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ORAL PRESENTATIONS

OP 1

Incidence of COVID-19 in patients treated with infliximab com-
pared to patients treated with rituximab

Melong Pianta Cathy Mireille?, Lauper Kim2, Courvoisier Delphine?,
Cunningham Tim?®, Allali Daniéle?, Finckh Axel*

Division of rheumatology, Geneva University Hospitals,Geneva,Switzerland;
2University of Manchester, Manchester Academic Health Science Centre; 3Private
practice, Geneva, Switzerland; “Division of Immunology, Geneva University Hos-
pitals,Geneva,Switzerland

Background: The prevalence of anti-SARS-CoV-2 IgG antibodies in the
Geneva population was estimated at 9.7% end of April 2020.Immuno-
suppressed patients may be at increased risk of developing severe forms
of COVID-19. Itis unknown whether the increasing risk is due to immune-
mediated diseases by themselves or to specific immunosuppressive
therapies. We postulated that long-lasting cell-depleting therapies may
increase the risk of severe COVID-19 more than targeted anti-cytokine
therapies.

Objectives: To determine whether patients treated with rituximab (RTX)
have more severe forms of COVID-19 compared to patients treated with
anti-cytokine therapies, such as infliximab (IFX).

Methods: We included all patients who received infliximab or rituximab
at the Rheumatology Division of the Geneva University Hospitals be-
tween January 1 and February 28,2020. We called each patient and ad-
ministrated a questionnaire with predefined questions on COVID-19
symptoms and COVID-19 diagnosis occurring between 01.03.2020 and
the 15.05.2020, which represents the first wave of the COVID 19 pan-
demic in Switzerland.We compared baseline characteristics using de-
scriptive statistics.

Results: During the study period, 86 patients received either rituximab
(RTX, n = 31) or infliximab (IFX, n = 55).We were able to retrieve com-
plete COVID-19 information from 77 (90%) patients. Baseline character-
istics in the two groups were balanced, but for significant differences in
the underlying diagnoses (more RA with RTX and more spondyloarthritis
(SpA) with IFX). Overall, 12(16%) patients have reported symptoms of
plausible COVID-19; 9(18%) on IFX and 3(12%) on RTX(p = 0.74). Only
one patient suffered from a severe evolution( death) after a nasopharyn-
geal Swab PCR confirmed SARS-COV-2 infection, 6 weeks after receiv-
ing RTX. During this first wave of COVID-19 epidemic, the incidence rate
of plausible COVID-19 was 2.7 (95% CI: 1.4-5.4) cases/1000 patients-
days on IFX, compared to 1.61 (0.53-4.93) cases/1000 patients-days on
RTX,a similar rate( Crude p = 0.43, ajusted P = 0.15).The incidence rate
of severe COVID-19 was null on IFX compared to 0.52 (0.07-3.68)
cases/1000 patients-days on RTX.

Conclusion: The incidence and prevalence of COVID-19 was similar in
both group;however further research is needed to evaluate a potentially
increased risk for severe evolution of COVID-19 on RTX,as suggested
in our sample. The study is ongoing, with an analysis of a broader patient
sample.

OP 2

Objectives: Describe the proportion and phenotype of patients with
axSpA initiating their first TNFi as monotherapy compared to
TNFi+csDMARD combination therapy, and to compare the one-year
TNFi retention between the two groups.

Methods: Data from 13 European registries was collected. Two expo-
sure treatment groups were defined: TNFi monotherapy at baseline, and
TNFi+csDMARD combination therapy. One year TNFi retention rates
were assessed with Kaplan-Meier curves for each country and com-
bined. Hazard ratios (HR, 95% CI) for discontinuing the TNFi were ob-
tained with Cox models: (i) crude; adjusted for (ii) country, and (iii) coun-
try, sex, age, calendar year, disease duration and BASDAI. Participating
countries were dichotomized into two strata, depending on their 1 year
retention rate being above (stratum A) or below (stratum B) the average
retention rate across all countries.

Results: 22,196 axSpA patients were included with 34% on
TNFi+csDMARD combination therapy. Baseline characteristics are pre-
sented in table 1. Overall, the crude TNFi retention rate was marginally
longer in the combination therapy group (80% (79-81%)) compared to
the monotherapy group (78% (77-79%)) and this was primarily driven by
differences in country stratum B (fig. 1). TNFi retention rates varied sig-
nificantly across countries (range:-11.0% to +11.3%), with a clear dis-
tinction between the 2 country strata. The HRs for discontinuation over
12 months (reference = TNFi monotherapy) in the 3 models were: (i) 0.88
(0.82-0.93), (ii) 0.87 (0.82-0.92), (iii) 0.88 (0.82-0.93).

Conclusions: Considerable differences were observed across countries
in the use of combination therapy and TNFi retention. The overall 1-year
treatment retention was higher with csDMARD co-therapy compared to
TNFi monotherapy. In all Cox analyses, TNFi monotherapy had a 12-
13% higher risk of treatment discontinuation.

OP 3

Co-medication with a conventional synthetic DMARD in patients
with axial spondylarthritis is associated with improved retention
of TNF inhibitors: results from the EuroSpA collaboration.

