hg, pulse of 110/min and
respiratory rate of  18/min. An
erythematous maculopapular rash was
observed on the arms, chest and lower
extremities. Physical exam was also

International Journal of Health Sciences & Research (www.ijhsr.org) 540
Vol.6; Issue: 1; January 2016


http://www.ijhsr.org/

significant for axillary lymphadenopathy,
lower abdomen tenderness and
hepatomegaly. = However,  pericardial
friction rub was not elicited. Chest X-ray,
EKG and Echocardiogram showed no
evidence of pericarditis. Initial laboratory
studies showed a CRP of 6.8 mg/dl, ESR
of 11 mm/hr, leukocytes of 4000/mm?®
hemoglobin of 12 g/dl, platelet of 164 x
10¥mm®, LDH of 741 U/l, AST was 561
U/l and ALT was 522 U/l with normal
bilirubin.

Our patient continued to spike
fevers with no response to acetaminophen.
Infectious disease and hematology-
oncology consults were obtained. Blood
and urine cultures were negative.
Additional diagnostic work up was
negative for HIV, RPR, Blastomycosis,
CMV, EBV, HSV, Lyme, Brucella,
Coxiella and Viral hepatitis.
Rheumatologic work up included ANA,
RF and ANCA which were normal. Serum
electrophoresis was normal. Ferritin was
elevated at 3948 mg/ml. Blood and urine
cultures were negative.

Ultrasound of Abdomen
demonstrated hepatomegaly and
splenomegaly which was confirmed on CT
abdomen and pelvis (figures 1&2) which
also revealed mesenteric and
retroperitoneal lymph node enlargement.

Skin  biopsy  showed  non-specific
inflammation  with  predominance of
lymphocytes (figure 3).

Figure 1: Coronal section of CT abdomen and pel\7i's:
demonstrating hepato-splenomegaly

Figure 2: Axial section of CT abdomen demonstrating hepato-
splenomegaly

Figure 3: Micrograph of skin blopsy demonstratmg mterface
dermatitis (Hematoxylin &Eosin, x 40)

Table 1: Yamaguchi criteria for Adult onset Still’s disease

Major Criteria | Minor Criteria Our Patient

Fever >39x 1 X

Week

Leukocytosis

Rash X

Arthralgia > 2 X

weeks
Sore Throat X
Lymphadenopathy X
Hepato OR Splenomegaly X
Abnormal LFT'’s X
Negative ANA X
Negative RF X

LFT — liver function test, ANA — anti nuclear antibody, RF-
rheumatoid factor

On the seventh day of
hospitalization, a Rheumatology consult
was obtained. It was determined that the
patient met the Yamaguchi criteria ©
(table 1) for Adult onset Still’s disease.
The patient was subsequently started on an
oral NSAID with rapid resolution of fever,
rash, knee pain as well as normalization of
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his liver functions. The decision to start
Naproxen was made after a careful
evaluation of disease severity to be mild
and obviate the use of steroidal therapy
with its anticipated side effects.

DISCUSSION

Due to the low incidence of AOSD,
it presents with a diagnostic challenge
particularly for primary care physicians.
AOSD can easily be missed, despite
extensive work, if the diagnosis is not
considered in febrile patients who appear
to have infectious or neoplastic conditions.
Many patients might be undiagnosed if
extensive work up is not done. AOSD
frequently relapses in individual patients
and may cause life threatening
complications such as the macrophage
activation syndrome, cardiac tamponade
and ARDS. “ While several clinical
features of our patient were atypical for the
diagnosis of AOSD, several were classic.
Unusual features included the prominence
of chest pain, the relative paucity of joint
symptoms and the dramatic response to
naproxen. In contrast, the positive
diagnostic (Yamaguchi) criteria as well as
select laboratory findings were highly
consistent with the diagnosis. Attention to
the variety of clinical presentations of
AOSD will assist the clinician in
consideration of this disease entity.

A unique feature of our case was
its presentation with chest pain that had
pleuritic and positional components. This
raised a concern for cardiopulmonary
involvement and warranted exclusion of
pericarditis. Although our patient did not
have EKG or echocardiographic evidence
of pericarditis, we suspect that some
degree of inflammatory serositis was
present as an explanation for the patient’s
chest symptoms.

