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Case Report

An Unusual Case of Adult-Onset Still’s Disease with
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Disseminated Intravascular Coagulation

Rajaie Namas,' Naveen Nannapaneni,” Malini Venkatram,' Gulcin Altinok,’

Miriam Levine,? and J. Patricia Dhar'

! Department of Internal Medicine, Division of Rheumatology, Wayne State University, Detroit, MI 48201, USA
2 Department of Internal Medicine, Wayne State University, Detroit, MI 48201, USA
’ Department of Radiology, Wayne State University, Detroit, MI 48201, USA

Correspondence should be addressed to Rajaie Namas; rajainammas@gmail.com

Received 18 December 2013; Accepted 14 January 2014; Published 4 March 2014

Academic Editors: D. R. Alpert and F. Schiavon

Copyright © 2014 Rajaie Namas et al. This is an open access article distributed under the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

Case. A 34-year-old African-American female with a history of adult-onset Still's disease presented to an outside hospital
with oligoarthritis. She experienced a generalized tonic-clonic seizure en route via ambulance, was intubated upon arrival,
and transferred to the intensive care unit for treatment of suspected pneumonia and sepsis. She subsequently developed
generalized cutaneous desquamation that progressed despite the cessation of antibiotics and other potential offending drugs
which required transfer to our hospital’s burn unit. She was suspected to have reactive hemophagocytic syndrome based on
her clinical presentation of fever, rash, polyarthritis, elevated liver enzymes, coagulopathy, splenomegaly, normocytic anemia,
thrombocytopenia, hypertriglyceridemia, hyperferritinemia, and hemophagocytosis visualized in bone marrow biopsy specimen.
Magnetic resonance imaging demonstrated necrotic demyelination of the deep white matter and corona radiata. The patient
developed multiorgan dysfunction and DIC without any other attributable etiology. Despite aggressive broad spectrum therapy
and high dose of steroids she progressively deteriorated and eventually expired. Conclusion. Previous publications have highlighted
the prevalence of necrotic leukoencephalopathy in children with familial hemophagocytic syndrome. Our patient demonstrated
some uncommon features complicating her HLH including DIC and necrotic leukoencephalopathy, which are very rare entities in

AOSD.

1. Introduction

Still's disease was first described by George Still in 1896.
Adult-onset Still's disease (AOSD) describes a similar condi-
tion which affects adults and is generally constituted by recur-
rent high grade fever with concomitant salmon-colored rash
of the trunk and extremities, oligo- and later polyarthritis,
pharyngitis, splenomegaly, lymphadenopathy, and less com-
monly pericarditis or pleural effusions [1]. Laboratory evalu-
ation typically demonstrates elevated erythrocyte sedimenta-
tion rate, leukocytosis, and elevated liver enzymes [2].
Hemophagocytic syndrome (HS), also termed lympho-
histiocytosis (HLH), is a syndrome of immune activation
manifested by signs and symptoms of inflammation [3]. HS is
diagnosed based on the fulfillment of 5/8 criteria as in Table 1

[4]. Histopathological evaluation demonstrates lymphocytes,
macrophages and hemophagocytosis in bone marrow, spleen,
cerebral spinal fluid, and liver [4]. Other common clinical
manifestations include central nervous system involvement,
coagulopathy, liver dysfunction, jaundice, edema, and skin
rashes [4]. A variety of CNS manifestations of HS including
seizures, ataxia, and meningitis have been reported [5, 6]. HS
can be familial as in young children or reactive as in patients
with underlying infection, lymphoma, organ transplant, sys-
temic lupus erythematosus, or AOSD [7-9].

2. Case Report

A 34-year-old African-American female was diagnosed with
adult-onset Still's disease (AOSD) 3 months prior to this
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TaBLE 1: Diagnostic criteria of hemophagocytic syndrome.

(1) Fever

(2) Spleenomegaly

(3) Cytopenia in 2 of 3 cell lines

(4) Hypertriglyceridemia

(5) Hemophagocytosis in either bone marrow, lymph nodes
or the spleen

(6) Low/absent NK cell activity
(7) Hyperferritinemia (>500 pg/L)
(8) High levels of soluble IL-2

Courtesy from Henter et al. [4].