Nissen MJ*, Delcoigne B, Di Giuseppe D?, Jacobsson L?, Fagerli K2,
Gitte Loft A%, Ciurea A?, Nordstrom D2, Rotar Z%, lannone F*, Santos MJ?,
Pombo-Suarez M?, Gudbjornsson B?, Mann H?!, Akkoc N, Codreanu C?,
van der Horst-Bruinsma I, Michelsen B!, Macfarlane G, Lund Hetland
M?, Tomsi? MY, Moller B!, Avila-Ribeiro P!, Sanchez-Piedra C!, Relas
H*, Geirsson AJ?, Nekvindova LY, Yildirim Cetin G?, lonescu R*, Askling
Y?, Glintborg B, Lindstrom U*

1EuroSpA Research Collaboration, on behalf of DANBIO (Denmark),
ARTIS (Sweden), SCQM (Switzerland), NOR-DMARD (Norway), ATTRA
(Czech Republic), Reuma.pt (Portugal), BIOBADASER (Spain), ROB-
FIN (Finland), biorx.si (Slovenia), ICEBIO (Iceland), TURKBIO (Turkey),
RRBR (Romania), ARC (Netherlands), BSRBR-AS (United Kingdom),
GISEA (ltaly).

Background: Patients with axSpA treated with a tumour necrosis factor
inhibitor (TNFi) may receive a concomitant conventional synthetic dis-
ease-modifying anti-rheumatic drug (csDMARD), although the value of
combination therapy remains unclear.

Swiss Medical Weekly 2020;150 (Suppl. 245) ¢ www.smw.ch

Markers of extracellular markers turnover are altered in patients
with very early systemic sclerosis

Dobrota Rucsandra?, Jordan Suzana?, Juhl Pernille?, Maurer Britta?,
Becker Mike!, Mihai Carmen Marina!, Bay Jensen Anne-Christine?,
Karsdal Morten?, Siebuhr Anne Sofie?, Distler Oliver*

University Hospital Zurich, Department of Rheumatology, Zurich, Switzerland,;
2Nordic Bioscience, Herlev, Denmark

Introduction: The very early diagnosis of patients with systemic sclero-
sis (veSSc) is important for a personalized follow-up and optimal timing
of treatment. In this study, we hypothesise that changes in extracellular
matrix (ECM) turnover, measured by ECM-degradation and formation
markers are present very early in SSc, before clinical fibrosis occurs. We
investigated serum-based ECM turnover markers as potential diagnostic
biomarkers for veSSc.

Material and methods: Patients with veSSc, defined as presence of
Raynaud’s syndrome and at least one of the following: puffy fingers, pos-
itive antinuclear antibodies or pathological nailfold capillaroscopy, with-
out meeting any classification criteria for SSc, were included, and com-
pared to healthy controls (HC, n = 29). Data and sera collection were
conducted by EUSTAR/VEDOSS standards. ECM-degradation (BGM,
C3M, C4M, C6M) and -formation markers (PRO-C3, PRO-C4, PRO-C5)
were measured in serum using ELISA-based assays. The statistical
analyses included Mann-Whitney U, Spearman correlation and ROC
analysis.

Results: Compared to HC, veSSc patients had higher levels of degra-
dation markers of type Il and IV collagens (C3M, C4M, both p <0.0001)
and of formation marker of type Il collagen (PRO-C3, p = 0.001) with an
overall lower turnover of type Ill and IV collagen (PRO-C3/C3M, PRO-
C4/C4M, both p <0.0001). Higher levels of the biglycan degradation
marker BGM (p = 0.005) and lower levels of the type VI collagen degra-
dation marker C6M (p = 0.004) were observed in veSSc. In ROC analy-
sis, markers of type Ill and IV collagen turnover could distinguish be-
tween veSSc and HC: C3M, AUC = 0.95, p <0.0001; C4M, AUC = 0.97,
p <0.0001; PRO-C3/C3M, AUC = 0.80, p <0.0001; PRO-C4/C4M, AUC
= 0.96; p <0.0001.

Conclusion: ECM turnover is altered in veSSc patients compared to HC.
Biomarkers of type Il and IV collagens could distinguish between veSSc
patients and HC, which may indicate that these markers are potential
diagnostic biomarkers complement clinical and immunological veSSc cri-
teria to assess risk of developing fibrosis related to SSc.
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CASES

Cl

A Case Of Not Anymore “Cryptogenic” Organizing Pneumonia.

Folly A!, Baumann Benvenuti F*, Dudler J*
1Rheumatology Clinic, HFR Fribourg, Switzerland

Background: Organizing pneumonia (OP) is a rare inflammatory and
fibroproliferative process affecting the lungs with a clinicoradiological pic-
ture associating constitutional and pulmonary symptoms with alveolar
opacities. Recovery is usually fast, complete and without sequelae, ei-
ther naturally or after corticosteroid treatment. The majority of cases are
cryptogenic (COP), but secondary organizing pneumonia (SOP) can oc-
cur, mainly related to drugs, infections and autoimmune diseases, in par-
ticular rheumatoid arthritis and myositis.

