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AB0992 A DIFFICULT DISTINCTION – ERDHEIM-CHESTER DISEASE
MIMICKING IGG4-RELATED DISEASE
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Background: Rheumatologists are often confronted with systematic and rare
diseases. Even among the rare diseases, clinical features may overlap, but
treatment options for different diseases may differ.
Objectives: To illustrate the diagnostic challenges the clinician is confronted with
when facing rare and systemic diseases in clinical practice with a case report
where clinical features were overlapping.
Methods: A 64-year-old woman was presented to our institution after suffering
from two ischemic strokes. Cerebral imaging was suggestive of large-vessel
vasculitis. Additionally, imaging also revealed a left-sided retro-orbital mass.
Her past medical history was notable for retroperitoneal fibrosis with ureteral
obstruction requiring percutaneous drainage six months before presentation and
placement of a cardiac pacemaker several years ago. Treatment with high-dose
prednisone had been initiated but showed no clinical or laboratory improvement.
Results: Clinical examination revealed mild persistent facial hemiparesis and
difficulty with ambulation. Mild exophthalmos was present on her left side.
On palpation, there were palpable axillary masses bilaterally. Otherwise, her
physical examination was normal. Laboratory analysis revealed elevated soluble
interleukin-2 receptor levels at 2800 IU/mL (N: 230–770 IU/mL) and mildly
increased C-reactive protein at 10 mg/L (N: <5 mg/L). Autoantibodies, including
rheumatoid factor, IgG4, ANCA, ANA, and ENA were all within normal range.
Plasma cells were normal on flow cytometric analysis. A PET-CT was performed
which revealed signs of alveolitis, retroperitoneal fibrosis, axillary masses with
strong tracer uptake (figure 1) as well as tracer uptake of the left femur and
periaortic sheathing. We performed a biopsy of the left-sided axillary mass.
Histopathologic analysis showed Touton giant cells and septal fibrosis. Staining
was negative for CD1a and S100 but positive for CD68. Molecular pathologic
analysis revealed the presence of the BRAFV600E mutation, findings that are
consistent with the diagnosis of Erdheim-Chester disease. We initiated treatment
with the BRAF-inhibitor vemurafenib and will follow the patient closely. Staining
for IgG4 was negative.

Conclusions: Erdheim-Chester disease (ECD) and IgG4-related disease are
very rare disorders and can present with similar clinical findings, such as
retroperitoneal fibrosis, alveolitis or lymph node enlargement. About 500 cases of
ECD worldwide have been reported. ECD is a non-Langerhans cell histiocytosis
with a reported five-year survival rate of about 68%. Roughly 50% of patients
show a BRAF mutation. Various treatment options have been reported and
are recommended by the recently published consensus guidelines (1). These
include interferon-alpha, vemurafenib and also TNF-alpha inhibitors, such as
infliximab, but also interleukin-antagonists, such as anakinra (IL-1) or tocilizumab
(IL-6). Rheumatologists have to consider non-Langerhans cell histiocytoses in
the differential of systemic diseases because the distinction can be difficult
and imaging, as well as meticulous histopathologic analyses, are necessary to
correctly diagnose these patients because treatment differs.
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Abstract AB0994 – Table 1. Clinical features and imaging results of DADA2 patients

Age at disease onset 7 0.5 1 9 7 7 1.5 13

Previous diagnosis PAN PAN PAN PAN PAN-FMF PAN-FMF CAPS, Vasculitis PAN
GIS involvement Yes Yes No Yes Yes Yes No No
Cutaneous findings Yes Yes Yes Yes Yes Yes Yes No
Neurologic involvement Yes Yes Yes Yes No No Yes Yes
Neuroimaging findings Ischemic stroke Hemorrhagic stroke Periventricular leucomalasia Normal Normal Cerebral atrophy İschemic stroke İschemic stroke
CECR1 p.Gly47Arg p.Gly47Arg p.Gly47Arg p.Gly47Val and p.Trp264Ser p.Gly47Arg p.Gly47Arg p.Gly47Arg and p.Arg306Ter p.Gly47Arg
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Background: Sarcoidosis is a chronic granulomatous inflamatory disease
characterized with non-caseified granuloma formation. It is rarely affects patients
older than 65 years old.
Objectives: The purpose of this study is to compare and evaluate the de-
mografic, clinical and laboratory features of elderly-onset (EOS) and young-onset
sarcoidosis (YOS) patients.
Methods: One hundred and thirty one patients diagnosed with sarcoidosis
according to clinical, radiologic and histopathological evaluation were included in
this study.The patients with initial symptoms started after age 65 were accepted
as EOS. Demografic, clinic, radiologic, and laboratory data and the medication
which the patients recieved were recorded and retrospectively evaluated.
Results: Twenty (15.3%)of 131 patients were diagnosed as EOS, and 111
(84.7%) patients were evaluated as YOS. Fifteen of 20 EOS patients were female
and 5 of them were male. Average duration of the disease was determined as
38.4months for YOS and 22.5months for EOS (p=0.556).Delay of the diagnosis
was 12months for YOS while it was 3months for EOS (p=0.001).Higher rates
of fatique, comorbid diseases and more Hydroxychloroquine (HQ) use were
detected in EOS patients comparing to YOS (p=0.010, p=0.003 and p=0.039
respectively).There was obviously more disease modifying anti-rheumatic drugs
(DMARDs) use by YOS group but statistical difference wasn’t significant. The
3-year survival rate after diagnosis of sarcoidosis was %95 in the EOS group,
compared with %100 in the YOS group.
Conclusions: In this study we showed that YOS and EOS patients may
be presented with different clinical, and laboratory features. EOS patients
are characterized with higher rates of fatique and comorbid diseases, less
inflammatory sign and delayed diagnosis, and less DMARDs usage.
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AB0994 ANTI TNF-ALPHA THERAPY WOULD BE LIFESAVING IN
DEFICIENCY OF ADENOSINE DEAMINASE-2

