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METABOLIC STRESS ELEVATES TIGIT IN TREGS

Martyna Tomaszewicz', Anna Ronowska?, Maciej Zielinski', Agnieszka Jankowska-
Kulawy?, Piotr Trzonkowski’

"Medical University of Gdansk, Department Of Medical Immunology, Gdansk,
Poland, ?Medical University of Gdarnsk, Department Of Laboratory Medicine, Gdansk,
Poland

Background and Aims: A decreased number or dysfunction in regulatory T-cells is a key
factor in many autoimmune diseases. Current approaches are centered on manipulating
the cell machinery to promote tolerance and treat autoimmune conditions. This study aims
to identify any changes in T cells between autoimmunity and health using a metabolomic
approach.

Methods: In this study, we used T regulatory and T effector cells from healthy blood donors
and type 1 diabetic patients. The cells were cultured for 11 days under GMP conditions. For
cells isolated from healthy patients, we utilized a cell culture medium with different
glucose concentrations (0, 100, 1000mg/dl of glucose) to mimic hypo-, hyper-, and
normoglycemic conditions. On day 11 cells were harvested, washed, and suspended in
PBS. Next, cells were analyzed using spectrophotometry to determine the activities of
hexokinase, glucose-6-phosphate dehydrogenase, isocitrate dehydrogenase, lactate
dehydrogenase, aconitase, and fatty acid synthase. Cell purity and phenotype were
assessed using flow cytometry.

Results: T-regulatory cells cultured in conditions with a limited glucose concentration are
characterized by an elevated expression of immune checkpoint receptor-TIGIT (Kruskall
Walis test <0.0001). Additionally, the expression rates increase with the lowering
concentration of glucose. There were no differences in enzymatic activity.

Conclusions: T regulatory cells may compensate for low glucose availability by
overexpressing TIGIT, highlighting the key role of this receptor in Treg adaptation to
metabolic changes and enhancing their immunosuppressive function. This insight could
inform new treatments for autoimmune diseases, such as type 1 diabetes, by targeting
TIGIT to boost Treg activity.

Keywords: autoimmune diseases, type 1 diabetes, metabolomics
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METABOLIC REWIRING SHAPES DENDRITIC CELL DISEASE PROMOTING FUNCTION IN
AUTOIMMUNITY

Nikos Papaioannou’, Georgia Kontogianni', Eliana Mavraki?, Dimitra Kerdidani?, Rafael
Arguello®, Themis Alissafi’
"National and Kapodistrian University of Athens, Medical School, Athens,

Greece, 2Biomedical Research Foundation Academy of Athens, Athens, Greece, ®Aix
Marseille University, Marseille, France

Background and Aims: Dendritic cells (DCs) possess a double-edged sword ability, to
prime both immunogenic and tolerogenic responses, as deregulation of their
proinflammatory potential can lead to excessive immune responses, a cardinal feature of
autoimmune manifestations. Yet, the cellular and molecular mechanisms dictating DC
imbalance in autoimmunity remain ill-defined. Driven by increasing evidence suggesting an
essential link between DC metabolic alterations and function, we investigated whether
autoimmune environments instruct such DC reprogramming and its potential implication
in disease induction and progression.

Methods: Using experimental autoimmune encephalomyelitis (EAE), a multiple sclerosis
mouse model and diverse single cell approaches,

Results: we identified an unprecedented shift in DC metabolic function. Specifically, bulk
and single-cell multi-omic analyses revealed that DCs from EAE mice, compared to their
counterparts from naive mice, exhibited increased glycolytic behavior and a remarkable
enrichment in pentose phosphate pathway (PPP). Moreover, the bioenergetic balance of
DCs from EAE mice, on a single cell resolution, exhibited increased susceptibility to
metabolic blockade of key glycolysis and PPP reactions. Importantly, our data demonstrate
that abrogating the heightened activity of PPP has a functional impact on EAE DCs, as
pharmacological inhibition of transketolase (TKT), a core PPP enzyme, reduced their
maturation status and profoundly restrained their immunogenicity in vitro.

Conclusions: Collectively, our findings suggest that DCs undergo a robust metabolic
reprogramming in autoimmune environments and reveal an until now unappreciated
central role of PPP in this process. Thus, they define PPP as a new DC checkpointin
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autoimmune diseases and render its selective inhibition in DCs as an attractive therapeutic
target.

Keywords: autoimmune diseases, dendritic cells, Immunometabolism
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COMPONENTS OF DIFFERENT POLARITIES OBTAINED FROM BIDENS PILOSA L
MODULATE THE ACTIVITY OF MACROPHAGES AND DENDRITIC HUMAN CELLS
TOWARDS AN ANTI-INFLAMMATORY PROFILE

Sandra Santander Gonzalez', Antonio Mejia', Geisson Modesti?

Juan N. Corpas University Foundation, Medicine, Bogota, Colombia, ?Pontificia
Universidad Javeriana, Biological Sciences, Bogota, Colombia

Background and Aims: Bidens pilosa L. is a plant traditionally used by various
communities in Colombia and around the world for its anti-inflammatory, antinociceptive
and antioxidant properties. The immunomodulation of antigen presenting cells (APCs)
such as macrophages and DCs with botanical extracts is currently an area of interest in the
development of new treatments, specifically for autoimmune diseases. This study focused
on evaluating the immunomodulatory effects of Bidens on PBMCs, macrophage
polarisation (M0, M1 and M2) and human DC maturation.

Methods: Different polar and non-polar extracts and fractions were prepared from the
aerial part of B. pilosa and used to determine their ability to modulate macrophage
polarisation (M1/M2), DC maturation and cytokine production using multiparameter flow
cytometry. The chemical components present in the extracts or fractions responsible for
the modulation of the cellular response were identified using mass gas chromatography.

Results: The petroleum ether extract, the ethyl acetate and the hydroalcoholic fraction
obtained from B. pilosa showed low cytotoxicity and modulated the PHA-stimulated
proliferation of PBMCs. Furthermore, the B. pilosa petroleum ether extract induced M2
polarization or a hybrid M1/M2 phenotype in M@s and a semi-mature status in DCs,
regardless of exposure to a maturation stimulus.

Conclusions: The immunomodulatory activity of the non-polar (petroleum ether) extract
of B. pilosa on human PBMC proliferation, M2 polarization of M@s, and semi-mature status
in DCs could be attributed to the low—-medium polarity components in the extract, such as
phytosterol terpenes and fatty acid esters.

Keywords: Autoimmunity, Immunomodulation, Bidens pilosa, Macrophages and Dendritic
cells
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THE CASE FOR THE EXISTENCE OF MICROBIAL SENTINEL CELLS: ROUTES TO
RHEUMATISM, DIABETES AND OTHER CHRONIC DISEASES

David Smith
NoRCEL, Microbiome, Alnwick, United Kingdom

Background and Aims: Background: While David Strachan gave us the “hygiene
hypothesis”, still the oft-quoted explanation for the rise in autoimmune disease, he
neglected to mention the early 19" century description of hay fever by John Bostock, nor
the observation of only 28 cases throughout Britain during his day [1]. We now know that
hay fever is only one aspect of the so-called “atopic march”, often starting with babyhood
eczema [2]. 1. Bostock, J. Of the catarrhus aestivus or summer catarrh. Med. Chir.

Trans. 1828, 14, 437-446. 2. Hill, D.A.; Spergel, J.M. The atopic march: critical evidence and
clinical relevance. Ann. Allergy Asthma Immunol. 2018, 7120, 131-137. Aims: To introduce
the concept of microbial sentinel cells: hypothetical unicellular eukaryotes transferring
immune-related information from one generation to the next. We suggest that itis the
absence of these entities in the “modern western” microbiome that confers non-
communicable disease upon subsequent generations.

Methods: This work relies only on literature review.

Results: We have recently published a “dual inheritance” mechanism, in which parental
genes are complemented by a maternal microbiome delivered during the birth process. We
speculate that key microeukaryote microbial sentinel cells are removed from the
microbiome following interaction with the toxic metalions liberated during industrialisation
[3]. 3. Smith, D. et al. On the inheritance of microbiome-deficiency: paediatric functional
gastrointestinal disorders, the immune system and the gut-brain axis. Gastrointest.

Disord. 2023, 5, 209-232.

Conclusions: Our analysis points the way to both amelioration and prevention of future
disease, if key microeukaryotes can be recovered from unaffected populations.

Keywords: Autism;, hay fever, hygiene hypothesis
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EVALUATION OF NUTRITIONAL STATUS WITH CLINICAL/LABORATORY TEST AND
ANTHROPOMETRIC MEASUREMENTS IN SINGLE CENTER COHORT OF PATIENTS
SUFFERING OF SYSTEMIC SCLEROSIS: LONGITUDINAL OBSERVATIONAL STUDY _

Eleonora Bassanello, Jacopo Croce, Federica Maiolini, Simonetta Friso, Elisa Tinazzi

AUOI Verona, Medicina Generale B, Verona, Italy

Background and Aims: Systemic sclerosis (SSc) is a rare connective tissue disease
characterized by multi-system involvement. The organs most frequently involved are skin
and gastrointestinal (Gl) tract. These are also those that have the greatest impact on the
QoL of subjects, while pulmonary and cardiac involvements are those that have the
greatest impact on life expectancy. The symptoms of Gl involvement are different
depending on the affected tract, dyspeptic symptoms and alternation of bowel habits are
common. However, inflammation and fibrosis can affect not only the muscle layers, but
also the intestinal mucosa responsible for nutrient absorption. This study aims to evaluate
the nutritional status of a monocentric cohort of patients affected by SSc, compared with a
group of healthy subjects.

Methods: The evaluation of nutritional status will be expressed through four different
domains: anthropometry, nutritional anamnesis, use of specific questionnaires and
analysis of blood chemistry parameters.

Results: We observed a higher risk of malnutrition in patients affected by SSc. This data
emerged with particular statistical significance from the analysis of the MUST results and
was partially confirmed also by the analysis of the PGSGA. Blood tests highlighted
micronutrient deficiencies in patients affected by SSc. Instead there aren’t statistically
significant differences in the analysis of anthropometric measurements or nutritional
history between the two groups.

Conclusions: The study confirmed the increased risk of malnutrition in patients with SSc,
the risk does not appear to be secondary to a reduced intake of macro or micronutrients
but rather to a picture of malabsorption.

Keywords: systemic sclerosis, Nutritional status, Malnutrition
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WOMAN WITH CONCURRENT VIOLACEOUS ULCERATED NASAL SKIN LESION AND
RAYNAUD PHENOMENO: WHERE TH1 AND TH2 RESPONSE COEXIST.

Vasiliki Syrmou, Dimitrios Bogdanos
University Hospital of Larisa, Rheumatology And Clinical Immunology, Larisa, Greece

Background and Aims: Sarcoidosis is aTH1 response driven disease while Systemic
Sclerosis a TH2. Lupus pernio(LP) is a distinct form of cutaneous sarcoidosis characterized
by non-caseating granulomas.Raynaud phenomenon is the clinical hallmark of systemic
sclerosis. We present the case of a woman with newly diagnhosed lupus pernio and
systemic sclerosis.

Methods:

N ) -
Picture 2: Lelt image:PET-CT showed hypermelabolic mediastingl and hilar lymph nodes, lung nodules (<0.7mm) and 2 liver foei, Right Image MRI revealed soll tissue mass with contrust
cnhancement cvading nasal bone causing a bony splinter to protrude
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Picturel:Multiple noncaseating granulomas(black arrows with epithelioid histiocytes and multinucleated giant cells in the
dermis compatible with sarcoidosis evading the underlying cartilage

A 74y.0. woman presented with violaceous cutaneous lesion on the left side of the nose
over the last 6 months. The lesion was painless, growing, saddling the nose bridge and
limiting vision. No signs of infection noticed. She reported Raynaud's phenomenon upon
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exposure to cold, had puffy fingers and facial teleangiectasias. Capillaroscopy revealed
dilatated capillaries and microbleeds. MRI revealed soft tissue mass evading nasal
bone(Picture2). FNA and skin biopsy revealed multiple noncaseating granulomas
penetrating the underlying cartilage(Picture1). Acid-fast stain was negative for
mycobacteria and Mantoux test(-). Serum calcium level was normal. Immunology screen
revealed ANA=1/1280 by IFL with ACA >200(NV<20 AU/ml), p-/c-ANCA and MPO,PR3(-
).PET-CT showed hypermetabolic mediastinal and hilar lymph nodes(Picture2). In BALF
CDA/CD8 ratio was increased=8.12(<4).

Results:

Picture 3:patient before treatment and 6 months after initiation of
treatment

Treatement included local injections of triamcinolone, systemic corticosteroids pos and
methotrexate with rapid response. The patient was monitored closely for scleroderma renal

crisis which was not observed.

Conclusions: LP requires systemic treatment while steroids should be administered
cautiously to SSc patients to avoid renal crisis. Coexistence of these two rare pathological
entities cannot be pathophysiologically explained as they are caused by different
autoimmunity pathways and must be considered a random phenomenon.Nevertheless,
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clinicians should be aware of this possibility to fully explain symptoms and thus, guide
treatment accordingly.

/g Wosaic of

{ Autoimmunity
\ on UNLek
NG

VENICE, ITALY, 6-8 MARCH 2025



“ . 8™ INTERNATIONAL CONGRESS ON
CRARA CONTROVERSIES
ity ot e IN RHEUMATOLOGY

& AUT@IMMUNITY

PV007 / #410

POSTER SESSION 01: IMMUNE SYSTEM AND AUTOIMMUNITY
03-06-2025 4:50 PM - 5:50 PM

SYSTEMIC LUPUS ERYTHEMATOSUS IN AYOUNG WOMAN: WHEN TO THINK OF AN
INBORN ERROR OF IMMUNITY

Augustin Serban, Alexandru Stieber, Ciprian Jurcut
Dr. Carol Davila” Central University Emergency Military Hospital, 2nd Internal Medicine

Department, Bucharest, Romania

Background and Aims: Systemic lupus erythematosus (SLE) is known to mimic plenty of
other diseases. The diagnostic of skin lesions in patients with SLE might be challenging in
daily clinical practice. Pathogenic STAT1 gain of function mutations are associated with
cutaneous lesions (mucocutaneous candidiasis) in the majority of the cases. Also, in some
of these patients, serology suggestive of SLE may be present leading to a false diagnosis of
SLE.

Methods: We analyzed the patient's medical history and files up to present.

Results: A 24-year-old patient was addressed to our department for generalized
erythematous-squamous skin lesions. She had a diagnosis of SLE from childhood and was
treated with systemic glucocorticoids, azathioprine and hydroxychloroquine with little
benefit. Clinically, a generalized erythematous-squamous rash was observed, associated
with scarred skin lesions and lateral cervical lymphadenopathy. Her laboratory tests
showed hypochromic microcytic anemia and a slight inflammatory syndrome. She was
positive for anti-dsDNA antibodies, without hypocomplementemia and proteinuria. The
patient had a history of multiple skin biopsies indicating fungal skin infection, without
findings suggestive of SLE-related skin involvement. Thus, we decided to perform genetic
testing, conducting a primary immunodeficiency panel, which indicated a pathogenic
mutation in the STAT1 gene - gain of function variant (c.820C>T p.Arg274Trp). Additionally,
we decided to perform a thoraco-abdominal CT scan, which revealed a large aortic
aneurysm (5.1/5.3 cm).