Case presentation: A 39-year-old Moroccan female patient presented
in April 2019 in another hospital with an episode of cough, fever and
basithoracic pain associated with systemic inflammation, radiographic
left lung infiltrate and pleural effusion. All microbiological studies re-
mained sterile and response to various antibiotics was poor. CT scan
demonstrated a massive infiltrate of the left lower lobe and the final di-
agnosis of COP was made based on the bronchoalveolar lavage and the
good response to corticosteroids, in the absence of obvious etiology. In
October 2019, just after corticosteroids’ discontinuation, the patient de-
veloped inflammatory axial pain and peripheral polyarthralgia, fatigue
and night sweating. She also mentioned cutaneous photosensibility and
familial history of Crohn’s disease. Acute phase reactants were again
elevated, and MRI of the spine and sacroiliac joints demonstrated multi-
ple enthesitis and signs of bilateral sacroiliitis. HLA-B27 was negative.
She then developed successively oligoarthritis, fever, diarrhea and ab-
dominal pain, as well as conjunctivitis, conjunctivitis that retrospectively
were recurrent for many years. She also presented new oral aphthous
ulcers, genital lesions, and a pathergy phenomenon. HLA-B51 was neg-
ative and the chest radiograph was now unremarkable. Fecal calprotec-
tine was strongly elevated and endoscopic exams revealed an ulcerative
pancolitis and esophageal ulcers. The diagnosis of Behget's disease was
finally made over Crohn’s disease with spondyloarthritis. Initial response
to high dose corticotherapy prescribed by the gastroenterologist was
good, and the evolution excellent with adalimumab.

Conclusion: This case demonstrates a rare association of OP with
Behget's disease. It also shows that even if OP is often cryptogenic and
its course usually rapidly favorable, it can also be the initial mode of
presentation of an autoimmune disease.

C2

greatly improved disease control with an almost total recovery and re-
mission to date.

Conclusion: IGM is an uncommon inflammatory disease with mostly a
protracted course and a high impact on quality of life in a generally young
patient population. This condition remains a challenge both in terms of
diagnosis and treatment. If high dose corticosteroids and methotrexate
are common recommended treatment options with surgery, our case
demonstrated significant response to leflunomide. This could be an in-
teresting option when corticosteroids with or without methotrexate failed,
allowing avoidance of surgery with unaesthetic and uncertain results.

C3

Idiopathic Granulomatous Mastitis Successfully Treated With
Leflunomide : A Case Report.

Folly Al, Baumann Benvenuti F!, Dudler J*
1Rheumatology Clinic, HFR Fribourg, Switzerland

Background: Idiopathic granulomatous mastitis (IGM) is a rare, benign,
chronic inflammatory breast disease of unknown origin. It mimics ab-
scess or breast cancer, and primarily affects young and childbearing
women, often with a history of breastfeeding and originated from Middle
East, Hispanic, Mediterranean and Asian countries. Due to the rarity of
the condition, diagnosis and treatment remain a challenge.

Case presentation: A 35-year-old female Afghan patient, with a perti-
nent medical history of three pregnancies (all breastfed) and one lacta-
tion-related mastitis, presented with multiple inflammatory painful
masses of her right breast, complicated by two ulcerations and fistulae
with serosanguineous discharge and an axillary adenopathy. Except for
chronic fatigue, the rest of history and examination was not contributive.
Several courses of empiric and systemic antibiotics were ineffective. Cul-
tures of the discharge fluid was sterile. A first biopsy mentioned an ab-
scessed cystic lesion. MRI study demonstrated multiple enhancing le-
sions and an axillary adenopathy. New biopsies highlighted fibro-inflam-
matory changes with non-caseating granuloma and giant cells, and a
reactive lymph node. All microbiological analyses performed (cultures,
Gram, Ziehl-Neelsen, PAS and Grocott stains, mycobacterial PCR) were
negative. Blood tests showed no systemic inflammation, normal ACE
and lysozyme, negative IGRA, ANCA and ANA tests. Chest radiograph
was normal. Despite high-dose corticosteroids for an IGM diagnosis,
alone and in combination with methotrexate and hydroxychloroquine,
disease control was unsatisfactory. However, switch to leflunomide

Swiss Medical Weekly 2020;150 (Suppl. 245) ¢ www.smw.ch

»Rigid“ lower back pain: a case of Stiff Person Syndrome

Verdon Aurore!, Genevay Stéphane!
Rheumatology Service/Medicine Specialties Department/University Hospitals of
Geneva/Switzerland

Case description: A 61-year-old woman known for Hashimoto thyroidi-
tis was referred to our rheumatology department for non-specific low
back pain (LBP). Truncal rigidity, progressive scoliosis, severe hyper-
lordosis persisting during trunk flexion, and episodic muscle spasms elic-
ited by physical or emotional stress were keystone symptoms and signs.
Besides, an electromyogram had shown constant lumbar paraspinal
muscular activity. This presentation suggests the diagnosis of Stiff Per-
son Syndrome (SPS), a rare auto-immune disease linked to anti-glu-
tamic acid decarboxylase antibodies (anti-GAD). High-level of anti-GAD
confirmed the diagnosis and a favourable evolution was noted with diaz-
epam 3x2 mg/j.

Physiopathology and diagnosis: Anti-GAD are marker of SPS, but are
also present in a few other neurological diseases. Physiopathology hy-
pothesis suggests modulation of the neurotransmitter GABA enhancing
spinal motor neurons hyperexcitability and unintentional co-contractions
of agonist and antagonist muscles. Association with auto-immune disor-
ders is known. Variants can present as stiff limb, or paraneoplasic syn-
dromes. Differential diagnosis includes non-specific LBP, spondyloar-
thropathy and extrapyramidal diseases. No definite consensus on diag-
nostic criteria has been defined; a combination of clinical presentation
(axial/limbs muscular rigidity, spasms), electromyogram (co-contraction
of agonist and antagonist muscles), positive anti-GAD and test treatment
with diazepam contributes to diagnosis.