S. Sahin 1, A. Adrovic 1, K. Barut 1, S. Ugurlu 2, E.T. Turanli 3, H. Ozdogan 2,
O. Kasapcopur 1. 1Department of Pediatric Rheumatology; 2Department of
Rheumatology, Istanbul University, Cerrahpasa Medical Faculty; 3Department of
Molecular Biology and Genetics, Istanbul Technical University, Faculty of Science
and Letters, Istanbul, Turkey

Background: Deficiency of adenosine deaminase-2 (DADA2) is a rare form of
autoinflammatory disorder with limited reported cases.
Objectives: In this study, we have characterized the clinico-immunological,
radiological and genetic characteristics of eight childhood-onset DADA2 patients.
We aimed to compare these features between surviving and deceased patients.
Methods: Demographic features, clinical characteristics, imaging findings, muta-
tions and pharmacological treatments compared between surviving and deceased
DADA2 patients.
Results: Eight patients from seven families were enrolled. While five of them were
still surviving, three of them had died due to various reasons. Median age of the
patients at disease onset and diagnosis were 7 years (range 0.5–13 years) and
14 years (range 5–27years), respectively. The main clinical manifestations were
cutaneous manifestations (7/8), recurrent low-grade fever (6/8), neurological in-
volvement (6/8) and gastrointestinal involvement (5/8). All patients had increased
acute phase reactants at presentation and also during flares. Until the diagnosis
of DADA2, five patients have been followed-up with the diagnosis of PAN; two
patients both with PAN and FMF, and one patient with CAPS and vasculitis.
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Demographic, clinical, neurological features and genetic mutations did not differ
in surviving and deceased DADA2 patients. Deceased and surviving subjects
differed in terms of medication usage after the diagnosis of DADA2. Anti-TNF
alpha treatment has been initiated in 5 surviving patients soon after the diagnosis
of DADA2. However, unfortunately three patients who have died, were able to
use either a few doses of anti-TNF alpha treatment or none; one patient due to
reluctance of patient and two patients due to establishment of a definite diagnosis
with genetic analysis after the patients had died.
Conclusions: Although this study includes limited number of patient, to our
knowledge this study for the first time compares the phenotypic, genotypic
and medication differences between surviving and deceased DADA2 patients.
Anti-TNF alpha treatment seems to be very efficient and lifesaving in DADA2
patients.
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Background: PAPA syndrome is an autoinflammatory disease linked to mutations
in the PSTPIP1 gene [1]. These mutations produce a hyper-phosphorylated
PSTPIP1 protein and alter its participation in the activation of the “inflammasome”
[2]. PAPA syndrome is characterized by pyogenic arthritis with pyoderma
gangrenosum and acne, and ususally treated with corticosteroids. Reports from
the literature suggest that patients with poorly controlled PAPA syndrome may
benefit from IL-1 blockade [2]; however, we cannot use these biologics for PAPA
syndrome in our country.
Objectives: To elucidate the pathogenesis of PAPA syndrome, we examined the
clinical status and complications before and after treatment and also analyzed the
PSTPIP1 gene.
Methods: We herein report a 25-year-old Japanese male who suffered from
recurrent arthritis in his knee and ankle joints, pyoderma gangrenosum, and
acne. He had experienced melena and multiple colonic ulcers had been detected
by colonfiberscopy. His ulcerations resembled ulcers associated with Crohn’s
disease. A histological examination was then performed for the synovium of this
knee joints, skin lesions of pyoderma gangrenosum, and the colon. The genomic
DNA of PSTPIP1 were analysed in both the patient and his family. We also
examined the serum level of IL-1, IL-6, and TNF-α before and after treatment of
biologics (adalimumab and infliximab) in this patient.
Results: 1) A histological analysis revealed that a large number of neutrophils
had accumulated in the skin lesions; however, very few neutrophils were detected
in the pathological lesions of the knee joints and colon. 2) According to a gene
analysis, we detected a novel heterozygous mutation (E101G) in the PSTPIP1
gene; however, his healthy father also had the same mutation, thus suggesting
that this mutation of PSTPIP1 might not be related to his phenotype. We are
searching for other affected genes besides the PSTPIP1 gene for PAPA syndrome
in this case. 3) After treatment of biologics (infliximab), the clinical symptoms,
such as arthritis and multiple colonic ulcers were considerably improved and the
serum level of IL-6 and TNF-α were decreased in this patient.
Conclusions: We herein reported a Japanese PAPA syndrome patient who
was complicated with inflammatory bowel disease and had a good response to
biologics. A genetic analysis suggested that this particular phenotype might not
have been affected by a mutation of the PSTPIP1 gene.
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Background: Behçet disease (BD) is a system inflammatory disease mostly
characterized by oral and genital ulcers and variable manifestations affecting
other organs, mainly skin and eye. The HLA class I molecule HLA-B*51 allele is
strongly associated with BD in many different ethnic groups and appears to be
a significant risk factor for BD in the ancient Silk Route areas in contrast with
Western and Northern Europe and U.S.1–4