Conclusions: This case emphasizes the importance of including primary
immunodeficiencies in the differential diagnosis of autoimmune diseases with atypical
presentations and refractory to specific treatment. The large aortic aneurysm may
significantly influence the patient's prognosis.

Keywords: lupus, mimicker, immunity
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CONTRIBUTION OF INNATE SIGNALS TO B-CELL DYSFUNCTION IN DIFFUSE
CUTANEOUS SYSTEMIC SCLEROSIS

Szabina Erd6-Bonyar’', Judit Rapp’, Rovéna Subicz’, Kristof Filipanits?, Tinde Minier?, Gabor
Kumanovics?, Laszl6 Czirjak?, Timea Berki', Didna Simon’

'"University of Pécs, Medical School, Department Of Immunology And Biotechnology, Pécs,
Hungary, 2University of Pécs, Medical School, Department Of Rheumatology And
Immunology, Pécs, Hungary

Background and Aims: B cells play a crucial role in the pathogenesis of systemic sclerosis
(SSc) and B-cell activation has been described as an early event of the disease. Abnormal
B-cell activation and function can be influenced by innate immune molecules, such as Toll-
like receptors (TLRs), complement receptors (CRs) and type | interferons (IFN-Is).
Previously, we observed reduced expression of the TLR homologue CD180 molecule in B
cells of diffuse cutaneous SSc (dcSSc) patients compared to healthy controls (HCs).
Furthermore, we found that CD180 ligation had different effects on the activation and
cytokine production of B cells in dcSSc and HCs. In this study, we aimed to investigate the
effect of CD180 ligation on IFN-I signaling and CRs expression.

Methods: Peripheral blood mononuclear cells of dcSSc patients and age-matched HCs
were isolated using Ficoll gradient centrifugation and to investigate the effect of activation
via CD180 the cells were stimulated with anti-human CD180 antibody. Expression of IFN-I
receptor (IFNAR) and CRs (CD21, CD35, CD11b, CD11c), and the changes in the
phosphorylation of STAT1 were detected by flow cytometry.

Results: We found upregulated STAT1 phosphorylation and IFNAR expression in B cells of
dcSSc patients compared to HC, which was further increased by CD180 ligation in dcSSc B
cells. We observed a different expression pattern of CRs in dcSSc and HC B cells and the
difference was further enhanced by stimulation via CD180.

Conclusions: These results suggest that B-cell activation via CD180 may contribute to B-
cell dysfunction through IFN-I signaling and CRs.

Keywords: systemic sclerosis, B cells, CD180
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OVERCOMING CHALLENGES: SECUKINUMAB SUCCESSFULLY MANAGES
SPONDYLOARTHRITIS AFTER RECOVERY FROM MYCOBACTERIUM ABSCESSUS
INFECTION - CASE REPORT

Marija Rogoznica', Andrej Belang&ié?, Ana Brajdié Séulac®, Antonija Ruzié Barsi¢?4, Mislav
Radi¢®, Tatjana Kehler'

"Hospital for Medical Rehabilitation of Heart and Lung Diseases and Rheumatism
'Thalassotherapia-Opatija", Department Of Rheumatology, Opatija, Croatia, 2University of
Rijeka, Faculty of Medicine, Department Of Basic And Clinical Pharmacology With
Toxicology, Rijeka, Croatia, *Hospital for Medical Rehabilitation of Heart and Lung Diseases
and Rheumatism 'Thalassotherapia-Opatija", Department Of Pulmonology, Opatija,
Croatia, “Hospital for Medical Rehabilitation of Heart and Lung Diseases and Rheumatism

'Thalassotherapia-Opatija", Department Of Radiology, Opatija, Croatia, *University Hospital
Split, Department Of Rheumatology And Clinical Immunology, Split, Croatia

Background and Aims: Introduction: Secukinumab, a fully human monoclonal
antibody that directly inhibits IL-17A, has consistently demonstrated significant and
sustained improvements in the sign/symptoms of moderate-to-severe
spondyloarthritis (SpA). Non-tuberculous mycobacteria (NTM) infections are
increasingly recognized as a global health concern, with species such as
Mycobacterium abscessus causing serious opportunistic infections in humans.

Methods: This case describes the clinical course of a patient with SpA who
successfully recovered from M. abscessus infection and was subsequently treated
with secukinumab.

Results: Case report: A 52-year-old woman known to have SpA and bronchiectasis had
admissions for management of Mycobacterium abscessus in 2022. She had received a
combination of antituberculotic drugs and fully recovered. However, prolonged
immobility during hospitalization led to a pelvic osteoporotic fracture, for which
teriparatide was initiated. Following discharge, her SpA symptoms worsened,
prompting an escalation in NSAID therapy, although the disease remained highly
active. Simultaneously, she underwent physical rehabilitation and was followed by
pulmonologists through high-resolution CT scans and sputum analysis. Given the
persistent disease activity and following multidisciplinary evaluation, secukinumab
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150 mg was initiated in May 2023. Three months post-initiation, the patient developed
neutropenia, which was monitored by a haematologist. Despite this, secukinumab
treatment led to a marked and sustained reduction in SpA activity.

Conclusions: Discussion: To our knowledge, this is the first reported case of
secukinumab being introduced in a patient with SpA after recovery from M. abscessus
infection. This case emphasizes the importance of further exploring whether anti-IL-17
therapeutics can be safely given to individuals convalescing from NTM infection, with
benefits outweigh the risks.

Keywords: Mycobacterium abscessus, Secukinumab, Spondyloarthritis
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CASE REPORT: ANTI-FIBRILLARIN AUTOANTIBODIES INDUCED BY VIRAL MOLECULAR
MIMICRY IN A PEDIATRIC PATIENT

Teresa Carbone', Chiara Autilio?, Raffaele Pecoraro?, Vito Pafundi?

'Regional San Carlo Hospital, Immunopathology Laboratory, Potenza, Italy, 2Regional San
Carlo Hospital, Clinical Pathology And Microbiology, Potenza, Italy, *Santobono-Pausilipon
Children's Hospital, Pediatric Emrgency Department, Napoli, Italy

Background and Aims: Molecular mimicry of host antigens by virus is one of the leading
mechanisms which, in susceptible individuals, may induce autoimmunity. Anti-fibrillarin
autoantibodies (AFA) are detected in 7-48% of systemic sclerosis. The fibrillarin NH2-
hexapeptide sequence is shared with an Epstein-Barr-virus (EBV)-encoded nuclear
antigen. Here, we report the first case, to our knowledge, of a transient AFA positivity
induced by EBV mimicry in a pediatric patient.

Methods: A 14-year-old girl was admitted to the Emergency Department with a history of
vomiting, sore throat and fever started 6 days before.

Results: Laboratory tests revealed leucocytosis with a high lymphocytes count, an
increased level of CRP, transaminases and total/direct bilirubin with normal liver function.
On pediatric evaluation viral infections, celiac disease and anti-nuclear antibody (ANA)
screening was required. High EBV-VCA-IgM and a slight increase of EBV-VCA-IgG were
detected, helping establish a diagnosis of ongoing EBV infection. A positivity of ANA testing
showing a clumpy nucleolar indirect immunofluorescence pattern, was observed on HEp-
2000 substrate. Sample was tested for ELIA-CTD screen and Immunoblotting Scleroderma
Profile and a positivity of anti-fibrillarin antibodies was determined. After a follow-up of six
months, together with infection resolution, the negativity of ANA was determined,
confirming the transient nature of the autoimmune phenomenon.

Conclusions: Our findings confirm how molecular mimicry may play an important role in
the viral-induced autoimmunity. Given the significant homology between fibrillarin and EBV
protein, caution in interpreting AFA positivity is suggested, especially in pediatric patients
without clinical evidences of an autoimmune condition and a simultaneous screening for
EBV infections is recommended.

Keywords: AUTOANTIBODIES, FIBRILLARIN, INFECTION DISEASES AND AUTOIMMUNITY
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TEMPERATURE, PH DEPENDENCY AND ACTIVITY OF MICROBIAL TRANSGLUTAMINASE
AND ITS GLIADIN CROSS-LINKED NEO-COMPLEXES

Torsten Matthias’, Patricia Wusterhausen?
TAESKU.DIAGNOSTICS GmbH & Co. KG, Research & Development, Wendelsheim,
Germany, 2Aesku.Diagnostics GmbH & Co. KG, Research & Development, Wendelsheim,

Germany

Background and Aims: Microbial transglutaminase (mTG) is a survival factor for bacteria
and is heavily used as a food additive in the processed food industry. Being an enzyme, its
temperature and pH range of activity are sensitive. Therefore, we studied the mTG
temperature and pH operating ranges by exploring its capacity to cross-link gliadin
peptides.

Methods: After optimizing the conditions to cross-link gliadin peptides by mTG (Zedira,
Germany), temperature and pH dose-response curves were explored. Gliadin peptides,
mTG, and cross-linked products were analyzed on SDS gels.

Results: mTG showed activity at 60°C by cross-link gliadin peptides. Also, various
processed food products are not boiled during production processes. On the other hand,
the mTG-gliadin docked complexes turn more immunogenic when heated to 90°C. Most
probably, more epitopes are exposed to the immune system during denaturation.
Concerning the pH impact on mTG activity, the enzyme is active at pH 4.0 and above.

Conclusions: Generally, during processed food preparation, the mTG cross-linked
complexes are created before heating or boiling. The resulting covalent isopeptide bonds
are incredibly resistant to the luminal proteases. During meal intake, gastric acidity is
neutralized, and the pH can reach 4.5. Many children and adults consume acid-
suppressive medications, infants and the elderly have a higher gastric pH, and alkaline
reflux is not rare. Temperature and pH do not jeopardize the mTG induced cross-linking of
gliadin peptides during food preparation. The stomach pH allows those cross-linked
complexes to pass and reach the gut lumen.

Keywords: microbial Transglutaminase, Celiac Disease, Gluten Related Disorders
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EVALUATING GUT MICROBIOME IN AUTOIMMUNE DISEASES

Ana Albuquerque, Maria Sousa, Catarina Castaldo, Rita Ribeiro, José Sousa
LABORATORIO GERMANO DE SOUSA, Autoimmunity, Lisboa, Portugal

Background and Aims: The link between gut microbiome and autoimmune diseases has
been a study subject in the last decade. Dysbiosis of gut microbiota has been shown to be
related to alterations of the immune system and can contribute to the development of
autoimmune diseases through several proposed mechanisms (translocation of
pathobionts and their proinflammatory products as lipopolysaccharides (LPS), molecular
mimicry, and disordered metabolome). Different studies have characterized microbiome
alterations in patients with SLE, inflammatory bowel diseases, type 1 diabetes mellitus
patients and in the pathogenesis of autoimmune liver diseases. This study aims to analyze
the casuistry of our laboratory over the past five years emphasizing the clinical significance
and potential applications of interventions based on gut microbiota in autoimmune
diseases.

Methods: Gut microbiome was analyzed among patients with newly diagnosed AAYV,
systemic lupus erythematosus, rheumatoid arthritis, Sjogren’s syndrome, type 1 diabetes
mellitus, liver autoimmune diseases and inflammatory bowel disease. Fecal samples were
collected using standardized methods (GutHealth® kit) and bacterial 16S rRNA genes
analyzed by Next Generation Sequencing (NGS).

Results: The authors present 5 years revised casuistic from January 2020 to December
2024 as a reference clinical laboratory center in autoimmune diseases diagnosis focusing
on gut microbiome profile among patients with several autoimmune diseases.

Conclusions: Data regarding the key role of gut microbiome in the pathogenesis of chronic
autoimmune diseases is undeniable. Further investigations are needed to identify specific
biomarkers that can accurately distinguish between healthy and compromised microbiota
states in autoimmune diseases. These insights may reveal diagnostic markers and
therapeutic targets in autoimmunity patients.

Keywords: Autoimmunity diagnosis, gut microbiota, microbiome
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PREVALENCE AND CLINICAL CHARACTERISTICS OF HLA-B27 IN JAPANESE PATIENTS
WITH PSORIATIC ARTHRITIS

Shigeyoshi Tsuji
Nippon Life Hospital, Psoriasis Center, Osaka, Japan

Background and Aims: The prevalence of HLA-B27 in PsA patients has been reported to be
as high as 40-50% in some regions. However, in Japan, where the HLA-B27 carrier rate is
relatively low (0.2-0.6%), there are few reports on the prevalence of HLA-B27 in PSA
patients. This study aims to investigate the prevalence of HLA-B27 in PsA patients in Japan
and examine the clinical characteristics of HLA-B27-positive cases.

Methods: We conducted a retrospective study of 342 PsA patients who attended Nippon
Life Hospital between 2019 and 2020. HLA-B27 testing was performed, and the patients
were divided into HLA-B27 positive and negative groups for comparative analysis. Clinical
parameters such as pain, joint involvement, and inflammatory markers were analyzed
between the two groups. Case studies of HLA-B27-positive patients were also presented,
highlighting their clinical features.

Results: Out of the 342 PsA patients, only 3 were HLA-B27 positive, giving a prevalence rate
of 0.88%. All HLA-B27-positive patients were female and presented with the axial type of
PsA. In comparison to the HLA-B27-negative group, these patients showed distinctive
clinical features, such as a higher frequency of axial involvement and a notable incidence
of uveitis. Notably, the CRP was elevated in the HLA-B27-positive group.

Conclusions: The prevalence of HLA-B27 in Japanese PsA patients is lower than reported
in other regions, at 0.88%. HLA-B27-positive cases were associated with female gender,
spinalinvolvement, and an elevated risk of uveitis. These findings highlight the need for
special attention to ocular complications in HLA-B27-positive PsA patients and suggest
potential ethnic differences in the expression of HLA-B27-related PsA

Keywords: HLA-B27, Psoriatic Arthritis (PsA), Prevalence
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IN SPONDYLOARTHRITIS TNF-A INHIBITORS NOT ONLY REDUCE DISEASE ACTIVITY
BUT ALSO PREVENT FUNCTIONAL LIMITATION OF THE SPINE UNLIKE NSAIDS AND
SYNTHETIC DMARDS.

Nune Manukyan, Valentina Vardanyan, Anna Sargsyan, Sona Mardoyan, Syuzanna

Vardanyan
MIKAELYAN INSTITUTE OF SURGERY, Rheumatology, Yerevan, Armenia

Background and Aims: Seronegative spondyloarthritis (SpA) is a group of inflammatory
diseases characterized by axial and peripheral arthritis, enthesitis, and extra-articular
manifestations. First-line treatment comprises NSAIDs, GCs, and DMARDs for peripheral
SpA. Second-line therapies include TNF-alpha inhibitors, IL-17 inhibitors, and JAK
inhibitors.

Methods: Data from 127 patients (92 males, 72.4%; 35 females, 27.6%; mean age
34.8+9.9 years; mean disease duration 6.06+4.93 years) were analyzed. Between January
and June 2021, patients were treated with NSAIDs and synthetic DMARDs. BASDAI, BASFI
indices, CRP levels, X-ray, and MRl were used to assess treatment efficacy. Non-
responders were switched to TNF-alpha therapy after six months and reevaluated after two
months. Paired-sample t-tests assessed differences in BASDAI, BASFI, and CRP values.