Treatment and prognosis: LBP and disability due to limited movement
cause gait difficulties and falls. A recently published series reported a
poor prognosis, as 80% lost the ability to walk independently on an 8
years follow up. Diazepam is the first line empirical treatment along with
physiotherapy. Other agonist (eg. baclofen) or antiepileptic drugs are
also proposed. In case of resistance to symptomatic therapies, immune
modulating treatments are recommended. IVIG has the best evidence
with a small positive randomized controlled trial. A few case series of
Rituximab and plasma exchange reported rather disappointing results.
Conclusion: SPSis arare and challenging diagnosis in patient present-
ing with chronic LBP. Classic red flags fail to provide clinical clues to the
diagnosis, however recurrent spasm elicited by stress and hyperlordosis
should alert rheumatologists. Recognition of this disease is of paramount
importance to guide treatment approach.

References aside

c4

Whipple’s oligoarthritis in an Eritrean woman: a case-report

Benillouche Eva?, Pieren Amara?, Clerc Olivier?, Brulhart Laure®
1Department of Rheumatology, Réseau Hospitalier Neuchatelois, La Chaux-de-
Fonds, Suisse; 2Department of Internal Medecine and Infectious Disease, Réseau
Hospitalier Neuchatelois, La Chaux-de-Fonds, Suisse

Whipple's disease (WD) is linked to a chronic infection caused by
Tropheryma whipplei, a digestive bacterium. Asymptomatic carriage is
estimated between 1 and 11% in Europe. The typical patient is a middle-
aged Caucasian man presenting with weight loss and diarrhoea. Rheu-
matic manifestations usually occur after several years of disease.

A 59 year-old woman just arrived in Switzerland from Erytrea was re-
ferred to our outpatient clinic because of disabling joint pain. The pain
has started less than one year ago. There is no other complaint sugges-
tive of chronic inflammatory disease. On physical examination, both

EMHMedia
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knees were swollen, with marked, painful, limitation of right hip and left
shoulder range. Synovial fluid of the knee and hip was inflammatory
(14000 leuc/mm3), with no crystal neither bacteria, mycobacteria nor
fungus. Blood inflammatory markers were moderately elevated (CRP
21mg/L, ESR 44). X-rays confirmed destructive arthropathy. Due to Afri-
can origin and rapid joint destruction, we first looked for an infectious
disease, however serology for hepatitis, HIV, HTLV-1, Leishmania, Bru-
cella, Bartonella and Lyme disease were negative. A negative Quanti-
feron-TB gold test as well as a normal chest x-ray were against tubercu-
losis or sarcoidosis. Hands and feet X-ray did not show erosion. The im-
munological assessment was negative for rheumatoid factor, anti-CCP
and AAN. A thoraco-abdomino-pelvic CT scan was not relevant.

Finally, in front of an unclassifiable oligoarthritis, we did a Tropheryma
whipplei- PCR in saliva and stool, which turn out to be positive. A duo-
denal biopsy confirmed the diagnosis of WD. There was no neurological,
cardiac or ophthalmological involvement on extensive assessment. Pa-
tient was put on treatment with hydroxychloroquine and doxycycline ac-
cording to the recommendations.

Joint symptoms are common in WD, reported in up to 80 percent of pa-
tients, with no clear characteristic presentation. Migratory arthralgia as
well as oligoarthritis, spondylarthritis or sero-neronegative polyarthritis
have been described. This case is relevant due to rapidly destructive ol-
igoarthritis without any general symptoms in an African woman. Even if
WD classically affects middle age white male, a recent ltalian study
among migrants described an intestinal colonization in 11.2% of African
and 10.8% of Latin American. It is therefore important to think about WD
also in a migrant’s population in front of an unclassified arthritis.

C5

In a retrospective study, both M694V homozygosity and heterozygosity
were associated with increased risk of AA amyloidosis, and M694V mu-
tation is considered an important predicting factor of this complication. In
this context, we treated our patient and, while colchicine was partially
effective, she demonstrated excellent response to canakinumab, con-
firmed by recurrence of attacks when treatment was temporarily discon-
tinued.

In conclusion, this case demonstrates that FMF should be part of a wider
differential diagnosis, even in the presence of atypical symptoms, and
that heterozygosity does not prevent phenotypic disease. Interestingly,
the same mutation was found in the patient&#39;s mother, son, aunt and
nephew, which all have similar symptoms

C6

Symptomatic heterozygous Familial Mediterranean Fever suc-
cesfully treated with canakinumab: a case report

Lang-Andrey S.%, Dudler J.

Clinic of Rheumatology,HFR-Fribourg Cantonal Hospital, Villars-sur-Glane, Swit-
zerland

We present the case of a 35-year-old Portuguese female patient pre-
senting initially in 2010 spontaneously resolving episodes of high fever
for several weeks. Afterward, she suffered self-limited attacks lasting a
few days of polyarthralgia without synovitis, or unrelated attacks of cuta-
neous lesions lasting a few hours, all without any fever. She also com-
plains of multiple unspecific symptoms with recurrent headaches, per-
manent fatigue, intermittent abdominal pain and diarrhea, exertional
dyspnea and oral ulcers, without any history of genital ulcers or uveitis.