Another peculiar feature of our
case was the relative paucity of joint
symptoms. While the patient did not note
mild unilateral knee pain, this complaint
was less significant to the patient than the

chest pain and abdominal
symptomatology. While atypical, this
presentation is well documented. ©

From a diagnostic standpoint,
utilizing the Yamaguchi criteria offers
both high sensitivity and specificity to
establish the diagnosis of AOSD. Our
patient exceeded the minimum number of
criteria (total of eight criteria fulfilled
including three major criteria (please see
table 1)). Several other diagnostic markers
in our patient were consistent with the
expected findings in AOSD. These
included elevations in CRP, LDH, liver
enzymes and a high serum ferritin. Serum
ferritin, generally considered a marker of
iron storage, is also an acute phase
reactant. Nearly 70% of patients with
AOSD have increased levels of serum
ferritin. ' Some studies have shown that
ferritin may serve as a prognostic marker
in AOSD. Ferritin levels often correlate
with disease activity and may normalize
during remission. ©

Cutaneous manifestations are a part
of the diagnostic criteria for AOSD. Skin
biopsy findings in AOSD usually have
nonspecific findings, including dermal
edema and mild perivascular inflammation
in superficial dermis, consisting primarily
of  lymphocytes and  histiocytes.
Immunofluorescence of skin biopsy might
show sight complement C3 deposition in
blood vessel wall. ©

Three different patterns have been
described in  AOSD with variable
prognosis. The first category of patients
tends to have monocyclic or self-limited
pattern with complete remission within a
year. The second group have intermittent
or polycyclic pattern with recurrence of
systemic and articular flares separated by
periods of remission. The final group
shows chronic joint problems and is prone
to joint destruction. ™ The patient
reported above would require close follow
up to determine the progression of his
disease and monitoring for life threatening
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complication of AOSD known as
Macrophage Activation Syndrome.

Lastly, our patient’s prompt
response to naproxen with resolution of
fever, rash and joint pains was
uncharacteristic. While NSIAD’s are
recommended as initial treatment for mild
disease, fewer than 20% of patients will
experience  complete  resolution  of
symptoms with this therapeutic modality,
@ however vigilance is needed in these
patients because NSAIDS can trigger
Macrophage activation syndrome and it
can be difficult to distinguish it from the
underlying AOSD. *?

Prednisolone should be started for
patients not responding to NSAIDS or
suffering from pericarditis, serositis,
persistent anemia or markedly elevated
liver enzymes. Disease modifying anti
rheumatic drugs such as methotrexate have
been used to control acute symptoms and it
IS suggested that at least 6 months of
therapy should be given to allow ample
time for the assessment of therapeutic
effect. @ For patients who do not respond
to conventional medications, biologic
agents targeting IL 1, IL 6 and TNF alpha
have been effective.

CONCLUSION

In conclusion, AOSD is an
important diagnosis to consider in febrile
adults. While infections and neoplastic
conditions must always be excluded in a
patient with unexplained fever, a
consideration by clinicians of AOSD as an

alternative  causative  pathology s
imperative.
ACKNOWLEDGEMENTS

Dr. David Mael, Department of
Rheumatology, Advocate Illinois Masonic
Medical Center. Department of Radiology,
Advocate Illinois Masonic Medical Center for
providing images for the case report. Dr.
Becky John, Department of Pathology,
Advocate Illinois Masonic Medical Center for
providing pathology images.

Conflict of interest: The authors have no
financial, commercial, or non-commercial
interest to disclose.

REFERENCES

1. C A Dunne and J Davies.
Epidemiology of adult still’s disease.
Ann Rheum Dis. 1996 Apr; 55(4):
272.

2. Chen DY, Lan JL, Lin FJ, Hsieh TY,
Wen MC. Predominance of Thl
cytokine in peripheral blood and
pathological tissues of patients with
active untreated adult onset Still's
disease. Ann Rheum Dis. 2004 Oct;
63(10):1300-6.

3. Yamaguchi M, Ohta A, Tsunematsu
T, Kasukawa R, Mizushima Y,
Kashiwagi H, Kashiwazaki S,
Tanimoto K, Matsumoto Y, Ota T, et
al. Preliminary criteria for
classification of adult Still's disease. J
Rheumatol. 1992 Mar; 19(3):424-30.

4, Kim YJ, Koo BS,Kim YG, Lee
CK, Yoo B. Clinical features and
prognosis in 82 patients with adult-
onset Still's disease. Clin Exp
Rheumatol. 2014 Jan-Feb; 32(1):28-

33.
5. Drouot MH, Hachulla E, Flipo
RM, Hatron PY, Houvenagel

E, Gosset D, Ducloux G, Devulder B.
Cardiac complication of adult-onset
Still's disease: from pericarditis to
tamponade, sometimes a manifestation
of the disease. Rev Med Interne. 1993;
14(10):1017.