Results: Axial disease was presentin 78/61.4% and peripheral in 49/38.6% patients. HLA-
B27 positivity was found in 87/68.5%, with 4/3.1% uveitis cases, 75/59.1% with r-SpA, and
52/40.9% with nr-SpA. Treatment included GCs 35.4%, NSAIDs 91.3%,sulfasalazine 55.9%,
methotrexate 9.4%, and leflunomide 2.4%.BASDAI, BASFI, and CRP were 5.12+1.2,
4.87%+1.17, and 13.44+9.92, with no significant change after 6 months. MRI findings were
unchanged in 31/24.4%, improved in 60/47.2%, and worsened in 36/28.3%.TNF-alpha
therapy in 22 patients showed rapid improvement after 2 months:BASDAI 7.77+0.68 to
3.45%0.85, BASFI 7.55+0.85 to 3.5+0.85, and CRP 43.41+19.08 to 3.82+1.0 (p<0.01 for all).

Conclusions: In SpA NSAID and sDMARD therapy reduces disease activity, but doesn’t
prevent functional limitation of the spine. Patients who had negative response to
conventional therapy rapidly improved after the prescription of TNF-alpha inhibitors.
Moreover, TNF- alpha inhibitors may considerably improve quality of the life in SpA.

Keyword: TNF-alfa-inhibitors, spondyloarthritis, treatment
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THE EFFICACY NSAIDS AND CONVENTIONAL SYNTHETIC DMARDS IN AXIAL AND
PERIPHERAL SPONDYLOARTHRITIS

Anna Sargsyan, Valentina Vardanyan, Nune Manukyan, Sona Mardoyan, Syuzanna
Vardanyan
MIKAELYAN INSTITUTE OF SURGERY, Rheumatology, Yerevan, Armenia

Background and Aims: Seronegative spondyloarthritis (SpA) is a chronic inflammatory
disorder primarily affecting the sacroiliac joints and axial skeleton, with potential
peripheral arthritis and extra-articular involvement. NSAIDs are first-line treatment, while
DMARDs and glucocorticosteroids may be added for peripheral SpA. This study evaluates
the impact of NSAIDs and DMARDs on disease activity and radiographic progression in
SpA.

Methods: Data from 105 patients (73male,32 female; mean age 35.12 + 9.8 years; mean
disease duration 5.53 + 4.8 years)were analyzed from June to December 2021.Patients
received NSAIDs and conventional synthetic DMARDs(csDMARDs).Efficacy was evaluated
using BASDAI, BASFI, CRP, X-ray,and MRl assessments.Paired-sample T-tests compared
BASDAI, BASFIl,and CRP values.Results are presented as odds ratios (OR) with 95%
confidence intervals (Cl), with significance defined as p<0.05.

Results: Axial disease was diagnosed in 61 patients 58.1% and peripheral disease in
43/41%. HLA-B27 was positive in 68/64.8%,with uveitis in 2/1.9%, r-SpA in 54(51.4%), and
nr-SpA in 51/48.6%.reatment included glucocorticoids (40),NSAIDs (etoricoxib,94),
sulfasalazine (64),methotrexate (11), and leflunomide (3).At 6 months, BASDAI decreased
from 4.86 to 4.62 (p<0.05) and CRP from 13.84 t0 4.98 (p<0.05),while BASFI remained
unchanged. MRl showed no change in 31 patients 29.5%,improvement in 38/36.2%,and
worsening in 36/34.3%. Seven patients 14% of nr-SpA converted to r-SpA. The protective
role of csDMARDs against radiographic progression was not significant(OR 0.28,95% CI
0.05-1.44,p>0.05).

Conclusions: In patients with axial and peripheral SpA NSAIDs and csDMARDs are able to
reduce disease activity, i.e., pain, stiffness and CRP levels, but do not prevent functional
limitation of the spine. Conventional therapy of SpA doesn’t prevent conversion of nr-SpA
to r-SpA.
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UNRAVELING THE HIDDEN BURDEN: SEXUAL DYSFUNCTION, MENTAL HEALTH, AND
QUALITY OF LIFE IN WOMEN WITH NON-RADIOGRAPHIC AXIAL SPONDYLOARTHRITIS
- A CROSS-SECTIONAL STUDY

Marija Rogoznica', Mislav Radi¢?, Andrej Belanc¢ic¢®, Karla Vuri¢4, Kristina Skroce*, Tatjana
Kehler'
"Hospital for Medical Rehabilitation of Heart and Lung Diseases and Rheumatism

'Thalassotherapia-Opatija", Department Of Rheumatology, Opatija, Croatia, 2University
Hospital Split, Department Of Rheumatology And Clinical Immunology, Split,

Croatia, *University of Rijeka, Faculty of Medicine, Department Of Basic And Clinical
Pharmacology With Toxicology, Rijeka, Croatia, “University of Rijeka, Faculty of Medicine,
Rijeka, Croatia

Background and Aims: Axial spondyloarthritis (ax-SpA) significantly impacts patients'
well-being, yet female sexual function, a process influenced by both physiological and
psychological factors, is often neglected in women with this condition. This study
aimed to assess the prevalence of sexual dysfunction (SD), reduced quality of life
(Qol), anxiety, and depression in female patients with non-radiographic ax-SpA (nr-
axSpA).

Methods: We conducted a cross-sectional study involving 60 sexually active women
diagnosed with nr-axSpA and an age-matched control group of 60 healthy women.
Data were collected from electronic medical records and through three validated
questionnaires: Female Sexual Function Index (FSFI), Hospital Anxiety and Depression
Scale (HADS), and Short Form-36 (SF-36).

Results: SD was significantly more prevalent in nr-axSpA patients compared to controls
(65% vs. 40%; p=0.006). The total FSFI score was lower in the patient group than in controls
[19.71 £11.32vs. 24.75 = 8.36; p=0.006], with significant differences in the desire, arousal,
lubrication and pain domains. Anxiety (HADS-A: 8.52+3.62 vs. 5.88+3.83, p<0.001) and
depression (HADS-D: 6.27+3.38 vs. 3.28+2.77, p<0.001) scores were also higher among nr-
axSpA group. Nr-axSpA individuals had significantly lower physical (171.0+72.9 vs.
301.5%£81.2; p<0.001) and mental (204.9+83.9 vs. 277.1+74.5; p<0.001) QoL scores
compared to their healthy counterparts.
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Conclusions: Women affected by nr-axSpA exhibit greater prevalence of SD, elevated

levels of anxiety and depression as well as lower QoL. Therefore, comprehensive

healthcare addressing both physical and mental wellness is essential for these
individuals.

Keywords: quality of life, Female sexual dysfunction, Non-radiographic axial
spondyloarthritis
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TH2 CYTOKINE PROFILE IN ATOPIC SPONDYLOARTHRITIS PATIENTS: CLINICAL
CORRELATION FOR THERAPEUTIC APPROACHES?

Georgiana Strugariu'?, Cristina Pomirleanu?, Daniela Constantinescu?, Diana Pilat?, Petru

Cianga?, Codrina Ancuta?

"Gr T POPA" University of Medicine and Pharmacy, Rheumatology, lasi,

Romania, 2Rheabilitation Hospital, Rheumatology, lasi, Romania, *'Gr T POPA" University of
Medicine and Pharmacy, Immunology, lasi, Romania

Background and Aims: The coexistence of Th2 and Th1-driven diseases is increasingly
recognized, posing therapeutic challenges, particularly for eligible patients for biologic
treatments. This study explores the Th2 cytokine profile in atopic patients with
spondyloarthritis (SpA) to assess its clinical relevance and potential implications for
therapeutic strategies.

Methods: The Th2 cytokine profile was analyzed in 39 atopic SpA patients, divided into
biologically treated (BT) and non-biologically treated (NBT) groups. Atopic conditions
included allergic rhinitis (AR), atopic dermatitis (AD), and allergic asthma (AA). Serum
levels of interleukins (IL)-4, IL-5, and IL-13 were measured using a Luminex multiplex
immunoassay.

Results: The cohort had a mean SpA duration of 13.64 + 7.25 years, with a mean age of
49.25 £ 12.83 years. Atopy onset occurred after the third decade in 31 cases (79.49%). In
the BT group (22 patients), 16 cases (41%) presented with AR, 5 (12.82%) AA, and 8
(20.51%) AD. These patients had been on biologics for an average of 7.9 + 3.7 years
(77.27% on TNF inhibitors). The NBT group (17 patients) had 8 cases (20.51%) of AR, 8
(20.51%) of AA, and 2 (5.13%) of AD. IL-4 and IL-5 serum levels were comparable between
both groups. The BT group exhibited significantly higher IL-13 levels (1.6-fold, p = 0.0006),
though no correlation was observed with SpA activity

Conclusions: The rising levels of serum IL-13 in biologically treated SpA patients with
coexisting atopy suggest that incorporating small molecule inhibitors tailored to the
patient's atopic profile could offer a viable treatment strategy.
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BIOLOGICAL THERAPY IN PATIENT WTH COEXISTENCE OF MULTIPLE SCLEROSIS AND
ANKYLOSING SPONDYLITIS: A CASE REPORT

lva Zagar', Kristina Kovac Durmis?, Marita Oreb?, Nadica Laktasié¢ Zerjavié*, Porin Peri¢’
'KBC Zagreb, Clinic For Rheumatic Diseases And Rehabilitation, zagreb, Croatia, 2UHC
Zagreb, zagreb, Croatia, *Special hospital for rehabilitation Kalos, Vela Luka,

Croatia, “University of Zagreb, School of medicine, University hospital centre Zagreb,
University Department For Rheumatology And Rehabilitation., Zagreb, Croatia

Background and Aims: Multiple sclerosis (MS) and ankylosing spondylitis (AS) rarely
coexist. Both entities require biological drugs at some point of treatment, and given the fact
that immunopathology of both is partly contradictory choosing a right biological drug for
both without causing interactions may be challenging. Tumor necrosis alpha (TNF-q)
inhibitors are a class of biologic drugs approved for treatment of AS. Therefore, these drugs
should be avoided in treating AS in patients with definite MS.

Methods: We present a 40-year-old man diagnosed with multiple sclerosis in 2012. He was
initially treated with pulse therapy of metylprednisolone without significant improvement of
symptoms. In 2017 he started taking teriflunomide, but 2 weeks after he started having
frequent diarrheas. In 2018 he started taking ocrelizumab. In 2022 he was admitted in our
clinic because of back pain, artrhalgia, night pain and heel pain. HLA B 27 was positive and
MRI showed acute left sacroiliitis with edema and erosions.

Results: We decided to start biological therapy, so we consulted neurologist and decided
to requested approval for IL-17 inhibitor secukinumab which he started taking in November
2023. Secukinumab had excellent effect, BASDAI decreased from 5.3 before starting
secukinumab therapy to 2.95 in 6 months of therapy.

Conclusions: The co-existence of MS and AS is rare, it might be due to differences in
immunopathogy and immunogenetics. The prevalence of HLA B27 in MS patients is 10.2%
which is close to prevalence in healthy population. On the other hand, there are possible
common immunopathological pathways in MS and AS linked to Th17 cells.

Keywords: ankylosing spondylitis, Multiple Sclerosis, biological therapy
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GENETIC INTERACTIONS BETWEEN COMMON HLA B* AND HLA B*27 SUBTYPES IN
COLOMBIAN SPONDYLOARTHRITIS AND HEALTH INDIVIDUALS.

u - z"%7, i 2, - , -Roci
Consuelo Romero-Sanchez"?3, Loreno Chila Moreno?, Nelson Barrero-Torres®, Ana-Rocio

Lozano?, Juan Manuel Bello-Gualtero™*#, Omar-Javier Calixto™%4, Ma. Alejandra Meneses-
Toro™3, Wilson Bautista-Molano™2

'"Universidad Militar Nueva Granada, School Of Medicine, Clinical Immunology Group,
Bogota D.C, Colombia, 2Universidad El Bosque, Cellular And Molecular Immunology Group
/ Inmubo, Bogota D.C, Colombia, *Universidad Militar Nueva Granada, Rheumatology
Program, Bogota D.C, Colombia, “Hospital Militar Central, Department Of Rheumatology
And Immunology/group Of Applied Clinical Immunology, Bogota D.C, Colombia

Background and Aims: HLA antigen distribution varies significantly by ethnicity. In
Colombia, the main groups are mestizos, Native Americans, and Afro-Colombians. Given
the importance of gene interactions, we propose to evaluate the B alleles that frequently
accompany HLA B27-positive Spondyloarthitis(SpA) patients by subtype.

Methods: 121 SpA and 742 healthy controls (HC) were included. Luminex and lllumina
NGS was used to analyze exons. Shannon index (H') was calculated to assess the diversity
of subtypes alleles of HLA-B.

Results: 31.4% of patients were HLA-B27 positive, with HLA-B27:05:02 as the most
common subtype (78.9%). Genetic diversity was greater in HLA-B27:05:02 (H' = 3.016) than
in HLA-B27:02:01 (H' = 1.099). In HC, 29 were HLA-B27 positive (3.9%), including 13
(44.8%) with HLA-B27:05:01 and 37.9% with B27:03:01. A difference was found in the
frequency of HLA-B27:05:02 between SpA patients and healthy controls (P < 0.005),
indicating this subtype is more common in patients. Sequence alignment analysis showed
HLA-B27:05:02 and HLA-B*27:02:01 are similar in most regions but have a section of
different amino acids. For the interaction between two HLA antigens, the most common B
alleles in HLA-B27+ group, show the predominant combinations were HLA-
B27:05:02+/HLA-B35:43:01+ and HLA-B27:05:02+/HLA-B40:02:01+ in SpA. In contrast,
HLA-B27:05:01 and HLA-B03:01 didn’t show any predominant B alleles in healthy subjects

Conclusions: The restriction of HLA-B* subtypes in SpA patients suggests that HLA-
B27:05:02 is the ancestral allele, while HLA-B27:05:01 predominates in healthy controls.
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Notably, the combinations of HLA-B27 subtypes differ between patients and controls.
Additionally, a stronger association between HLA-B27:05:02 and HLA-B*35:43:01+
identified indicating a strong genetic interaction. Acknowledgements ASOREUMA and
COLCIENCIAS

Keywords: HLA antigen, Spondyloarthitis, genetic interaction
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SAFETY OF THE NOVEL IL-17A INHIBITOR NETAKIMAB ACCORDING TO THE REAL
CLINICAL PRACTICE

Inna Gaydukova', Shandor Erdes?, Vadim Mazurov®, Olga Anoshenkova*, Olga
Masneva®, Ruzana Samigullina?

"North-Western State Medical University n.a. Il Machnikov, St.Petersburg, Russia,
Rheumatology Department, St.Petersburg, Russian Federation, 2V.A. Nasonova Research
Institute of Rheumatology, Moscow, Russian Federation, 3I. I. Mechnikov North-West State
Medical University, St.Petersburg, Russian Federation, “Medical Center “Maximum
Zdoroviya”, Tomsk, Russian Federation, *Belgorod Regional Clinical Hospital, Belgorod,
Russian Federation

Background and Aims: Safety data can vary greatly between randomized clinical trials and
a real clinical practice. To analyze the 104-weeks Netakimab (NTK) safety records in r-
axSpA in the real clinical practice.