In 2019, she presented again recurrent episodes of fever lasting 1 to 3
days, often peaking in the evening. There were no clinical, biological or
radiological arguments for infection, neoplasia or autoimmune disorder,
but a heterozygous mutation of a Met694Val for the MEFV gene.

FMF is associated with mutations in the MEFV gene, which encodes the
inflammasome adaptor pyrin, and is classically defined as an autosomal
recessive disease characterized by recurring self-limited short episodes
of fever, polyserositis and arthritis. Nevertheless, as this case illustrates
it, heterozygous mutation carriers can suffer from a mild or incomplete
form of FMF which can mimic many rheumatologic diseases with atypical
symptoms. Up to 40% of patients with a clinical diagnosis of FMF carry
a single or no MEFV mutation, and another study found that, in 20-25%
of patients, only one MEFV gene mutation can be detected despite com-
plete sequencing of the gene. It is now clear that FMF can be caused by
a single MEFV mutation, with the influence of other modifiers genes or
environmental factors contributing to the variable penetrance and the
phenotypic variability.

Swiss Medical Weekly 2020;150 (Suppl. 245) ¢ www.smw.ch

An unusual case of leptomenigitis

Schlapfer-Pessina Al, Maeder P2, Dunet V2, La Rosa S% Dumusc Al
Rheumatology Department,Centre Hospitalier Universitaire Vaudois,Lau-
sanne,Switzerland; 2Radiology Department, Centre Hospitalier Universitaire Vau-
dois, Lausanne, Switzerland; %Institute of Pathology, Centre Hospitalier Universi-
taire Vaudois, Lausanne, Switzerland

We report the case of a 79-year-old woman hospitalized to investigate a
12 kg weight loss over the last 3 months with intermittent joint pain (an-
kles), dry eyes, dry mouth, chronic headaches and dizziness. The clinical
examination revealed a patient with a decreased general condition, re-
duced salivary pool, with no lymphadenopathy, synovitis or skin abnor-
mality. The neurological status was normal.

The investigations showed elevated ESR (62 mm/h), high ANA titer
(1:2560), positive anti-ENA with specificity for anti-SSA and anti-gp210.
Anti-dsDNA were negative but anti-CCP were positive (146U). There
was no complement consumption, no monoclonal gammapathy and no
cryoglobulinemia. Urine analysis showed no proteinuria or hematuria. A
PET-CT revealed mediastinal and hepatic lymphadenopathies. There
was no evidence of neoplasia on PET-CT, immunoelectrophoresis and
gynecological examination. An infectious cause was ruled out, especially
Lyme disease, syphilis, viral hepatitis and Whipple disease. Schirmer’s
test and sialometry were both pathological. Minor salivary glands biopsy
confirmed a focal lymphocytic sialadenitis (focus score >1). Cerebral MRI
showed a focal leptomeningitis without encephalitis. Cerebrospinal fluid
analysis identified increased protein levels consistent with a sterile lym-
phocytic meningitis.

We retained the diagnosis of Sjogren&#39;s syndrome, according to
ACR-EULAR2016 criteria, with central nervous system (CNS) impair-
ment, sicca and constitutional symptoms (ESSDAI 25). We did not ob-
serve any articular activity related to anti-CCP antibodies.

This clinical presentation of Sjogren&#39;s syndrome is rare. The overall
prevalence of neurologic disease in pSS is approximately 20% and CNS
involvement affects only 1-5% of the patients. Anti-gp210 are usually as-
sociated with primary biliary cholangitis, which can occur along with
Sjogren’s syndrome, but in this patient, there was no cholestasis.

Due to concerns about treatment tolerance in this frail patient, we choose
to treat her with rituximab and systemic glucocorticoids instead of cyclo-
phosphamide.

The treatment was well tolerated and the patient showed a good re-
sponse after a follow-up of 6 months. Constitutional symptoms resolved.
The patient regained weight and energy. Brain MRI showed an improve-
ment of focal leptomeningitis.

In conclusion, we report a case of Sjogren’s syndrome with severe CNS
involvement successfully treated with rituximab after 6 months of follow-
up.

EMHMedia
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POSTERS

P1

Efficacy and safety of tocilizumab in patients with giant cell arteri-
tis and visual impairment

Rubbert-Roth Al, Tschuppert S2, Neumann T2, Benecke U3, von
Kempis J*

Division of Rheumatology, Kantonsspital St Gallen; 2Division of Opthalmology,
Kantonsspital St Gallen; ®Division of Angiology, Kantonsspital St Gallen
Background: Tocilizumab (TCZ) represents a potent new therapeutic
principle for patients with GCA, however, data on efficacy and safety in
patients who present with visual affection is still limited.

Objective: To study the outcome of patients with GCA and visual affec-
tion treated with TCZ.

Methods: This retrospective analysis was performed on all patients with
GCA and visual disturbances consecutively recruited between April 2013
and May 2020 who underwent treatment with tocilizumab in addition to
corticosteroids.