admission based on episodic fever of unknown origin, gas-
trointestinal manifestations of episodic diarrhea, vomiting,
leukocytosis, oligoarthritis, nonspecific facial rash, weight
loss, and elevated ferritin level. Extensive infectious workup
was unremarkable. Hematological work up was unremark-
able except for leukocytosis, generalized lymphadenopathy
and hepatosplenomegaly. A lymph node biopsy demon-
strated reactive lymphadenitis and was unremarkable for any
hematological malignancy or infection. Upper endoscopy
and colonoscopy, including ileal and colon biopsies, and
abdominal imaging with CT scan were unremarkable for
a primary gastrointestinal disease. Synovial fluid analysis
demonstrated an inflammatory fluid pattern. Extensive infec-
tious evaluation with imaging, cultures (sputum, blood,
urine, and cervical and all the other potential sources),
and serologies for atypical infections including viral and
fungal diseases failed to demonstrate an infectious etiology.
Synovial cultures were unremarkable for infections including
Whipple’s disease (Tropheryma whipplei). Other autoimmune
workups for connective tissue disease and vasculitides were
unremarkable. She was eventually diagnosed with Still’s dis-
ease that was supported by high ferritin levels of 7000 ng/mL
which increased to 22000 ng/mL (18-160 ng/mL). Bone mar-
row biopsy demonstrated mild hemophagocytosis (Figure 1).
However, patient did not demonstrate pancytopenia or other
features of HS. She responded significantly and rapidly to a
trial of prednisone 40 mg daily. Corticosteroid sparing agent
such as methotrexate or Kineret (Anakinra) was suggested;
however it was unaffordable due to financial constraints and
social situation. Attempts to wean her steroid dose under
30 mgs resulted in recurrences many times.

Four days prior to this admission she noted worsening
of her oligoarthritis and was evaluated in a local emergency
department. She reported compliance with her medication
regimen of prednisone 40 mg orally daily. She was discharged
on pain medications and antibiotics for a possible urinary
tract infection. The next day she was evaluated at another
hospital for worsened arthralgia and mental status changes.
Her hospital course was further complicated by worsening of
her mental status requiring intubation and eventually shock.
She was suspected to have pneumonia and was treated with
antibiotics and vasopressors for her shock. Cultures were
negative for any growth. A computed tomography (CT) of
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the head was unremarkable. She was extubated after clinical
improvement. However, 5 days later she was noted to develop
desquamation of large patches of the skin on her chest,
extremities, and abdomen. At this point, potential offending
drugs including antibiotics were discontinued due to lack of
evidence to support an infectious process and she was trans-
ferred to our facility’s burn unit with a concern for Stevens-
Johnson Syndrome/Toxic Epidermic Necrolysis.

On arrival, she was in moderate distress and found to be
stuporous. She was normotensive, tachycardiac, tachypneic,
and febrile. Her BMI was 40.7 kg/m®. She was diffusely
edematous, with large patches of denuded skin over the chest,
breasts, arms, legs, upper back, and buttocks with nonde-
nuded areas appearing mottled and ecchymotic (Figure 2).
There were no mucosal abnormalities. Cardiopulmonary
exam revealed tachycardia and diminished breath sounds.
Abdominal examination revealed mild splenomegaly with
soft consistency. Extremities were cold to palpation without
palpable pulses. All fingertips and toes were shriveled and
black with dry gangrenous changes (Figure 3). Neurological
exam was limited due to mental status changes, but no local-
izing signs or focal neurological deficit could be identified.
The rest of physical exam was unremarkable.

Preliminary labs demonstrated leukocytosis, normocytic
anemia, thrombocytopenia, transaminitis, marked eleva-
tion of the erythrocyte sedimentation rate, and C-reactive
protein and, notably, ferritin levels were profoundly ele-
vated 25,512 ng/mL (normal 18-200). Urine analysis demon-
strated moderate hematuria and proteinuria. Urine sediment
demonstrated muddy brown casts consistent with acute
tubular necrosis. Rheumatoid factor, anti-cyclic citrullinated
peptide antibodies (anti-CCP), Extractable Nuclear Antigens
(ENA), C and P-ANCA (anti-neutrophil cytoplasmic anti-
bodies), serum protein electrophoresis (SPEP), and urine
protein electrophoresis (UPEP) levels were normal. Infec-
tious workup including Epstein-Barr virus (EBV), human
immunodeficiency virus (HIV), cytomegalovirus (CMV),
rapid plasma reagin (RPR), respiratory syncytial virus (RSV),
influenza PCR, hepatitis A, hepatitis B, hepatitis C, Varicella,
human T-lymphotropic virus type I and II, herpes simplex
virus 1 and 2, human herpesviruses (HHV6, 7, and 8),
adenovirus, aspergillus, parvovirus, and Bartonella were all
negative. Cultures of the blood, CSE, urine, fungal, mycobac-
terium, bronchial washings, cervix and rectum, and any other
possible source of infection were all negative. Neuron specific
enolase level was 13.5 and Interleukin 2 (soluble CD-25) level
0£1929 pg/mL (normal 0-1033). Familial HLH and PRF1 gene
sequencing was negative.

A chest radiograph demonstrated cardiomegaly with
mild pulmonary vascular congestion. Echocardiogram evalu-
ation exhibited mildly decreased left ventricular systolic func-
tion with hypokinesis of the inferior and inferolateral walls
of the left ventricle. No valvular vegetation was reported. CT
of the abdomen revealed splenomegaly with heterogeneous
enhancement and areas of hypoattenuation/enhancement
along the splenic periphery and mild lymphadenopathy
primarily in the upper abdomen and splenic hilum. High-
resolution CT of the thorax demonstrated patchy airspace