Methods: Study BCD-085-NIS-02/LIBRA was non-interventional and observational. All the
adverse events were registered during 104 weeks of NTK treatment.

Results: Patients with definite r-axSpA (n=137) were involved at the study in 23 centers
(mean age 42.3(+x11.9) y.o.; 68% were male; symptoms duration 13.9+9.2 years; 34.3% had
previously received biologics). At least one AE/SAE related to therapy (due to opinion of the
investigator), was reported in 8 (6,0%) cases (Table 1). Table 1. Adverse effects observed for
NTK in the study.

. Relation of
NTK Seriousness
AE/AR . . . AE/AR Outcome| . . the AE to the
discontinuation criteria
NTK therapy
Recovered
COVID-19 No without No Doubtful
sequelae
Latent tuberculosis Possibly
. . No Improvement No
infection related
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. Relation of
NTK Seriousness
AE/AR . . . AE/AR Outcome| . the AE to the
discontinuation criteria
NTK therapy

Possibly

Alopecia No Improvement No
related

Terminalileitis,

.. . Possibly
minimalsignsof |No Improvement No
. . related
inflammation
Recovered .
" ) Possibly
Nasopharyngitis |No without No
related
sequelae
Recovered
Colitisexacerbation|Yes without Yes Doubtful
sequelae
Acute sinusitis No Unknown No Doubtful

During the 104 weeks study period, only 1 (0.7%) case fulfilled the seriousness criteria
(colitis) was checked. No deaths were reported. Most cases of infections reported for NTK
were mild or moderate and did not require antibiotics and /or NTK treatment
discontinuation.

Conclusions: Treatment of r-axSpA with NTK was well tolerated — most of registered AEs
were expected and previously described for IL-17 inhibitors.
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SURVIVAL RATE IL-17A INHIBITOR NETAKIMAB IN RADIOGRAPHIC AXIAL
SPONDYLOARTHRITIS (R-AXSPA) - REAL WORLD DATA FROM LIBRA STUDY

Inna Gaydukova', Shandor Erdes?, Vadim Mazurov®, Olga Anoshenkova*, Olga
Masneva®, Ruzana Samigullina?

"North-Western State Medical University n.a. Il Machnikov, St.Petersburg, Russia,
Rheumatology Department, St.Petersburg, Russian Federation, 2V.A. Nasonova Research
Institute of Rheumatology, Moscow, Russian Federation, 3I. I. Mechnikov North-West State
Medical University, St.Petersburg, Russian Federation, “Medical Center “Maximum
Zdoroviya”, Tomsk, Russian Federation, *Belgorod Regional Clinical Hospital, Belgorod,
Russian Federation

Background and Aims: The survival of biologics can vary greatly between trials and clinical
practice. Netakimab (NTK) is a novel IL-17A inhibitor for r-axSpA with unknown survival rate.
To evaluate the retention rate of NTK in r-axSpA in clinical practice.

Methods: NTK retention rate was analyzed in the study BCD-085-NIS-02/LIBRA in 23
centers. Survival rate was calculated with Kaplan—-Meier analysis.

Results: Mean age of 137 r-axSpA patients was 42.3(x11.9) years old; 68% were male,
symptoms duration was 13.9+9.2 years; 34.3% had history of biologics. At week 104 85.5%
of r-axSpA patients continued NTK therapy (95% CI 79.7-91.8). Patients received biologics
previously and bionaive patients were comparable in NTK retention rate, p=0.16. Survival
rate was similar in NTK as the 1% line of biologics or as the second line 75.2% (95% CI 54.2-
100.0) and 80.4% (95% CI1 67.4-95.8) respectively (p = 0.33) (Fig.1); at week 104 52.9% r-
axSpA patients maintain LDA, and 21.3% - remission. The main reasons of NTK
discontinuations were loss of follow-up (5.5%) and loss of response (4.4%). Fig.1. Kaplan-
Meier curves of NTK survival rate in r-axSpA at week 104

Conclusions: The survival rate in NTK treatment in r-axSpA is satisfactory — most of the
patients maintain low disease activity or remission at week 104 without AE or loss of
response.
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POSTER SESSION 02: SPONDYLOARTHRITIS DISORDERS
03-06-2025 4:50 PM - 5:50 PM

THE EFFECTS OF PILATES EXERCISE TRAINING COMBINED WITH WALKING ON
CARDIORESPIRATORY FITNESS, FUNCTIONAL CAPACITY AND DISEASE AC-TIVITY IN
PATIENTS WITH NON-RADIOLOGICALLY CONFIRMED AXIAL SPONDYLITIS

Athina Theodoridou’, Eleni Zaggelidou?, Vassiliki Michou?, Helen Gika3, Theodoros
Dimitroulas', Evangelia Kouidi?

'Hippokrateion General Hospital of Thessaloniki, School of Medicine, Aristotle University,
4th Department Of Internal Medicine, Hippokrateion General Hospital Of Thessaloniki,
School Of Medicine, Aristotle University, 54642 Thessaloniki, Greece, Thessaloniki,
Greece, 2School of Physical Education & Sport Science, Aristotle University, Sports
Medicine Laboratory, Thessaloniki, Greece, *Aristotle University of Thessaloniki Medical
School, Forensic Medicine And Toxicology, Thessaloniki, Greece

Background and Aims: Background and Aims The objective of the study was to examine

the effects of pilates exercise training combined with walking on cardiorespiratory fitness,

functional capacity and disease activity in patients with non-radiologically confirmed axial
spondylitis (nr-axSpA).

Methods: Methods Thirty patients with nr-axSpA [27 women (90%), with a mean age of
46.07+10.48 years old and C-reactive protein (CRP) 2.26+2.14 mg/|] were randomly divided
into two groups: A (n1==15 patients) and B (n,=15 patients). Group A followed a 6-month
home-based pilates exercise training program, while group B remained untrained until the
end of the study. CPET, TUG, 5xSTS, SR, BSR and BSL, BASDAI and ASDAS, were applied to
all patients, both at the begin and at the end of the study.

Results: ResultsAfter 6 months, group A showed higher values in exercise time by 37.41%
(p=0.001), VO.peak by 25.41% (p=0.01, VO,/HRmax by 14.83% (p=0.04) and SR by 18.70%
(p=0.007), while lower values were observed in TUG by 24.32% (p=0.001), 5xSTS by 12.13%
(p=0.001), BASDAI by 20.00% (p=0.04) and ASDAS score by 23.41% (p=0.03), compared to
group B. Linear regression analysis showed a positive correlation in group A between
BASDAI and 5xSTS (r=0.584, p=0.02), BASDAI and TUG (r=0.538, p=0.03), and ASDAS and
5xSTS (r=0.538, p=0.03), while a negative correlation was found between BASDAI and
VOzpeak (r=-0.782, p<0.001), ASDAS and SR (r=-0.548, p=0.03) and ASDAS and VO,peak
(r=-0.659, p=0.008).
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Conclusions: Conclusions To sum up, cardiorespiratory fitness, functional capacity and
disease activity improved after a long-term pilates exercise training program in patients
with nr-axSpA..

Keywords: disease activity, spondylarthritis, exercise
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

PREVALENCE, CLINICAL FEATURES, AND MANAGEMENT OF SKIN CALCIFICATIONS IN
SCLERODERMA

Evripidis Kaltsonoudis’, Panagiota Karagianni?, Eleftherios Pelechas’

'Chatzikosta General Hospital, Rheumatology, loannina, Greece, 2University Hospital of
loannina, Biopathology, loannina, Greece

Background and Aims: Background and aims: Systemic sclerosis (SSc), commonly
known as scleroderma, is a chronic autoimmune condition marked by fibrosis of the skin
and internal organs. Calcinosis cutis, or skin calcifications, is a common complication
resulting from abnormal calcium deposition in the dermis and subcutaneous tissue. These
calcifications can cause significant discomfort, including pain, ulcerations, and infections,
adversely affecting patients' quality of life.This study evaluates the prevalence, clinical
presentation, and management strategies for skin calcifications in patients with
scleroderma.

Methods: Methods: A retrospective analysis was performed on 68 scleroderma patients
diagnosed with skin calcifications based on clinical evaluation and imaging. Data on
patient demographics, disease duration, extent of skin involvement, and treatments were
collected. The effectiveness of therapeutic options, including calcium channel blockers,
surgical removal, and extracorporeal shockwave therapy (ESWT), was assessed.

Results: Results: Skin calcifications were present in 35% of patients, primarily those with
long-standing disease. Commonly affected areas included the fingers, elbows, and knees.
Patients with diffuse cutaneous SSc had a higher likelihood of developing calcifications
than those with limited cutaneous SSc. Treatment outcomes varied, with calcium channel
blockers showing limited effectiveness, while surgical excision and ESWT provided
symptom relief in some cases.

Conclusions: Conclusion: Skin calcifications are a common and disabling feature in
scleroderma. Early recognition and individualized treatment are critical for reducing
complications. Additional research is required to identify more effective therapies.

Keywords: calcifications, systemic sclerosis, scleroderma
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

MANIFESTATIONS THAT MOST STRONGLY AFFECTS THE QUALITY OF LIFE IN PATIENTS
WITH SYSTEMIC SCLEROSIS

Liudmila Garzanova', Lidia Ananyeva?, Olga Koneva', Olga Ovsyannikova?, Mayya

Starovoytova?, Oxana Desinova?, Rushana Shayakhmetova?, Anna Khelkovskaya-Sergeeva?
"W.A. Nasonova Research Institute of Rheumatology, Moscow, Russian Federation, 2V.A.
Nasonova Research Institute of Rheumatology, MOSCOW, Russian Federation

Background and Aims: To evaluate the quality of life in patients with systemic
sclerosis(SSc) by using a Health Assessment Questionnaire(HAQ) and parameters that
most strongly affects it.

Methods: 151 patients with SSc were included in this study. The mean age was
48+13years, female-83% patients. 81% of patient had interstitial lung disease.

Results: The mean baseline HAQ value was 1.35+0.8 points, indicating that the group had
moderate disability on average. 53 patients (35%) had minimal disability, 59(39%) had
moderate disability, and 39(26%) had severe disability. Patients were divided into groups
depending on HAQ values: group 1 - severe impairments of life activity and group 2 -
moderate and minimal impairments of life activity (Table 1). Group 1 had significantly more
patients with arthritis, arthralgia, joint contractures, muscle weakness, pain associated
with digital ulcer, gastrointestinal dysfunction (dysphagia, early satiety, diarrhea). Also,
these patients had lower LVEF, higher PASP, lower FVC and DLCO. There was a direct
moderate correlations between HAQ and arthralgia (r=0.432; p=0.01), contractures
(r=0.391; p=0.00004), arthritis (r=0.263; p=0.001), pain associated with digital ulcers
(r=0.410; p=0.001), dysphagia (r=0.323; p=0.0005), CRP (r=0.502; p=0.0005) and
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prednisolone dose (r=0.432; p=0.0007).

Table 1. Characteristics of main parameters of systemic sclerosis depending on the presence of functional
disability according to the HAQ questionnaire.

Parameters Group 1 Group 2 P
(n=239) (n=112)

Female/male. n (%) 36(92)/3(8) | 89(79)/23(21) 0.01
Disease onset. n (%):
- limited 9(23) 47 (42) 0.001
- diffuse 21 (54) 59 (53) NS
- overlap 9(23) 6(5) 0.04
Age, years, M*c 50=13.8 47.1+13.3 0.02
Disease duration, years, M+c 6.4%4.7 6.4%6.1 NS

| Digital ulcers. n (%) 6(15) 15 (13) NS
Pain associated with digital ulcers, n (%) 14 (36) 31(28) 0.03
Arthritis, n (%) 14 (36) 16 (14) 0.00001
Arthralgia, n (%) 24 (62) 43 (38) 0.00001
Contractures. n (%) 28 (72) 69 (62) 0.0001
Muscle weakness, n (%) 8 (21) 14 (13) 0.01
Dysphagia. n (%) 31(79) 75 (70) 0.01
Early satiety, n (%) 16 (41) 28 (25) 0.0002
Diarthea, n (%) 9(23) 16 (1) 0.004
Modified Rodnan skin score, Me [25th; 75% quartile] 9[3:22] 9[3:15] 0.00002
Left ventricular ejection fraction, %, M+c 62.5£7.6 64.2+6.5 0.0006
PASP* mm Hg. M£c 40.6x18.7 35.1£13.2 0.0001
FVC**, %, M*c 72.8+17.9 80.2+22.8 0.01
DLCO***, %, M*c 44.2+14.4 48.7£21.4 0.02
CRP, mg/l, Me [25th; 75% quartile] 8[3.1: 18.8] 4.9[1.5:10.5] 0.00001
Disease activity index, Mo 3.4%1.7 3.1+1.8 0.01
Prednisolone, mg/day, M£c 13.1£6.6 11.1+4 0.00001
Immunosuppressants, n (%) 16 (43) 56 (50) 0.03
Cyclophosphamide. n (%) 12 (32) 25 (22) NS
Mycophenolate mofetil, n (%) 4(11) 28 (25) 0.0004

*PASP - pulmonary artery systolic pressure. **FVC - forced vital capacity % predicted. ***DLCO -
diffusion capacity for carbon monoxide % predicted.

Conclusions: The quality of life of patients with SSc associated with the severity of skin
fibrosis, the presence of arthritis and joint contractures, digital ulcers, dyspnea and the
dose of prednisolone. The worst values of quality of life were associated with inflammatory
activity of the disease, musculoskeletal involvement, gastrointestinal dysfunction, and a
decrease in pulmonary functional tests.

Keywords: systemic sclerosis, quality of life, HAQ
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

CLINICAL SIGNIFICANCE OF TNF-ALPHA IN SYSTEMIC SCLERODERMA

Olga Koneva', Rushana Shayakhmetova?, Liudmila Garzanova?, Anastasia Avdeeva?, Olga
Ovsyannikova?, Mihail Viatroptov?, Lidia Ananyeva?

'"WV.A. Nasonova Research Institute of Rheumatology, Moscow, Russian Federation, 2V.A.
Nasonova Research Institute of Rheumatology, Moskow, Russian Federation

Background and Aims: Objectives: To study the association of serum TNF-alpha levels
with the main clinical manifestations and activity of SSc.

Methods: 66 patients with SSc-ILD verified by MSCT were enrolled into the study (disease
duration 7.2+5.6 years, diffused/limited SSc 1.7/1, average age 50.3 + 12.6 years, females
77%). All patients received low or moderate dose glucocorticoids and
immunosuppressants, 45 (68%) received rituximab (RTM) at cumulative dose 2.4+1.5
grams. The level of TNF-alpha was determined by the ELISA method. Subsequently
correlation analysis was made to clarify the association of the TNF-alpha level with the
main clinical manifestations, activity of SSc (EScSG, points), laboratory parameters (ESR,
CRP, ANA-HEP-2, a-Scl-70, B cell count).

Results: There was a significant correlation between TNF-alpha levels and the progression
of vascular disorders (r=0.43), including digital scars (r=0.27), ulcers (r=0.28) and necrosis
(r=0.34), the presence of cardiopathy (r=0.31), proteinuria (r=0.37), and SSc activity
(r=0.37). There was no correlation of TNF-alpha levels with indicators of inflammatory and
immunological activity and indicators of functional pulmonary tests. However, an inverse
correlation of TNF-alpha levels with the development of pulmonary fibrosis was revealed
according to MSCT data (r=-0.53).