Results: 19 GCA patients (14 women, 5 male) with a mean age of 73.4
+ 10 yrs at GCA diagnosis and 28 affected eyes were treated with tocili-
zumab in addition to corticosteroids. 4/19 patients presented with visual
disturbances on oral prednisone and 2/19 patients were on csDMARDs
(leflunomide, MTX) for polymyalgia. 2 patients experienced unilateral
blindness while receiving iv pulse corticosteroids. AAION was diagnosed
in 23/28 eyes, PION in 1/28 eyes and occlusion of the central retinal ar-
tery in 4/28 eyes. Loss of vision below 0.1 BCVA occurred in 12/28 eyes.
Non patients had bilateral blindness at baseline. 5/28 eyes were affected
by sectorial anopsia, impaired vision was reported in 11/28 eyes. 17 pa-
tients were treated with TCZ iv 8mg/kg every 4 weeks, 2 patients re-
ceived TCZ sc at 162mg every 2 weeks. All patients with visual symp-
toms received intravenous steroid boluses, followed by predni-sone
1mg/kg/day with subsequent tapering. Mean disease duration before in-
itiation of tocilizumab was 1.8 + 1.7 months. 11/19 patients started with
TCZ within 6 weeks after diagnosis of GCA, in 3 patients TCZ was
started because of refractory and/or relapsed disease. Mean duration of
TCZ therapy was 18.9 + 11.5 months. 14/19 patients were able to stop
steroids (GC) after a mean duration of 16.7 + 14.8 months and have
been steroid-free for an average time of 15 + 10.4 months. In addition to
cessation of GC, 8 patients have discon-tinued TCZ, 2 patients relapsed
after 11 and 14 months. At present, 6 patients remain drug-free for 3 to
28 months (16 + 11 months). None of the 12 eyes with vision < 0.1 BCVA
recovered, but no new vision disturbances occurred during TCZ or after
cessation of either TCZ or GC.

Conclusions: Inhibition of IL-6 with TCZ represents a safe treatment
option to prevent deterioration of visual complications in GCA patients
with initial visual impairment.

P2

(PBO+26) or 52-week prednisone tapering for achieving sustained glu-
cocorticoid-free remission in patients with giant cell arteritis (GCA).1
Among patients with new-onset GCA at baseline, both TCZ regimens
reduced the risk for GCA flare compared with PBO+26. Among patients
with relapsing GCA, only TCZ QW treatment reduced the risk for flare
compared with both PBO groups. Here, we report time to first flare over
3 years of the GIACTA trial (1-year part 1 + 2-year open-label part 2)
among patients with new-onset or relapsing GCA.

Methods: After part 1, patients entered open-label part 2, where the in-
vestigator decided GCA therapy (including initiation/termination of open-
label TCZ and/or glucocorticoids) according to disease status. Time to
first flare during the entire trial was assessed using Kaplan-Meier analy-
sis (intent-to-treat population) according to disease status at baseline
(new-onset or relapsing) based on original treatment groups: TCZ QW,
TCZ Q2W, or pooled PBO.

Results: Among patients randomly assigned in part 1, approximately
half of each group had new-onset GCA (Table). Median time to first flare
over 3 years was longer for patients assigned to TCZ treatment in part 1
than for those assigned to PBO for both disease onset subgroups. Lower
proportions of patients in the TCZ QW group experienced a flare during
the entire study (51% new-onset; 53% relapsing) than the pooled PBO
group (72% new-onset; 69% relapsing) and the TCZ Q2W group (73%
new-onset; 65% relapsing). Kaplan-Meier analysis of time to first flare
showed a clear separation between the TCZ QW and pooled PBO
groups over 3 years for both disease onset subgroups. Separation of
curves between the TCZ QW and TCZ Q2W groups was also observed
for both disease onset subgroups, although more accentuated in patients
with new-onset GCA.

Conclusion: In this 3-year analysis of GIACTA, time to first flare favored
TCZ QW over TCZ Q2W in patients with new-onset and relapsing GCA.
TCZ QW delayed time to first flare compared with PBO in patients re-
gardless of disease onset, supporting TCZ QW dosing in patients with
GCA.
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Introduction: In part 1 of the double-blind GIACTA trial, subcutaneous
tocilizumab (TCZ) every week (QW) or every other week (Q2W) with 26-
week prednisone tapering was superior to placebo (PBO) plus 26-week
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Efficacy of adjunctive methotrexate in patients with Giant Cell Ar-
teritis treated with tocilizumab plus prednisone tapering: subanal-
ysis of the GIACTA trial
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tonsspital St Gallen, Switzerland; 3Massachusetts General Hospital Rheumatol-
ogy Unit, Harvard Medical School, Boston, MA, USA

Background: Evidence regarding the efficacy of methotrexate (MTX) in
patients with giant cell arteritis (GCA) conflicts, and the benefit of adjunc-
tive MTX treatment is unclear. Here, we present data from a subanalysis
of the 52-week, double-blind, randomized controlled GIACTA trial in a
subgroup of patients with GCA who received MTX in addition to tocili-
zumab (TCZ) or placebo (PBO) in combination with prednisone tapering.

Objectives: Assess the efficacy of adjunctive MTX in patients with GCA.

Methods: In part 1 of GIACTA, patients were randomly assigned to TCZ
administered subcutaneously every week or every other week plus 26-
week prednisone tapering or PBO plus 26- or 52-week prednisone taper-
ing.1 MTX could be initiated at a stable dose during screening and re-
duced or discontinued at the investigator's discretion. Efficacy was de-
termined as the achievement of sustained remission (absence of GCA
flare and C-reactive protein <1 mg/dL from weeks 12 to 52 and adher-
ence to the prednisone taper).1 p values are based on t-tests.