6. Narula N, Narula T, Abril A. Seizing
the clinical presentation in adult onset
Still's disease. An extensive literature
review. Autoimmun Rev. 2015 May;
14(5):472-7.

7. Meijvis SC, Endeman H, Geers AB,
ter Borg EJ. Extremely high serum
ferritin levels as diagnostic tool in
adult-onset Still's disease. Neth J Med.
2007 Jun; 65(6):212-4.

8. Akritidis N, Giannakakis I, Giouglis.
Ferritin  levels and response to
treatment in patients with Adult Still's
disease. J Rheumatol. 1996 Jan;
23(1):201-203.

9. Elkon KB, Hughes GR, Bywaters
EG, Ryan PF, Inman RD, Bowley

International Journal of Health Sciences & Research (www.ijhsr.org) 543
Vol.6; Issue: 1; January 2016


http://www.ncbi.nlm.nih.gov/pubmed/?term=Dunne%20CA%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Davies%20J%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%20DY%5BAuthor%5D&cauthor=true&cauthor_uid=15361391
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lan%20JL%5BAuthor%5D&cauthor=true&cauthor_uid=15361391
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lin%20FJ%5BAuthor%5D&cauthor=true&cauthor_uid=15361391
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hsieh%20TY%5BAuthor%5D&cauthor=true&cauthor_uid=15361391
http://www.ncbi.nlm.nih.gov/pubmed/?term=Wen%20MC%5BAuthor%5D&cauthor=true&cauthor_uid=15361391
http://www.ncbi.nlm.nih.gov/pubmed/15361391
http://www.ncbi.nlm.nih.gov/pubmed/?term=Koo%20BS%5BAuthor%5D&cauthor=true&cauthor_uid=24050706
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kim%20YG%5BAuthor%5D&cauthor=true&cauthor_uid=24050706
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20CK%5BAuthor%5D&cauthor=true&cauthor_uid=24050706
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20CK%5BAuthor%5D&cauthor=true&cauthor_uid=24050706
http://www.ncbi.nlm.nih.gov/pubmed/?term=Yoo%20B%5BAuthor%5D&cauthor=true&cauthor_uid=24050706
http://www.ncbi.nlm.nih.gov/pubmed/24050706
http://www.ncbi.nlm.nih.gov/pubmed/24050706
http://www.ncbi.nlm.nih.gov/pubmed/?term=Drouot%20MH%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hachulla%20E%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Flipo%20RM%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Flipo%20RM%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hatron%20PY%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Houvenagel%20E%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Houvenagel%20E%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Gosset%20D%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ducloux%20G%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Devulder%20B%5BAuthor%5D&cauthor=true&cauthor_uid=8009013
http://www.ncbi.nlm.nih.gov/pubmed/8009013
http://www.ncbi.nlm.nih.gov/pubmed/?term=Narula%20N%5BAuthor%5D&cauthor=true&cauthor_uid=25617819
http://www.ncbi.nlm.nih.gov/pubmed/?term=Narula%20T%5BAuthor%5D&cauthor=true&cauthor_uid=25617819
http://www.ncbi.nlm.nih.gov/pubmed/?term=Abril%20A%5BAuthor%5D&cauthor=true&cauthor_uid=25617819
http://www.ncbi.nlm.nih.gov/pubmed/25617819
http://www.ncbi.nlm.nih.gov/pubmed/?term=Akritidis%20N%5BAuthor%5D&cauthor=true&cauthor_uid=8838544
http://www.ncbi.nlm.nih.gov/pubmed/?term=Giannakakis%20I%5BAuthor%5D&cauthor=true&cauthor_uid=8838544
http://www.ncbi.nlm.nih.gov/pubmed/?term=Giouglis%20T%5BAuthor%5D&cauthor=true&cauthor_uid=8838544
http://www.ncbi.nlm.nih.gov/pubmed/?term=ferritin+levels+and+response+to+treatment+in+patients+with+adult+stills+disease
http://www.ncbi.nlm.nih.gov/pubmed/?term=Elkon%20KB%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hughes%20GR%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bywaters%20EG%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bywaters%20EG%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ryan%20PF%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Inman%20RD%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bowley%20NB%5BAuthor%5D&cauthor=true&cauthor_uid=7092964

10.