Conclusions: The serum levels of TNF-a may promote the progression of the endothelial
dysfunction. Randomized controlled trials with TNF-a inhibitors in patients with SSc are
needed to confirm the potential role of these agents in the treatment of patients with
peripheral vascular disorders and without interstitial lung disease.

Keyword: systemic sclerosis, TNF-alfa
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

THE ASSOCIATIONS OF THE MCP-1 LEVEL WITH THE CLINICAL MANIFESTATIONS AND
ACTIVITY OF SYSTEMIC SCLEROSIS DURING IMMUNOSUPPRESSIVE AND ANTI-B-CELL
THERAPY

Olga Koneva', Rushana Shayakhmetova?, Anastasia Avdeeva?, Liudmila Garzanova?, Olga
Ovsyannikova?, Mihail Viatroptov?, Lidia Ananyeva?

"W.A. Nasonova Research Institute of Rheumatology, Moscow, Russian Federation, 2V.A.
Nasonova Research Institute of Rheumatology, Moskow, Russian Federation

Background and Aims: Objectives: To study the associations of the MCP-1 level with the
clinical manifestations and activity of systemic sclerosis during active therapy.

Methods: 66 patients with SSc-ILD verified by MSCT were enrolled into the study (disease
duration 7.2+5.6 years, diffused/limited SSc 1.7/1, average age 50.3 + 12.6 years, females
77%). All patients received low or moderate dose glucocorticoids and
immunosuppressants, 45 (68%) received RTM at cumulative dose 2.4+1.5 grams. The level
of MCP-1 was determined by the ELISA method. Subsequently correlation analysis was
made to clarify the association of the MCP-1 level with the main clinical manifestations,
activity of SSc (EScSG, points), laboratory parameters (ESR, CRP, ANA-HEP-2, a-Scl-70, B
cell count), glucocorticoid and immunosuppressant therapy and cumulative rituximab
dose.

Results: The level of MCP-1 was significantly correlated with the development of
arthritis(r=0.29), cardiopathy(r=0.37), diastolic dysfunction of the left ventricle(r=0.26),
decreased glomerular filtration rate (r=0.31), modified skin score (r=0.31), SSc activity
(r=0.29), levels of CRP (r=0.38), ESR (r=0.36). An inverse correlation was found between the
level of MCP-1 and the total dose of rituximab (r=-0.37), but not with the dose of
glucocorticoids and the use of immunosuppressants. There was no correlation between
the level of MSR-1 and the indicators of functional pulmonary tests and MSCT data.

Conclusions: The data obtained indicate the role of MCP-1 in maintaining the
inflammatory activity of SSc,the progression of cutaneous fibrosis and,probably,
endothelial dysfunction.A decrease in the level of MCP-1 during rituximab therapy may be a
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potential predictor of the effectiveness of this drug, however,this issue requires further
study.
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

THE USE OF KL-6 TO PREDICT THE PROGRESSION OF INTERSTITIAL LUNG DISEASE IN
SYSTEMIC SCLEROSIS

Olga Koneva', Rushana Shayakhmetova?, Anastasia Avdeeva?, Liudmila Garzanova?, Olga
Ovsyannikova?®, Mihail Viatroptov?, Lidia Ananyeva?®

"W.A. Nasonova Research Institute of Rheumatology, Moscow, Russian Federation, 2V.A.
Nasonova Research Institute of Rheumatology, MOSCOW, Russian Federation, 5V.A.
Nasonova Research Institute of Rheumatology, Moskow, Russian Federation

Background and Aims: Objectives: To study of the value KL-6 serum level in assessing the
progression of SSc-ILD during active therapy.

Methods: 66 patients with SSc and interstitial lung disease(SSc-ILD) verified by MSCT were
enrolled into the study (disease duration 7.2+5.6 years,diffused/limited SSc 1.7/1,average
age 50.3 £ 12.6 years,females 77%).The duration of follow-up was 19+14.3 months.All
patients received low or moderate dose glucocorticoids and immunosuppressants,45
(68%) received rituximab(RTM) at cumulative dose 2.4+1.5 grams.The level of KL-6 was
determined by the ELISA method. Subsequently correlation analysis was made to clarify
the association of the KL-6 level with the FVC, DCLO,various X-ray symptoms of ILD
(ground-glass changes, reticular changes, traction bronchiectasis, and honeycombs),
activity of SSc (EScSG, points), laboratory parameters (ESR, CRP, ANA-HEP-2, a-Scl-70, B
cell count), glucocorticoid and immunosuppressant therapy and cumulative rituximab
dose.

Results: An inverse correlation was found between the level of KL-6 at the time of inclusion
in the study and A FVC(R=-0.310),but not with the FVC and DLCO.The level of KL-6 was
significantly correlated with the B cell count at the beginning of the study(R=0,306).There
was no correlation between the level of KL-6 and the X-ray symptoms of ILD, activity of
SSc,indicators of laboratory and inflammatory activity,therapy.

Conclusions: The data obtained indicate the possibility of using the KL-6 level to predict
the progression of ILD, but not to confirm the presence of a pulmonary lesion.The
association of the KL-6 level with the B cells count allows discussing the study of this
biomarker to determine the indications for the appointment of anti-B cell therapy.
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

SAFETY OF COMBINATION TREATMENT WITH RITUXIMAB AND MYCOPHENOLATE
MOFETIL COMPARED TO RITUXIMAB MONOTHERAPY IN PATIENTS WITH SYSTEMIC
SCLEROSIS - A REAL LIFE, RETROSPECTIVE, MONOCENTRIC STUDY

Anna Cuberli, Beatrice Moccaldi, Marco Binda, Maria Favaro, Elisabetta Zanatta, Andrea
Doria

Azienda Ospedale - Universita Padova, Rheumatology Unit, Department Of Medicine,
Padova, Italy

Background and Aims: Our study aims to compare the safety of combination
treatment with mycophenolate and rituximab (MMF-RTX) versus rituximab
monotherapy (RTX) in a single-center cohort of patients affected by systemic sclerosis
(SSc).

Methods: Adult patients with SSc (ACR/EULAR 2013 criteria) who were treated at our
center from 2012 to 2023 with either RTX or MMF-RTX were enrolled. Patients with a
follow-up of 12 up to 36 months after the start of therapy were included. During
biannual outpatient visits, the following adverse events were recorded: infusion
reactions, infections, severe infections (requiring hospitalization),
hypogammaglobulinemia (IgG < 4 g/L), or leukopenia (WBC <4000/mm3).

Results: 15 patients in the RTX group and 17 patients in the MMF-RTX group were
included. Patients were followed up until the occurrence of an adverse event or until
the end of the observation period, and were similar in terms of sex, disease duration,
cutaneous form, and follow-up duration. Cardiac involvement was more frequent in
the combination therapy group (p=0.003). During follow-up, two therapy-unrelated
deaths occurred in the MMF-RTX group. At the end of follow-up, a total of 15 adverse
events were recorded, of which 6 in the RTX group and 9 in the MMF-RTX group
(p=0.464). Of the 15 adverse events, 13 were infections (p=1.000), 4 severe (p=1.000);
the remaining 2 were hypogammaglobulinemia and an infusion reaction (cutaneous
rash), both in the MMF-RTX group. Event-free survival times were similar between the
two groups (p=0.420).
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Conclusions: Combination therapy with MMF and RTX appears to be well-tolerated
and safe in patients with SSc.

Keywords: Rituximab, micofenolato, eventi avversi
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

TH1, TH2 AND TH17 CYTOKINE PROFILE IN PATIENTS WITH MULTIPLE SCLEROSIS
FOLLOWING TREATMENT WITH RAPAMYCIN

Bahram Bagherpour', Farzaneh Mohebi?

"Poursina Hakim Digestive Diseases Research Center, Celiac Disease, Isfahan, Iran, 2Dr
Sharifi clinical and medical laboratory, Isfahan, Iran

Background and Aims: The management of multiple sclerosis (MS) primarily involves
immune-modulating medications, with cytokines playing a crucial role in the disease's
pathogenesis. Understanding the effects of specific treatments on cytokine levels is vital.
This study aims to evaluate the impact of rapamycin on the concentrations of Th1, Th2, and
Th17 serum cytokines in patients with MS.

Methods: Six patients with relapsing-remitting MS were enrolled as a case group, alongside
six healthy individuals as a control group. Patients received 2 mg of rapamycin daily for 6
months, while the control group received no treatment. Enzyme-linked immunosorbent
assay (Simultaneous Multi-Analyte ELISA) was utilized to determine serum concentrations
of IL-2, IL-4, IL-5, IL-6, IL-10, IL-12, IL-13, IL-17, IFN-y, TNF-a, G-CSF, and TGF-B before and
after therapy with rapamycin.

Results: The mean absorbance of 10 out of the 12 studied cytokines showed reduction
after the therapy with rapamycin including IL-2, IL-4, IL-5, IL-6, IL-10, IL-12, IL-13, IL-17, IFN-
Y, and TNF-a. The only statistically significant reduction was observed in the absorbance of
IFN-y (p=0.028). Two cytokines illustrated an increase in the patient's sera after the therapy,
including G-CSF and TGF-f3, but only the increase in TGF-3 was statistically significant
(p=0.046). None of the controlled group's studied cytokines varied significantly after 6
months.

Conclusions: Based on the findings of this study, rapamycin has some
immunosuppressive effects, such as decreasing IFN-y, which can improve the quality of
life of patients with multiple sclerosis. Also, the increased level of TGF- may benefit the
disease, which needs further clinical studies.

Keywords: Cytokine Profile, Multiple Sclerosis, Rapamycin

7% a3l
A Mosaic of
?Y Autoimmunity
N ¥

VENICE, ITALY, 6-8 MARCH 2025

on UNLoK
3




“ . 8™ INTERNATIONAL CONGRESS ON
CRARA CONTROVERSIES
ity ot e IN RHEUMATOLOGY

& AUT@IMMUNITY

PV030 / #304

POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

COMORBIDITIES IN SYSTEMIC SCLEROSIS-ASSOCIATED INTERSTITIAL LUNG DISEASE.
EVALUATION OF THE CHARLSON COMORBIDITY INDEX

Lidia Ananyeva', Valeriya Babak?, Olga Koneva®, Mayya Starovoytova', Anastasia

Koltakova*, Oxana Desinova', Olga Ovsyannikova®, Liudmila Garzanova®, Rushana
Shayakhmetova', Alena Kolomeychuk?

'"WV.A. Nasonova Research Institute of Rheumatology, MOSCOW, Russian

Federation, 2V.A.Nasonova Research Institute of Rheumatology, Moscow, Russian
Federation, °V.A. Nasonova Research Institute of Rheumatology, Moscow, Russian
Federation, #V. A. Nasonova Research Institute of Rheumatology, Laboratory Of Systemic
Sclerosis, Moscow, Russian Federation, °V.A. Nasonova Research Institute of
Rheumatology, Laboratory Of Systemic Sclerosis, MOSCOW, Russian Federation

Background and Aims: to estimate the frequency of comorbid conditions in patients with
systemic sclerosis associated with interstitial lung disease (SSc-ILD).

Methods: One hundred in-patients with SSc-ILD were included in the study. There were 87
women, mean age —49.5+12 yrs and disease duration - 8.7+7.2 yrs. The comorbid
conditions have been accounted for and Charlson comorbidity index (CCl) was calculated.

Results: The most common comorbidities were hypertension in 25%, coronary heart
disease in 25% (myocardial infarction in 6%), osteoarthritis in 27%, osteoporosis in 22%
and thyroid disease in 12%. Diabetes mellitus was diagnosed in only 2%, body mass index
was 25.2+6.1 (decrease <25 in 17% and obesity in 8%). Neoplasms before the onset of SSc
were diagnosed in 2%. Eight patients were smokers. Disability was established in 64% of
patients. Anincrease in CCl > 1 was noted in 96% of patients, >3 in 35%. The average CCI
(2.04+1.15) was significantly higher in men, menopausal women, people 245 years old, in
patients with disease duration > 5 years (p=0.01). Forced vital capacity and diffusing
capacity of the lungs for carbon monoxide were significantly lower in patients with CCI=3
(p=0.001).

Conclusions: Patients with SSc-ILD are often diagnosed with comorbid diseases. CCI
depends on gender, age, and duration of the disease. Patients with CCl=3 had worse
pulmonary function measures, suggesting a potential worsening of the SSc-ILD prognosis
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associated with increased comorbidity. Therefore, the severity of comorbidity should be
taken into account due to planning therapy for SSc-ILD patients.

Keywords: systemic sclerosis, comorbidity
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POSTER SESSION 03: SYSTEMIC SCLEROSIS - CLINICAL ASPECTS AND TREATMENT &
PATHOGENESIS
03-06-2025 4:50 PM - 5:50 PM

LEFT ATRIAL VOLUMETRIC-MECHANICAL COUPLING INDEX AS A MARKER OF
SUBLINICAL HEART INVOLVEMENT IN SYSTEMIC SCLEROSIS

Cristina Vrancianu’, Silvia Gabriela Toma?, Dragos Emanuel Popa’, Adriana Iliesiu?, Mihai
Bojinca’', Jeffrey Chan?®, Gary Tse*, Ana Ciobanu?, Ana Maria Gheorghiu’

'Carol Davila University of Medicine and Pharmacy, Cantacuzino Hospital, Internal
Medicine And Rheumatology, Bucharest, Romania, 2Theodor Burghele Hospital,
Cardiology, Bucharest, Romania, *Cardiovascular Analytics Group, Hong Kong, Hong Kong
PRC, “Hong Kong Metropolitan University, School of Nursing and Health Studies, Hong
Kong, Hong Kong PRC

Background and Aims: Background: Primary cardiac involvement in systemic sclerosis
(SSc) is common, but clinically silent. Left atrial volumetric-mechanical coupling index
(LACI), a new echocardiographic parameter, has been shown to predict cardiovascular
outcomes in heart failure patients and the general population, but it has not been studied
in SSc. Objective: To identify new echocardiographic parameters, particularly related to
left atrial volume and function, as markers of increased NTproBNP in SSc patients without
overt heart involvement.

Methods: Methods: Consecutive SSc patients without heart involvement underwent 2D
and 3D transthoracic echocardiography. LACI was calculated by both 2D and 3D
echocardiography Logistic regression, Pearson correlation coefficients, and area under the
receiver-operating characteristic curve (AUC) are used to analyze the association and
predictive power of LACI for elevated NTproBNP.

Results: Results: A total of 36 SSc patients (55+10 years old; 34 (94%) women; mean
disease duration 1411 years) were included. Seventeen (47%) patients had increased
NTproBNP levels (i.e. >125 pg/mL). Among all tested variables, 3D LACI had the best
correlation with NTproBNP values (r = 0.63, p<0.001). A 3D LACI of >2 associated with
NTproBNP of >125 pg/mL (odds ratio 7.33 [95%CI 1.38- 38.8]; p=0.01) and predicted these
increased values with a sensitivity of 76.9% and a specificity of 81.2% (AUC 0.78).