Results: During part 1 of GIACTA, 28 of 250 (11%) treated patients re-
ceived adjunctive MTX for a median duration of 52.1 weeks, (14 of 149
(9%) TCZ-treated, 52.1 week median duration; 14 of 101 (14%) PBO-
treated, 51.9 week median duration). Patients who received MTX had a
longer disease duration, relapsing GCA more often, and tended to have
lower doses of prednisone at baseline. Characteristics were otherwise
balanced. The median cumulative glucocorticoid dose received over 52
weeks was similar in PBO (MTX 3033 mg, no MTX 3672 mg) and TCZ
(MTX 1339 mg, no MTX 1862 mg) groups. Fewer patients (43%) treated
with MTX achieved sustained remission compared to those without MTX
(TCZ group 43% vs 56%; PBO group 0 vs 18%). The mean 52-week
annualized relapse rate was similar regardless of MTX treatment for the
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TCZ (MTX 0.76 vs no MTX 0.47; p = 0.2549) or PBO (MTX 1.89 vs no
MTX 1.46; p = 0.4611) groups. Rates of adverse events per 100 patient-
years were numerically higher in MTX-treated patients (TCZ+MTX 1267,
TCZ 858; PBO+MTX 1331, PBO 952).

Conclusion: Preliminary data from a small subgroup of patients suggest
that adjunctive MTX does not increase the likelihood of sustained remis-
sion, reduce relapse rate, or improve steroid sparing in patients with
GCA. Response rates in TCZ-treated patients appear to be independent
of treatment with MTX. These results should be confirmed in larger stud-
ies.
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Serum calprotectin: a promising biomarker in rheumatoid arthritis
and axial spondyloarthritis
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Background: Calprotectin (S100A8/S100A9 protein) is known as a
damage-associated molecular pattern (DAMP) protein and reflects
mainly neutrophil activation. Serum calprotectin levels might be a good
alternative to acute-phase protein as a biomarker in inflammatory rheu-
matic diseases. The aim of this study is to investigate the association of
serum calprotectin with disease activity and severity in rheumatoid ar-
thritis (RA), axial spondyloarthritis (axSpA) and psoriatic arthritis (PSA).

Methods: Serum calprotectin was measured in patients with RA, axSpA
and PsA from the prospective Swiss Clinical : Quality Management
(SCQM) registry. Asymptomatic first-degree relatives of RA patients
were used as healthy controls (HC). Outcomes included swollen joint
count (SJC), Disease Activity Score (DAS), Health Assessment ques-
tionnaire (HAQ), joint radiographs and ultrasound power Doppler
(USPD) score for RA; Bath Ankylosing Spondylitis Disease Activity Index
(BASDAI), Ankylosing Spondylitis Disease Activity Score (ASDAS) and
coxitis for axSpA; SJC, Disease Activity Index for PSoriatic Arthritis
(DAPSA) for PsA. Comparison of outcomes by calprotectin quartile lev-
els was performed using Kruskal-Wallis tests for continuous outcomes
or trend tests for categorical outcomes.

Results: A total of 1729 subjects [RA = 969, axSpA = 451, PsA = 237
and HC = 72] were included. Median levels of serum calprotectin were
higher in each disease group compared to HC (p <0.01). In RA patients,
all clinical outcomes were statistically different between quartiles of se-
rum calprotectin, indicating an association between calprotectin levels
and higher disease activity (SJC, DAS and USPD scores) and severity
(joint radiographs and HAQ). This association remains true for SJIC in a
subgroup of RA without C-reactive protein (CRP) elevation. Calprotectin
seemed more accurate than CRP to discriminate disease activity in a
subgroup of RA treated with tocilizumab. In axSpA, an association be-
tween calprotectin levels and ASDAS score (p <0.01) and prevalence of
hip involvement (p = 0.02) was observed. For PsA patients, SJC and
DAPSA did not differ across calprotectin quatrtiles.

Conclusions: This large study supports the association of serum cal-
protectin levels with disease activity in both RA and axSpA, but not in
PsA. Serum calprotectin may constitute a useful biomarker when deter-
mination of acute-phase proteins cannot be reliably used such as in pa-
tients on anti-IL-6 therapies.

P 5

years in CZP-treated
(NCT01087762).

Methods: RAPID-axSpA was a phase 3 trial, double-blinded and pla-
cebo (PBO)? controlled to Week (WKk) 24, dose?blinded to Wk48 and
open-label to Wk204. CZP?randomised patients (WkO CZP: 200 mg
every 2 wks [Q2W] or 400 mg Q4W) continued their assigned dose
throughout; PBO?randomised patients received CZP from Wk24, or from
WK16 if non-responders. Blinded spinal MRI scans were evaluated for
FLs and inflammatory lesions in vertebral edges (VEs) at
WKk0/12/48/96/204. Changes in FL prevalence are reported as odds ra-
tios (estimated from a logistic regression model [OR; FL+/FL-]) between
time points/inflammation states, with nominal 95% confidence intervals
(CI), for WkO CZP.