Objectives: Our purpose was to show the frequency of presence of HLA-B*51
allele in Armenian patients with BD and estimate any correlation with common
symptoms of disease depended on presence of HLA-B*51.
Methods: Forty-seven patients of Armenian origin (28 males 59.6% and 19
females 40.4%) fulfilling the International Criteria for BD (ICBD) with mean age
29.7±11.3 years; disease duration – 5.3±12.4 years were enrolled. We observed
the clinical manifestations of BD of both HLA-B*51 carriers and non-carriers.
Results: HLA-B*51 was detected in 38 (80.8%) patients, of whom 25 male
and 13 female (65.8% and 34.2%, respectively). Arthritis, erythema nodosum
and genital ulcers were significantly more common in HLA-B*51-positive patients
(83.3%, 83.3% and 80.6% respectively) than in HLA-B*51-negative ones (16.7%,
p=0.032, 16.7% p=0.032 and 19.4% p=0.023 respectively).
Conclusions: In this ever first estimation of HLA-B*51 gene frequency in patients
with BD in Armenia, our results indicated that the frequency of HLA-B*51 allele
in BD is 80.8% which is higher than elsewhere (in Japan 58.9%, Iran 61.9%,
Turkey 75%, Saudi Arabia 76.9% Greece 78.9%)5. Furthermore, this investigation
revealed HLA-B*51 carriage much more often in male than in female BD patients.
In addition HLA-B*51 carriers are in significant higher risk of development of
arthritis, erythema nodosum and genital ulcers.
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Objectives: The Primary outcome of the present work is to detect type and
frequency of Ultrasonographic changes in patients with anterior knee pain.
Secondary outcome is to determine the role of MSUS in early detection of causes
of anterior knee pain (AKP).
Methods: Sixty patients with AKP and 20 sex and age matched healthy
control were included in this study obtained from the outpatient of Physical
Medicine and Rheumatology Department of El Hussein and Bab El-Sharia
university hospitals. Inclusion criteria: age between 20–40. Exclusion criteria:
Trauma, Crystal induced arthritis, connective tissue diseases (RA, SLE, SpA),
chronic liver or kidney disease and previous surgery. Full medical history and
clinical examination as well as WOMAC, knee Conventional Radiography and
Musculoskeletal Ultrasonography (MSUS) were done to all patients. Bilateral
MSUS examination of the following common sites: Insertion of quadriceps tendon,
Ligamentum patellae and Anterior aspect of the knee from medial to lateral.
According to EULAR guide lines for musculoskeletal ultrasonography.
Results: The mean duration of knee pain in patients group was 11.42±9.134
months. ESR, CRP and WOMAC were higher in patients group (p<0.01). MSUS
showed significantly more frequent Supra-patellar and Infra-patellar bursitis in
patients than control group (p=0.000). patients had higher frequency of cartilage
clarity loss (p=0.039) as well as lower cartilage thickness than control, 2.28±0.258
vs 2.73±0.261 mm respectively (P=0.000, 95% CI: 0.31 to 0.58)
Conclusions: The degree of Knee pain, measured by WOMAC, is positively
correlated with inflammatory biomarkers (ESR and CRP) in patients with Anterior
knee pain. MSUS revealed a positive correlation between Femoral Articular
Cartilage thickness and the periarticular tendon- thickness, namely Patellar origin,
patellar insertion and Quadriceps insertion. Interestingly, our data present an
evidence of the negative impact of the duration of knee pain over Femoral Articular
Cartilage thickness as well as Patellar origin thickness. (FAC thickness get worse
with longer duration of pain)