Conclusions: Conclusion: Left atrial volumetric-mechanical coupling index assessed by
3D echocardiography is significantly associated with and predictive of elevated NTproBNP
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levels in SSc patients without overt heart disease and may be a potentially useful non-
invasive marker for screening for early subclinical heart involvement in SSc patients.

Keywords: systemic sclerosis, heart involvement, Left atrial volumetric-mechanical
coupling index
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MALNUTRITION IS CONNECTED TO GASTROINTESTINAL SYMPTOMS AND DISEASE
ACTIVITY IN SYSTEMIC SCLEROSIS

Alexandra Burlui'?, loana Bratoiu’?, Elena Rezus'-?

'Clinical Rehabilitation Hospital, Rheumatology |, lasi, Romania, 2"Grigore T Popa"
University of Medicine and Pharmacy, Rheumatology, IASI, Romania

Background and Aims: Multiple factors may cause changes in nutritional status in
systemic sclerosis (SS). Our aim was to investigate the connections between SS activity,
malnutrition, and intestinal involvement.

Methods: We conducted a prospective observational study that included adult patients
diagnosed with SS according to the ACR/EULAR 2013 classification criteria. To assess
digestive symptoms, we used a translated and validated form of the UCLA GIT 2.0
questionnaire. Nutritional status was evaluated using MNA, MUST, and GLIM tools. Disease
activity was assessed with EUSTAR-AI (European Scleroderma Trials and Research Group
Activity Index).

Results: The final study group consisted of 87 patients, including 46 with a diffuse form
and 41 with a limited form of SS. Most were women (85.1%), and the mean disease
duration was 9.39 (6.52). Malnourished patients, according to MNA, had higher scores for
UCLA (p=0.001), UCLA-reflux (p=0.009), UCLA distension (p=0.033), and UCLA emotional
well-being (p=0.000). According to the MUST criteria, patients with a high risk of
malnutrition showed clinically significant digestive involvement (UCLA — p=0.036; UCLA-
emotional well-being p=0.002). Active disease (EUSTAR-AI) correlated with MNA
assessment (p = 0.027) and MNA malnutrition indicator score (p = 0.023). According to
GLIM, malnourished patients had higher EUSTAR-AI scores, but the results did not reach
statistical significance (p
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Clinical characteristic Mean + SD / Number (%)
Age 56.37 + 11.57
mRSS 12.79 + 8.27
Inter-incisor distance (cm) 4.31+1.38
Unintentional weight loss 34 (39.1%)
< 18.50 7 (8%)
18.50 — 24.99 46 (52.9%)
BMI (kg/m?) 25 -29.99 25 (28.7%)
>30 9 (10.3%)
EUSTAR-AI 2.20 +1.66
Normal nutritional status 43 (49.4%)
MNA class At risk 34 (39.1%)
Malnourished 10 (11.5%)
Not malnourished 60 (69%)
GLIM Malnourished Stage 1 14 (14.9%)
Malnourished Stage 2 13 (16.1%)
Low risk 60 (69%)
MUST class Medium risk 11 (12.6%)
High risk 16 (18.4%)
UCLA 0.45 +0.41

Conclusions: In our study group, MNA, MUST, GLIM, and EUSTAR-AI criteria were
associated with certain aspects of gastrointestinal involvementin SS.

Keywords: systemic sclerosis, Malnutrition, gastrointestinal
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SERUM ADAM12 LEVELS INVERSELY CORRELATE WITH LUNG FIBROSIS AND DIGITAL
ULCERS IN PATIENTS WITH SYSTEMIC SCLEROSIS

Christina Tsekou, Christos Liaskos, Eleni Patrikiou, Theodora Simopoulou, Dimitrios

Bogdanos
University Hospital of Larisa, Rheumatology And Clinical Immunology, Larisa, Greece

Background and Aims: The development of dermal and lung fibrosis is an important
pathophysiological mechanism in the progression of systemic sclerosis (SSc). Epithelial
cell-promoting fibroblast activation is a key element of this underlying process.A recent
study showed an increased expression of ADAM12 in fibroblasts of patients with SSc. The
aim of the study was to assess the levels of ADAM12 in sera of patients with SSc and to
investigate its clinical significance.

Methods: Serum ADAM12 levels were tested by a commercial quantitative sandwich ELISA
(R & D Systems) in 50 patients with SSc (25 limited, 25 diffused, 40 females, all ANA
positive). Detection of disease-specific or disease-related autoantibodies were tested by a
line immunoassay (Euroimmun).

Results: The mean levels = SD (ng/ml) of ADAM12 in our cohortwas 0.138 £ 0.33 ng/ml,
range: 0.000-19.19 ng/ml). There was an inverse correlation with the presence of
pulmonary fibrosis (0.029 + 0.081 ng/mlvs 0.162 = 0.36 ng/ml, p=0.038) and the presence
of digital ulcers (0.041 = 0.083 ng/mlvs 0.202 + 0.412 ng/ml, p=0.029). There was no
correlation between the levels of ADAM12 with sex, the type of the disease, the presence of
pulmonary hypertension, Gl involvement, arthritis, telangiectasias, serositis, calcinosis,
cancer, or the presence of SSc-related autoantibodies (anti-Scl70, anti-centromere, anti-
RNA polymerase Ill and anti-Ro52).

Conclusions: Our study suggests that ADAM12 could be a potential biomarker indicating
the absence of pulmonary fibrosis and digital ulcers in patients with SSc, it remains to be
seen whether is an epiphenomenon or a marker of the disease.

Keyword: ADAM12, fibrosis, Fibroblasts, Scleroderma, pathophysiology
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CLINICAL FEATURES OF NON-SYSTEMIC JUVENILE IDIOPATHIC ARTHRITIS IN PATIENTS
WITH CONGENITAL HEART DISEASE

Utako Kaneko, Fujito Numano, Tadaaki Abe, Masahiro Kaneko, Takeshi Yamada, Akihiko
Saitoh
Niigata university, Pediatrics, Niigata, Japan

Background and Aims: The relationship between congenital heart disease (CHD) and
juvenile idiopathic arthritis (JIA) has not been well known. This study aimed to analyze the
clinical features of patients with CHD who subsequently developed non-systemic JIA.

Methods: In this single-center, retrospective case series of six patients of JIA with CHD, we
analyze clinical features, laboratory data, and treatments collected from the medical
record.

Results: Six patients (3 males and 3 females) with JIA were complicated with CHD. Four
patients were rheumatoid factor (RF)-positive polyarthritis, one patient was RF-negative
polyarthritis, and the rest was oligoarthritis. Four patients required surgical repair of CHD
within one year of birth. The median age of onset of JIA was 7 years. Five patients have mild
mental retardation (MR), and growth disorder at the time of JIA diagnosis, and two of them
were Down syndrome. Interstitial lung disease (ILD) was identified in 3 patients without
obvious respiratory symptoms. All of them were RF positive, with elevated KL-6 and ground
glass opacity on chest CT scan at the diagnosis of JIA. The arthritis in patients with ILD was
particularly refractory, with markedly elevated anti-cyclic citrullinated peptide antibody
(mean 2,215U/ml) and matrix metalloproteinase-3 levels (mean 268mg/ml), and all
required biologic agents. One of them had multiple joint deformities and contractures. On
the other hand, the severity of JIA without complication of ILD was not high.

Conclusions: In JIA with CHD, arthritis in patients with ILD is particularly refractory, and
requires prompt and appropriate treatment, with attention to delayed diagnosis due to MR.

Keywords: Juvenile Idiopathic Arthritis , interstitial lung disease, congenital heart disease
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DRY EYE SYNDROME IN PEDIATRIC-ONSET STILL'S DISEASE: A CLINICAL CASE

Elena Golubenco', Rodica Eremciuc', Olga Gaidariji', Elena Dolapciu’, Valeriu Cusnir?, Prof.
Ninel Revenco'

"Nicolae Testemitanu State University of Medicine and Pharmacy, Pediatric, Chisinau,
Moldova, ?Nicolae Testemitanu State University of Medicine and Pharmacy, Department Of
Ophthalmology And Optometry, Chisinau, Moldova

Background and Aims: Systemic juvenile idiopathic arthritis (sJIA) is a rare and severe
form of juvenile arthritis characterized by systemic inflammation and joint involvement.
This case report presents an 8-year-old girl with sJIAwho developed severe dry eye
syndrome (DES), likely due to underlying autoimmune mechanisms. The aim is to
emphasize the importance of early detection and comprehensive management of ocular
complications in sJlA.

Methods: The patient presented with high-grade fever lasting over two weeks (peaking at
39°C), inflammatory arthralgia affecting the right knee, talocrural joint, and bilateral
radiocarpal joints, along with evanescent rashes. A thorough diagnostic workup was
performed, including inflammatory marker profiles, Schirmer’s test, and autoimmune
antibody screening.

Results: Laboratory results confirmed heightened systemic inflammation, with elevated
ferritin (162.6 ng/ml), fibrinogen (5.19 g/l), C-reactive protein (CRP) (109.1 mg/l), and
leukocytosis with neutrophilia (66.2%). Protein S100 levels were also elevated (0.37 mcg/|;
normal <0.15 mcg/l). Anti-Ro/SSA antibodies were negative, but the presence of anti-
NOR90 IgG antibodies suggested an autoimmune component contributing to both
systemic and ocular symptoms. Schirmer’s test showed severe DES with a result of 1
mm/5 minutes without anesthesia. Following treatment with Tocilizumab, systemic
inflammation decreased, and the patient experienced significant improvement in fever,
joint pain, and ocular dryness.

Conclusions: This case underscores the need for routine ophthalmologic evaluations in
sJIA patients, as ocular involvement like DES can be an under-recognized yet significant
complication. The detection of anti-NOR90 IgG antibodies points to an autoimmune

7% a3l
A Mosaic of
?Y Autoimmunity
N ¥

VENICE, ITALY, 6-8 MARCH 2025

on UNLoK
3




“ 8™ INTERNATIONAL CONGRESS ON
CRARA CONTROVERSIES
siommnity Newor ember IN RHEUMATOLOGY

& AUT@IMMUNITY
mechanism, and Tocilizumab effectively managed both systemic and ocular symptoms,
highlighting its role in addressing autoimmune-driven complications in sJIA.

Keywords: sJIA, dry eye syndrome, anti-NOR90 IgG
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03-06-2025 4:50 PM - 5:50 PM

AUTOIMMUNE ENDOCRINOPATHIES IN PEDIATRIC PATIENTS WITH COMMON
VARIABLE IMMUNODEFICIENCY RECEIVING IMMUNOGLOBULIN REPLACEMENT
THERAPY

Aleksandra Szczawiriska-Poptonyk', Natalia Poptonyk?, Jan Neneman', Kamil Dyrka3, Marek

Niedziela®, Monika Obara-Moszynska?®

'Poznan University of Medical Sciences, Pediatric Pulmonology, Allergy And Clinical
Immunology, Poznan, Poland, ?District Hospital in Poznan, Poznan, Poland, *Poznan
University of Medical Sciences, Pediatric Endocrinology And Rheumatology, Poznan,
Poland

Background and Aims: Common variable immunodeficiency (CVID) is the most frequent
symptomatic disorder of antibody biosynthesis, characterized by a marked heterogeneity
of genetic underpinnings, immune system dysfunctions, and clinical manifestations
associated with infectious manifestations but also with a spectrum of immune
dysregulation, autoimmune, allergic, lymphoproliferative, and malignant disorders. In this
study, we aimed to evaluate the role of autoimmune complications among children with
CVID.

Methods: Retrospective review of the study cohort comprising 39 children, in whom the
diagnosis of CVID had been established and the regular immunoglobulin replacement
therapy had been implemented. In all the children studied clinical evaluation of
autoimmune disorders, autoantibodies, and peripheral blood B and T cell subsets were
analyzed.

Results: Anti-thyroid peroxidase antibodies showed a striking prevalence among CVID
children, identified in 18 (46.15%) of them, followed by anti-pancreatic islet anti-glutamic
acid decarboxylase antibodies in 13 (33.33%) children. Clinically, the most frequent
immune dysregulation group was autoimmune disorders, present in 18 (46.15%) of the
children studied with a high rate of autoimmune thyroiditis diagnosed in as many as 10
(25.64%) of the CVID children. The most prominent abnormalities in the Band T cell
compartment contributing to complex immune deficiency and immune dysregulation,
autoimmunity phenotypes, were significant reductions in the switched memory B cell,
naive T helper cell, and regulatory T cell subsets.
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Conclusions: We document a previously unreported high rate of immune dysregulation
and autoimmune disorders in pediatric CVID as a clinical and diagnostic challenge with the
variability of defects in the humoral and cellular immune responses.

Keywords: Autoimmunity, Common Variable Immunodeficiency, anti-TPO antibodies
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POSTER SESSION 04: PEDIATRIC RHEUMATOLOGY
03-06-2025 4:50 PM - 5:50 PM

OCULAR MICROVASCULAR CHANGES IN JUVENILE IDIOPATHIC ARTHRITIS

Elena Golubenco', Olga Gaidarji', Rodica Eremciuc’, Elena Dolapciu’, Valeriu Cusnir?, Prof.
Ninel Revenco'

"Nicolae Testemitanu State University of Medicine and Pharmacy, Pediatric, Chisinau,
Moldova, ?Nicolae Testemitanu State University of Medicine and Pharmacy, Department Of
Ophthalmology And Optometry, Chisinau, Moldova

Background and Aims: Juvenile idiopathic arthritis (JIA) is a chronic autoimmune disorder
in children, often accompanied by ocular complications such as uveitis. Optical coherence
tomography angiography (OCTA) is a non-invasive imaging technique that provides detailed
visualization of retinal microvascular changes in various ocular conditions. However, its
application in detecting retinal microvascular alterations in JIA patients remains
underexplored. This study examines the connection between disease activity and retinal
microvascular alterations, as assessed by OCTA, in children with JIA.

Methods: In this prospective study, 55 pediatric patients diagnosed with JIA underwent
comprehensive rheumatologic and ophthalmologic evaluations, including OCTA imaging.
Disease activity was measured using the JADAS-10. Participants were categorized into two
groups: mild disease activity (n = 27) and moderate/severe activity (n = 28). OCTA metrics—
vascular density of the superficial (SCP) and deep (DCP) capillary plexuses, FAZ, and
CMT—uwere analyzed using an Optopol device (Poland).

Results: The cohort had a mean age of 10.65 + 4.37 years, with 67.3% female participants.
Patients with moderate/severe disease activity exhibited significantly reduced vascular
density inthe SCP (14.4+4.7% vs. 17.6 + 3.7%) and DCP (28.3 + 3.5% vs. 31.85 £ 2.67%)
compared to those with mild activity. Additionally, the FAZ area was enlarged (0.38 £ 0.1
mm?vs. 0.22 = 0.04 mm?), and CMT was increased (286.2 = 160.2 ym vs. 239.4 = 29.7 um)
in the moderate/severe group.

Conclusions: OCTA reveals significant retinal microvascular changes in children with JIA,
especially in those with higher disease activity, highlighting its potential as a tool for
monitoring ocular involvement in JIA.