11.

NB, James MP, Eady RA. Adult-onset
Still's disease. Twenty-year follow up
and further studies of patients with
active disease. Arthritis Rheum. 1982
Jun; 25(6):647-54.

Kadar J, Petrovicz E. Adult-onset
Still's disease. Best Pract Res Clin
Rheumatol. 2004 Oct; 18(5):663-76.
Stéphan JL, Koné-Paut I, Galambrun
C, Mouy R, Bader-Meunier B, Prieur
AM. Reactive  haemophagocytic
syndrome in children with

12.

13.

inflammatory disorders. A
retrospective study of 24 patients.
Rheumatology (Oxford). 2001 Nov;
40(11):1285-92.

van de Putte LB, Wouters JM. Adult-
onset Still's disease. Baillieres Clin
Rheumatol. 1991 Aug; 5(2):263-75.
Aydintug AO, D'Cruz D, Cervera R,
Khamashta MA, Hughes GR. Low
dose methotrexate treatment in adult
Still's disease. J Rheumatol. 1992 Mar;
19(3):431-5.

How to cite this article: Mohammed AS, Boddu P, Hassan A et al. Unusual presentation of an
uncommon disease: it can be adult-onset still’s disease. Int J Health Sci Res. 2016; 6(1):540-544.

kkhkhkhkhhhhkikkk

International Journal of Health Sciences & Research (IJHSR)

Publish your work in this journal

The International Journal of Health Sciences & Research is a multidisciplinary indexed open access double-blind
peer-reviewed international journal that publishes original research articles from all areas of health sciences and allied
branches. This monthly journal is characterised by rapid publication of reviews, original research and case reports
across all the fields of health sciences. The details of journal are available on its official website (www.ijhsr.org).

Submit your manuscript by email: editor.ijhsr@gmail.com OR editor.ijhsr@yahoo.com

International Journal of Health Sciences & Research (www.ijhsr.org) 544
Vol.6; Issue: 1; January 2016


http://www.ncbi.nlm.nih.gov/pubmed/?term=James%20MP%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=Eady%20RA%5BAuthor%5D&cauthor=true&cauthor_uid=7092964
http://www.ncbi.nlm.nih.gov/pubmed/7092964
http://www.ncbi.nlm.nih.gov/pubmed/?term=K%C3%A1d%C3%A1r%20J%5BAuthor%5D&cauthor=true&cauthor_uid=15454125
http://www.ncbi.nlm.nih.gov/pubmed/?term=Petrovicz%20E%5BAuthor%5D&cauthor=true&cauthor_uid=15454125
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kadar+J%2C+Petrovicz+E.+Adult-onset+Still%27s+disease.+Best+Pract+Res+Clin+Rheumatol
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kadar+J%2C+Petrovicz+E.+Adult-onset+Still%27s+disease.+Best+Pract+Res+Clin+Rheumatol
http://www.ncbi.nlm.nih.gov/pubmed/?term=St%C3%A9phan%20JL%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kon%C3%A9-Paut%20I%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Galambrun%20C%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Galambrun%20C%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mouy%20R%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bader-Meunier%20B%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Prieur%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=Prieur%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=11709613
http://www.ncbi.nlm.nih.gov/pubmed/?term=non+steroidal+anti+inflammatory+triggering+macrophage+activation+syndrome
http://www.ncbi.nlm.nih.gov/pubmed/1756584
http://www.ncbi.nlm.nih.gov/pubmed/1756584
http://www.ncbi.nlm.nih.gov/pubmed/?term=Aydintug%20AO%5BAuthor%5D&cauthor=true&cauthor_uid=1578459
http://www.ncbi.nlm.nih.gov/pubmed/?term=D%27Cruz%20D%5BAuthor%5D&cauthor=true&cauthor_uid=1578459
http://www.ncbi.nlm.nih.gov/pubmed/?term=Cervera%20R%5BAuthor%5D&cauthor=true&cauthor_uid=1578459
http://www.ncbi.nlm.nih.gov/pubmed/?term=Hughes%20GR%5BAuthor%5D&cauthor=true&cauthor_uid=1578459
http://www.ncbi.nlm.nih.gov/pubmed/?term=low+dose+methotrexate+in+adult+onset+stills+disease+%2C+aydintug
http://www.ijhsr.org/
mailto:editor.ijhsr@gmail.com
mailto:editor.ijhsr@yahoo.com