Keywords: juvenile idiopathic arthritis, OCT-A, disease activity
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S100 PROTEIN AND DISEASE ACTIVITY IN JUVENILE IDIOPATHIC ARTHRITIS

Elena Golubenco', Olga Gaidarji', Rodica Eremciuc’, Elena Dolapciu’, Valeriu Cusnir?, Prof.
Ninel Revenco'

"Nicolae Testemitanu State University of Medicine and Pharmacy, Pediatric, Chisinau,
Moldova, ?Nicolae Testemitanu State University of Medicine and Pharmacy, Department Of
Ophthalmology And Optometry, Chisinau, Moldova

Background and Aims: Juvenile Idiopathic Arthritis (JIA) is the most common chronic
rheumatic disease in children, with diverse clinical presentations and varying disease
severity. ldentifying reliable biomarkers for assessing disease activity is crucial for
optimizing treatment decisions. S100 proteins, particularly S100A8/A9 and S100A12, are
involved in JIA inflammation and show promise as disease activity biomarkers. This study
aims to evaluate the relationship between serum S100 proteins, interleukin-8 (IL-8), and JIA
disease activity, as measured by the JADAS-10.

Methods: A cohort of 31 pediatric JIA patients, diagnosed according to ILAR criteria, was
prospectively studied. Serum levels of S100 proteins and IL-8 were measured using ELISA
at baseline and follow-up visits. Disease activity was assessed via JADAS10 scores, active
joint count, ESR, and CRP levels. Patients were stratified into mild, moderate, and severe
disease categories based on JADAS10 scores.

Results: Elevated S100 protein levels (>0.15 mcg/l) were observed in 35.5% of the cohort,
with a mean S100 concentration of 0.13 * 0.08 mcg/L. All patients with elevated S100 levels
were ANA-positive, suggesting a link to more severe disease phenotypes. IL-8 levels were
within the reference range (<62 pg/ml) in 96.8% of patients, with a mean concentration of
20.27 £ 44.4 pg/ml.

Conclusions: Serum S100 proteins are strongly associated with disease activity in JIA and
may serve as valuable biomarkers for monitoring severity, particularly in ANA-positive
patients. While IL-8 levels were generally normal, further studies are needed to explore its
role in JIA. Incorporating S100 protein measurements into routine practice could improve
disease stratification and management.

Keywords: juvenile idiopathic arthritis, S100 proteins, IL-8
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POSTER SESSION 04: PEDIATRIC RHEUMATOLOGY
03-06-2025 4:50 PM - 5:50 PM

COEXISTENCE OF AUTOIMMUNE THYROIDITIS AND JUVENILE STILL DISEASE

Rodica Eremciuc, Elena Golubenco, Olga Gaidarji, Prof. Ninel Revenco
Nicolae Testemitanu State University of Medicine and Pharmacy, Pediatric, Chisinau,
Moldova

Background and Aims: Autoimmune thyroiditis, which can manifest in chronic arthritis,
involves immune-mediated damage to the thyroid, potentially leading to hypothyroidism or
hyperthyroidism. However, data on thyroid involvement in Still's disease is limited,
presenting a gap in understanding the interaction between autoimmune and
autoinflammatory processes in this condition. This study investigates hormonal and
autoimmune thyroid changes in autoinflammatory versus autoimmune arthritis.

Methods: Ninety juvenile idiopathic arthritis (JIA) patients were included, with 45 in the
prepubertal group and 45 in the pubertal group. Clinical and laboratory data on thyroid
involvement were analyzed. Comparative analysis focused on different subtypes of arthritis
onset, including systemic juvenile idiopathic arthritis (sJIA), oligoarticular JIA (0JIA), and
polyarticular JIA (pJIA). Statistical methods were employed to assess differences based on
age, sex, and disease subtype. The study was approved by the national doctoral school
ethics committee.

Results: The analysis revealed no significant difference in the incidence of clinical
manifestations based on age distribution ()(2 =10.37; DF=5; p=0.06), but a significant
difference was observed by sex ()(2 =15.008; DF=5; p=0.01). No gender differences were
found in thyroid autoantibodies. Notably, children with sJIA showed no thyroid
autoantibody positivity, unlike those with oJIA and pJIA. Anti-Tg antibodies showed a
significant association with disease duration and treatment response, particularly in
relation to age at JIA onset.

Conclusions: Thyroid involvement in pediatric rheumatic conditions should not be
overlooked. Our findings suggest that slJlA is an autoinflammatory condition, while other JIA
subtypes are autoimmune. Further research is needed to identify children at risk for
overlap or polyautoimmune syndromes.

Keywords: Autoimmune thyroiditis, juvenile Still disease, polyautoimmune syndrome
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POSTER SESSION 04: PEDIATRIC RHEUMATOLOGY
03-06-2025 4:50 PM - 5:50 PM

THE IMPACT OF NUTRITIONAL STATUS ON VITAMIN D LEVELS IN PEDIATRIC
RHEUMATOLOGICAL CONDITIONS

Rodica Eremciuc’, Elena Golubenco’, Victoria Cepraga’, Olesea Grin?, Olga Gaidariji', Elena
Dolapciu®, Prof. Ninel Revenco'

"Nicolae Testemitanu State University of Medicine and Pharmacy, Pediatric, Chisinau,
Moldova, ?2Mother and Child Healthcare Institute, Pediatric, Chisinau, Moldova

Background and Aims: Chronic rheumatological conditions can significantly affect
nutritional status and vitamin D levels in children, which are essential for bone health and
disease protection. Vitamin D deficiency, prevalent among youth, negatively impacts bone
density and muscle function. This study aims to analyze the relationship between
nutritional status and vitamin D levels in children with rheumatological conditions.

Methods: The study was a retrospective and descriptive analysis of children admitted to
the Rheumatology Department during 3 months. Data included anthropometric
measurements and laboratory analyses evaluating biochemical parameters, including
vitamin D levels.

Results: The study included 67 patients, 61.19% of whom were girls. Age distribution
showed that 14.93% were under 5 years old, with most aged 6-13 years. Nutritionally,
46.27% were classified as normal weight, while 20.89% were overweight or obese. The
most common rheumatological conditions were idiopathic juvenile arthritis (55.22%) and
reactive arthropathy (17.91%). Approximately 49% had vitamin D deficiencies or
insufficiencies, with a higher prevalence in girls (66.67%). Average BMI was 20.84 kg/m?,
and triponderal index (TPI) was 16.18 kg/m3. Vitamin D levels showed an inverse correlation
with BMI (r=-0.2, r2=0.04, p<0.001) and a direct correlation with TPI (r=0.2, r2=0.04,
p<0.001), though neither was statistically significant.

Conclusions: The factors influencing vitamin D levels in children with chronic
rheumatological conditions are complex. Regular monitoring of vitamin D levels is
essential, particularly for girls, who may be more susceptible to deficiencies.

Keywords: Nutritional status, Children, Rheumatological conditions
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POSTER SESSION 04: PEDIATRIC RHEUMATOLOGY
03-06-2025 4:50 PM - 5:50 PM

NAILFOLD CAPILLAROSCOPY IN JUVENILE ONSET AUTOIMMUNE DISORDERS WITH
PUFFY HANDS BUT WITHOUT RAYNAUD S PHENOMENON

Ileana-Cosmina Filipescu', Laura Damian?, Mihaela Sparchez®, Mirela Crisan*, Laura

Muntean', Simona Rednic’

'"UMF luliu Hatieganu. SCJU, Rheumatology, Cluj-Napoca, Romania, 2SCJU, Rheumatology,
Cluj-Napoca, Romania, 2 UMF IULIU HATIEGANU, Paediatrics, Cluj-Napoca,

Romania, “PAEDIATRICS I, Cluj-Napoca, Romania

Background and Aims: Noninvasive screening and disease monitoring are an unmet need
in pediatric autoimmune disease. Nailfold video capillaroscopy (NFC) is a validated
technique for microvascular surveillance in rheumatologic diseases and should be
considered as an early screening tool for the detection of microangiopathy in young
patients with unclear autoimmune disorders. We aimed to identify variations in NFC in
pediatric patients with puffy hands without Raynaud “s phenomenon and the association
with disease activity.

Methods: We present five young patients (3 boys and 2 girls), with puffy hands onset
between 5-13 years. NFC was performed using video capillaroscopy equipped with a 200x
magnification contact lens (Video 3.0) at 8 digits in a quiet, temperature-controlled room
(22-24 °C) according to expert recommendations.

Results: They suffered persistent and progressive polyarthralgia, myalgia, swelling and
stiffness of the bilateral fingers, hands, ankles. The Raynaud’s phenomenon was absent at
that moment. Inflammatory markers were only mildly elevated. Serologic analysis included
an elevated anti-nuclear antibody with negative result for other extractable nuclear antigen
and other relevant antibodies. The nailfold capillaroscopy performed at diagnhosis was
abnormal and confirmed an ‘active’ scleroderma pattern. These aspects guided and
influenced the treatment with good resolution of many symptoms after 6 months of
therapy. Significant amelioration of capillaroscopic changes in young patients as response
to the treatment has been reported.

Conclusions: We think that nailfold video capillaroscopy should be included as a screen
for early assessment of all young patients with puffy hands and other nonspecific
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COMPOUND HETEROZYGOUS UNC13D MUTATION IN A PATIENT WITH JUVENILE
IDIOPATHIC ARTHRITIS

Maria-Magdalena Tamas', Romana Vulturar?, Simona Rednic’, Laura Damian?

"luliu Hatieganu" University of Medicine and Pharmacy, County Emergency Clinical
Hospital, Rheumatology, Cluj-Napoca, Romania, 2"luliu Hatieganu" University of Medicine
and Pharmacy, Molecular Sciences, Cluj-Napoca, Romania, *County Emergency Clinical
Hospital, Rheumatology, Cluj-Napoca, Romania

Background and Aims: Juvenile idiopathic arthritis (JIA) is an
autoimmune/autoinflammatory joint disease that frequently occurs along with other
inflammatory or haematological diseases. Despite the identification of numerous gene
variants through genome-wide association studies, their role in the pathogenesis of JIA and
of associated diseases remains unclear. Potentially causal JIA genes participate in
pathways such as antigen presentation, cytokine signalling or their regulatory
mechanisms.

Methods: We present a 28-yr adult female patient diagnosed with polyarticular JIA at the
age of ten, who was found to be compound heterozygous for UNC13D variants of unknown
significance (VUS).

Results: She presented with symmetric arthritis. Radiographs of the hands and feet
showed juxtaarticular osteoporosis and a left tibio-tarsal joint erosion. She had mild
inflammation (ESR 24 mm/h, CRP 0.8 mg/dl, normal<0.5) and rheumatoid factor was
positive (321U, normal <8), while anti-nuclear and anti-CCP antibodies were negative. She
is currently well on baricitinib. Her brother carrying the same VUS had a prolonged post-
Covid reactive arthritis. During a cautious follow-up, none of them had signs of
macrophage activation syndrome (MAS).

Conclusions: UNC13D (Munc13-4) has been described as one of the most important
genes in lymphohistiocytosis. Nevertheless, JIA has been reported in a patient with
systemic JIA, without MAS, who was compound heterozygous for UNC13D and had
defective NK cytotoxic function. As cytotoxic deficiency cannot be ruled out in our patient,
JAK inhibitors may reduce the risk of MAS. JIA phenotypes may be influenced by different
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gene variants. Genetic testing could pave the way for improved patient stratification and
shared therapeutic targets.

Keywords: juvenile idiopathic arthritis, UNC13D, lymphohistiocytosis
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OCULAR SARCOIDOSIS IN PEDIATRIC PATIENT: A CASE REPORT

Ana Laterza’, Judith Mura', Bruno Dominguez?, Natalia Irala?, Cynthia Vega®4, Natalia
Cabrera*®, Jorge Lopez Benitez?*®

'Centro Privado de Reumatologia, Asuncioén, Paraguay, 2Centro Médico La Costa,
Asuncioén, Paraguay, *Hospital General Pediatrico - Servicio de Reumatologia, Asuncion,
Paraguay, “Grupo de estudio en Reumatologia Pediatrica, Asuncién, Paraguay, °IPS
Reumatologia Pediatrica, Asuncién, Paraguay, ®Departamento de Hematologia Pediatrica
FCM - UNA, Asuncion, Paraguay

Background and Aims: Sarcoidosis is a systemic granulomatous disease that rarely
presents in the pediatric population.[1, 2] The eye remains as a common site for presenting
symptoms in up to 40% of the patients diagnosed with sarcoidosis. [3] The diagnosis is
based on three major criteria: a compatible clinical presentation, finding non-necrotizing
granulomatous inflammation in one or more tissue samples, and the exclusion of
alternative causes of granulomatous disease.

Methods: Case Report.

Results: A nine-year-old male initially presented with a history of painless, bilateral visual
acuity decline. Fundoscopic examination revealed findings consistent with posterior uveitis
and bilateral vitritis, with a predominance in the left eye. Although a biopsy was not
performed, a HRCT scan revealed pulmonary lesions, consistent with a diagnosis of
systemic sarcoidosis involving the eyes and the lungs. Other diseases were ruled out (PPD
negative, ANCA negative, Lyme is not relevant in Paraguay). The patient was initially treated
with prednisone at a dosage of 30 mg, methotrexate (25mg subcutaneously weekly) for 7
months, resulting in clinical improvement, which further allowed to confirm a diagnosis of
sarcoidosis. A transition to adalimumab was planned; however, due to financial
constraints, the initiation of adalimumab was delayed to . Despite this, the patient
continued to show improvement during the interim period, with lungs clear of nodules by
CT scan.

Conclusions: This case demonstrates the importance of ruling out sarcoidosis in young
patients presenting with posterior uveitis. The prompt treatment with adalimumab is ideal,
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however, prednisone and methotrexate demonstrated to be good enough given the
economic situation.

Keywords: Sarcoidosis, pediatric, ocular
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KLOTHO PROTEIN IN PATIENTS WITH JIA

Violetta Opoka-Winiarska, Aleksandra Rybkowska
Medical University of Lublin, Department Of Pediatric Pulmonology And Rheumatology,
Lublin, Poland

Background and Aims: Klotho (KL) is a protein that seems to play a role in various
childhood disorders. We have studied bone metabolism in children with juvenile idiopathic
arthritis (JIA), including the Klotho.

Methods: The study included 72 patients with JIA aged 4-18 years. The control group
consisted of 29 healthy children matched for age. In both groups, parameters of bone
metabolism in blood serum were examined, including Klotho protein. Klotho detection was
performed using a commercially available enzyme-linked immunosorbent assay (ELISA)
kit. Bioethical committee no: KE-0254/112/2017 (funding: DS 410 Medical University of
Lublin).

Results: In the JIA group, the mean KL concentrations were: 1716.7 + 975.7 pg/ml, while in
the control group: 2337.9 £ 966.7 pg/ml. Comparison of KL values showed significantly
lower values in the JIA group compared to the control ( p = 0.003). The KL value was
compared in the JIA group depending on the course of the disease: oligoarthritis,
polyarthritis and enthesitis. No significant differences were found between these groups.
The differences in KL values between the JIA group treated with glucocorticosteroids and
the untreated were also not statistically significant. No significant correlations of KL with
disease activity parameters or bone metabolism parameters, including vitamin D were
found in the JIA group.

Conclusions: It has been determined that KL deficiency may cause mineral metabolism
disorders, impaired growth, calcification of blood vessels and soft tissues. Studies also
indicate chondroprotective effects of KL. Therefore, reduced concentration in JIA may
indirectly indicate bone metabolism disorders and other tissues in children with JIA.

Keyword: JIA, Klotho
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IMUNOMODULATORY EFFECTS OF YU-PING-FENG FORMULA ON PRIMARY
SJO_GREN’S SYNDROME: INTERROGATING THE T CELL RESPONSE

Sulan Yu, Xiang Lin
the University of Hong Kong, School Of Chinese Medicine, Hong Kong, Hong Kong PRC

Background and Aims: Ethnopharmacological treatments have shown beneficial effects
in the clinical practice of autoimmune disorders. However, the underlying mechanism of
immunomodulatory effects remains challenging, given the complicate composition of
herbal medicines. Here, we developed an immunological approach to interrogate the T
helper cell response.

Methods: Through data mining, we hypothesized that Chinese medicine formula Yu-Ping-
Feng might be a promising candidate for treating primary Sjégren syndrome, a common
autoimmune disease manifested by exocrine gland dysfunction. Mice with active Sjogren
syndrome were treated with Yu-Ping-Feng formula for a specified duration to evaluate its
impact on disease progression. Salivary function, serum autoantibody levels, and immune
cell populations were assessed post-treatment. Coculture assays and adoptive transfer
models were employed to investigate the direct effects of Yu-Ping-Feng on different
immune cells. We also recruited 20 patients with primary Sjégren syndrome and
conducted a pilot study of 8-weeks therapy of Yu-Ping-Feng formula.

Results: Yu-Ping-Feng therapy ameliorated the experimental Sjogren syndrome pathology
in mice, showing improved salivary function and decreased serum levels of
autoantibodies. Both effector T and B cells were significantly suppressed. Further analyses
using coculture assays and adoptive transfer models demonstrated direct inhibition by Yu-
Ping-Feng on the expansion and differentiation of effector/memory T-cells relevant to
Sjogren syndrome. Yu-Ping-Feng treatment also effectively improved fatigue symptoms and
exocrine gland functions, as well as reduced serum IgG/IgA levels, while effector T- and B-
cell subsets were significantly decreased in patients.

Conclusions: Our findings suggest a novel approach to assess the immunomodulatory
effects of Yu-Ping-Feng formula, which may be favorable for patients with autoimmune
disorders.

Keywords: adoptive transfer, Chinese medicine formula, Sjégren syndrome
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GINSENG-EPIMEDII FORMULA AMELIORATED EXPERIMENTAL SJIOGREN’S SYNDROME
VIA REDUCING IL-6 PRODUCTION

Jing Xie, Xiang Lin
The University of Hong Kong, Li Ka Shing Faculty Of Medicine, HongKong, Hong Kong PRC

Background and Aims: Primary Sjogren's syndrome (pSS) is an autoimmune disease
marked by exocrine gland dysfunction and systemic immune dysregulation. Current
therapies, such as B cell depletion, offer limited efficacy in restoring glandular function.
This study examines the therapeutic effects of the Ginseng-Epimedii (GE) formula, a
traditional herbal remedy, on experimental Sjogren's syndrome (ESS), with a focus on its
modulation of interleukin-6 (IL-6) and effector T cell responses.

Methods: ESS was induced in C57BL/6N mice via immunization with salivary gland
proteins. Mice received oral GE treatment for 14 days. Salivary gland function was
assessed through pilocarpine-stimulated saliva collection, and serum autoantibodies were
quantified by ELISA. Flow cytometry was used to measure IL-6 production by antigen-
presenting cells and the differentiation of Th17 and T follicular helper (Tfh) cells.
Immunofluorescence was performed to assess IgG deposition and AQP5 expression in the
salivary gland. A network pharmacology analysis was conducted to explore GE's active
components and their target pathways in pSS.

Results: GE treatment significantly improved salivary function and reduced anti-SSA
autoantibodies. IL-6 production by B cells and dendritic cells was markedly suppressed,
along with reduced Th17 and Tfh cell differentiation. These results indicate that GE
modulates the immune microenvironment, limiting effector T cell activation and
autoantibody

production.
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Conclusions: GE formula shows significant immunomodulatory effects in ESS by reducing
IL-6 production and restraining effector T cell responses, highlighting its potential as a
novel therapeutic candidate for treating pSS and related autoimmune disorders.
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NAVIGATING THE DIAGNOSTIC MAZE AND TREATMENT DIFFICULTIES IN REFRACTORY
MULTICENTRIC RETICULOHISTIOCYTOSIS

Gabriele Minseviciute, Marija Montvydaite, Irena Butrimiene
Vilnius University Faculty of Medicine, Vilnius, Lithuania

Background and Aims: Multicentric reticulohistiocytosis (MRH) is a rare systemic
granulomatous disorder of unknown etiology, characterized by papulonodular skin lesions
and destructive arthritis.With fewer than 300 cases reported in the literature, its true
prevalence remains unclear. We present a particularly challenging case of a patient with
refractory MRH, highlighting the complexities in diagnosis and management.

Methods: A case description of MRH .

Results: A 35-year-old female presenting with arthritis affecting the knees and small joints
of her hands, accompanied by papulonodular rashes on the fingers (Image 1), was
admitted to Vilnius University Hospital, Santaros Klinikos, Department of Rheumatology in
September 2023. Examination revealed positive anti-Ro-52 antibodies, atypical findings in
videocapillaroscopy and sonoscopic evaluation showed active synovitis. Synovial fluid
analysis suggested lymphocitic inflammation. A thorough investigation ruled out systemic
connective tissue diseases, paraneoplastic syndrome and potential infectious causes.
Although the skin biopsy was suggestive of sarcoidosis, further testing excluded this
condition, leading to a diagnosis of MRH. Initial therapies with NSAIDs, corticosteroids,
hydroxychloroquine, methotrexate were inadequate as follow-up sonoscopic evaluations
revealed the development of joint erosions. Consequently a combination therapy of
adalimumab and methotrexate was initiated but after three months, there was no

7% a3l
A Mosaic of
?Y Autoimmunity
N ¥

VENICE, ITALY, 6-8 MARCH 2025

on UNLoK
3




N 8™ INTERNATIONAL CONGRESS ON
CWRARA CONTROVERSIES
Autoimmunity Network Member I N RH EU MATO LOGY

& AUT@IMMUNITY

noticeable improvement. Image 1. Typical to MRH skin

rash.

Conclusions: This case highlights the challenges in managing MRH. Due to the rarity of
this disease, the treatment is largely empirical. Literature suggests that combining TNF-
alphainhibitors with methotrexate yields the best results in controlling arthritis. Other
therapeutic options include bisphophonates, other synthetic disease-modifying drugs, and
biologic agents such as tocilizumab, anakinra and JAK inhibitors.

Keywords: arthritis, multicentric reticulohistiocytosis, TNF-alpha inhibitors

(el

(il A Mosaic of
Autoimmunity
on UNLoK

Y

VENICE, ITALY, 6-8 MARCH 2025

cora.kenes.com



“ . 8™ INTERNATIONAL CONGRESS ON
CRARA CONTROVERSIES
ity ot e IN RHEUMATOLOGY

& AUT@IMMUNITY

PV048 / #225

POSTER SESSION 05: AUTOIMMUNE DISEASE MANAGEMENT
03-07-2025 2:10 PM - 3:10 PM

EVALUATION OF GENES INVOLVED WITH METABOLISM IN PATIENTS WITH SJOGREN”S
DISEASE

Julian Ambrus’, Alexander Jacob’, Abhay Shukla?
'SUNY at Buffalo School of Medicing, Allergy, Immunology And Rheumatology, Buffalo,
United States of America, 2Ilmmco Dlagnostics, Buffalo, United States of America

Background and Aims: The aim of the current study was to evaluate mutations in genes
affecting metabolism in a population of patients with Sjogren’s disease.

Methods: Whole exome sequencing and sequencing of mitochondrial DNA was performed
on 194 patients meeting clinical criteria for Sjogren’s disease with autoantibodies
associated with Sjogren’s disease (SSA, SSB, anti-SP1, anti-CA6, anti-PSP)

Results: Of 194 patients (Age 21-81; mean age 54.2 +/- 13.5 years) evaluated, significant
mutations were identified in 192. Many patients had mutations in several genes. The most
common mutations were mitochondrial respiratory chain genes (complex 1 - 76, complex
3-44, complex4-19, complex 5 - 49). Other mutations affecting the mitochondrial were
MT-DLOOP mutations (10), mutations in M-tRNA genes (17), genes affecting carnitine
(CPT2-4; SLC22A5 - 2), genes causing mitochondrial depletion (MCME1 -1, RRMP8 -1,
POLG -3, TK-1), gene causing CoQ10 deficiency (PDSS2 - 1) and succinate
dehydrogenase deficiency (1). Glycogen storage diseases were identified in 7 patients
(Type ll=1, Type llla-1, Type V-1, Type IX-1 and Type Xl - 3). Treatment of these disorders
with appropriate diet and medications resulted in significant improvement in fatigue,
exercise intolerance, gastrointestinal dysmotility, joint pain and recurrent infections.
Interestingly, 53 patients had various food hypersensitivities — appropriate elimination diets
contributed to improved energy and gastrointestinal function.

Conclusions: Metabolic disorders are common in patients with Sjogren’s disease.
Treatment of the underlying metabolic disorders benefits patients symptomatically.
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INHIBITION OF GLYCOLYSIS PREVENTS EARLY MANIFESTATIONS OF SJOGREN’S
DISEASE IN AN ANIMAL MODEL

Julian Ambrus, Alexander Jacob
SUNY at Buffalo School of Medicine, Allergy, Immunology And Rheumatology, Buffalo,
United States of America

Background and Aims: Metabolic abnormalities are associated with multiple autoimmune
diseases. We described metabolic abnormalities in the IL14a transgenic mouse model (TG)
for Sjogren’s disease (SD) (Clin. Exp. Rheum. 36: 301, 2018). The aim of the current study
was to determine affects of blocking glycolysis on manifestations of SD in TG mice at
different stages of disease.

Methods: Groups of 6 TG mice were treated with either deoxy-glucose (DG), metformin (M)
or rapamycin (RP) from either 6-7 months of age or 10-14 months of age. The presence of
eye disease was determined by observation, the presence of salivary gland disease
determined by measurement of salivary gland secretions after pilocarpine stimulation and
the level of immunoglobulins in serum by ELISA .

Results: Mice treated with DG starting from 6 -7 months of age showed normalization of
salivary gland secretions, eye disease and hypergammaglobulinemia. Mice treated with RP
had modest improvement in salivary gland secretions, no change in eye disease, reduced
IgM, but no changes in IgG. In contrast, M treatment did not improve any of these clinical
manifestations. DG completely blocks glycolysis while RP reduces the reliance on
glycolysis by blocking mTOR. In total contrast, TG mice treated with DG, M or RP from 10-14
months of age exhibited no significant changes in disease manifestations.

Conclusions: Early manifestations of SD in TG mice rely on glycolysis. Later
manifestations of SD in TG mice do not rely on either glycolysis or mitochondrial respiratory
chain function. Metabolism differs at different stages of SD.
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AUTOANTIBODIES IN A COHORT OF PATIENTS WITH CLINICALLY DEFINED SJOGREN’S
DISEASE

Julian Ambrus’, Abhay Shukla?, Alexander Jacob’
'SUNY at Buffalo School of Medicing, Allergy, Immunology And Rheumatology, Buffalo,
United States of America, 2Ilmmco Dlagnostics, Buffalo, United States of America

Background and Aims: Many patients with Sjogren’s disease lack SSA. Antibodies to
salivary gland protein 1 (SP1), carbonic anhydrase 6 (CA6) and parotid secretory protein
(PSP) are seen in patients with Sjogren’s Disease (Clin. Immunol. 182: 24, 2017; Cornea 4:
405, 2018; Clin. Exp. Rheum. 40: 2387, 2022). These studies evaluated antibodies to SP1,
CA6 and /or PSP in a cohort of patients with clinically defined Sjogren’s syndrome.

Methods: Charts were reviewed of 194 patients with xerostomia, xerophthalmia, positive
Schirmer’s tests, fatigue, arthralgias and often gastrointestinal dysmotility ((Age 21-81;
mean age 54.2 +/- 13.5 years; 11% Male) who had autoantibody testing done as part of
routine care.

Results: All patients had autoantibodies to SSA, SSB, SP1, CA6 and / or PSP. Only 7
patients had antibodies to SSA and 1 to SSB. Ninety patients had antibodies to SP1, 102 to
CA®6 and 49 to PSP. Ninety-seven patients had autoantibodies to only one autoantigens: 35
to SP1(19 1gM), 49 to CA6 ( 33 1gG ) and 13 to PSP. Food hypersensitivities were identified in
53 patients, 40 of whom had antibodies to CAG6.

Conclusions: Many patients with clinically defined Sjogren’s disease lack antibodies to
SSA, but have antibodies to SP1, CA6 and / or PSP. Many patients with Sjogren’s disease
and food hypersensitivities have antibodies to CAB6. Further study is needed to evaluate
evolution of autoantibodies in patients with Sjogren’s disease over time as well as to
determine whether a particular autoantibody correlates with or predicts a particular
clinical manifestation.

Keyword: Sjogren's, autoantibodies
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FROM DRY EYES TO NEUROLOGICAL SURPRISES: A UNIQUE SJIOGREN’S SYNDROME
CASE

Austeja Simkute, Marija Montvydaite, Irena Butrimiene

Vilnius University Faculty of Medicine, Vilnius, Lithuania

Background and Aims: Primary Sjogren’s syndrome (PSS) is a chronic autoimmune
disorder marked by xerostomia and xerophthalmia, alongside various neurological
manifestations. While involvement of peripheral nervous system (PNS) is common,
involvement of the central nervous system (CNS) is rare. This report highlights an unusual
case of autoimmune CNS vasculitis and myeloradiculitis as the initial manifestation of
PSS.

Methods: We present a case study of a PSS associated with myeloradiculitis and CNS
vasculitis.

Results: A 74-year-old female was admitted to the Neurology department with a four-
month history of progressive, asymmetric lower limb weakness and hypoesthesia in the
perineal area and legs. Neurological examination revealed lower limb asymetric
paraparesis with bowel and bladder dysfunction (ASIA C). The patient was thoroughly
assesed for infections and paraneoplastic syndrome. Spine MRI indicated thoracic
myelopathy at Th3-Th4, leptomeningeal enhancement in the conus medullaris, and root
enhancement in the cauda equina. Brain MRl revealed ischemic changes characteristic of
small vessel vasculitis. After consulting with a rheumatologist, PSS was suspected, as the
patient had lymphopenia and, elevated inflammatory markers, and a history of dry eyes
and mouth, positive Anti-Ro/SSA and borderline for Anti-Ro-52. The biopsy of small salivary
glands confirmed the diagnosis of PSS based on the 2016 ACR-EULAR classification
criteria. The patient was treated with IV methylprednisolon, plasmapheresis and
cyclophosphamide. Although her condition stabilized, neurologic deficits persist.

Conclusions: Early diagnosis and proactive treatment of PSS are essential for effective
management and positive long-term outcomes, though treatment for CNS involvement
remains poorly defined.
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IGG4 RELATED DISEASE: UNCOMMON FEATURES OF A RARE DISEASE
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