Results: Of 325 axSpA patients, 89 and 47 initially randomised to CZP
or PBO, respectively, were eligible (had a BL and =21 post-BL MRI). 2,047
VEs were assessed at BL: inflammation was observed in 21.2% (mean
count; 5.0/patient), FL in 29.8% (mean count: 6.8/patient) and both in
10.6% of VEs. At BL, FLs were more often observed in inflamed VEs vs
non-inflamed VEs (OR: 3.06; 95% CI: 2.14, 4.35). This difference in-
creased over time: FLs were more frequently observed at Wk204 vs BL
in VEs that were inflamed at BL (4.91; 2.58, 9.32) compared with VEs
that were not inflamed at BL (1.15; 0.78, 1.72). Resolution of inflamma-
tion by Wk12 appeared to lower the risk of FL prevalence over 4 years.
When adjusted for BL VE status, FLs were more often observed in VEs
with vs without Wk12 inflammation at Wk48 (1.49; 0.41, 5.36), Wk96
(2.91; 0.82, 10.40) and Wk204 (6.35; 1.66, 24.32).

Conclusion: Inflammation that prevailed after CZP treatment initiation
was associated with increased FL prevalence over 4 years. Reduction of
inflammation by Wk12 reduced the risk of FL long-term, indicating the
importance of early inflammation treatment in axSpA patients.

Acknowledgements: This study was funded by UCB Pharma. Editorial
services were provided by Costello Medical.
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The Impact of Persistent Inflammatory Changes on Prevalence of
Fat Lesions in Patients with Axial Spondyloarthritis Treated with
Certolizumab Pegol: 4-Year MRI Results from RAPID-axSpA
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Background: Fat lesions (FLs) on magnetic resonance imaging (MRI)
T1 sequences are considered to be precursors of structural damage in
axial spondyloarthritis (axSpA) patients. Certolizumab pegol (CZP), an
Fc-free, PEGylated tumour necrosis factor inhibitor has been shown to
decrease spinal and sacroiliac joint MRI inflammation and limit spinal ra-
diographic progression over 4 years of treatment. We report the effect of
early post-baseline (BL) inflammatory changes on FL prevalence over 4
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52-Week Efficacy and Safety of Ixekizumab in Radiographic Axial
Spondyloarthritis/Ankylosing Spondylitis patients naive to bio-
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Tumor Necrosis Factor Inhibitors
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Background: Radiographic axial spondylitis (r-axSpA), or Ankylosing
Spondylitis (AS), is a chronic inflammatory disease of the axial skeleton
associated with serious pain, stiffness and limited flexibility, impairing
quality of life. Two clinical trials demonstrated efficacy and safety of ixeki-
zumab (IXE), a humanised anti-IL-17 1gG4 antibody, in r-axSpA/AS pa-
tients naive to biologics, or with prior inadequate response/intolerance to
Tumor Necrosis Factor inhibitors (TNFi) over 16 weeks. This study as-
sessed the treatment effect over 52 weeks. Additionally, the influence of
baseline inflammation, measured by C-reactive protein (CRP) and/or spi-
nal MRI on ASAS40 response at week 16 was investigated.

Methods: Data from two Phase 3, randomized, double-blind, placebo
(PBO)-controlled trials, with patients who fulfilled the Assessment of
Spondylo-Arthritis International Society (ASAS) criteria for AS and were
either biologic-naive (COAST-V, NCT02696785) or TNFi-experienced
(COAST-W, NCT02696798), were analysed. We compared the propor-
tion of patients achieving ASAS20/40, a 50% improvement of baseline
Bath Ankylosing Spondylitis Disease Activity Index (BASDAI50) and as-
sessed the change in spinal pain. Missing data was handled by using
non-responder imputation for ASAS20/40 and BASDAIS0 response rates
and modified Baseline Observation Carried Forward (mBOCF) for spinal
pain change from baseline. To investigate the influence of baseline in-
flammation on the efficacy, we examined the ASAS40 response at week
16 by baseline CRP (normal; <5 or elevated; >5 mg/L) and/or MRI Spon-
dyloarthritis Research Consortium of Canada (SPARCC) spine score (
<2 or 22) using an integrated COAST-V/W dataset.

Results: At week 16, significantly more IXE than PBO-treated patients
achieved ASAS20/40 and BASDAI50 and a decrease in spinal pain. De-
creases in disease activity were maintained through week 52. These out-
comes occurred in both biologic-naive and TNFi-experienced patients.
Safety outcomes were consistent with previous IXE studies. At week 16,
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in the integrated dataset, significantly more IXE than PBO-treated pa-
tients achieved ASAS40 response regardless of baseline CRP or MRI
spine SPARCC score.

Conclusion: Through week 52, treatment with IXE resulted in sustained
efficacy in biologic-naive and TNFi-experienced AS patients with no un-
expected safety signals. Furthermore, at week 16, IXE demonstrated ef-
ficacy (ASAS40) irrespective of baseline CRP levels or spinal MRI score.
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Background: Ixekizumab (IXE), an IL-17A antagonist, showed superi-
ority over TNF-inhibitor adalimumab (ADA) for the simultaneous achieve-
ment of ACR50 and PASI100, and PASI100 alone in the SPIRIT-H2H
trial at week24. We analysed differences in efficacy outcomes between
IXE and ADA by subgroups.

Methods: We conducted post-hoc analysis of data from SPIRIT-H2H
(NCT03151551), a 52-week, multicentre, open-label, blinded assessor
study patients with active PsA (defined as swollen joint count =23 and
tender joint count 23), with a body surface area [BSA] 23% and insuffi-
cient response to 21 conventional synthetic disease-modifying anti-rheu-
matic drugs (csDMARDs) and naive to biologic (b)-DMARDs. Patients
were randomised 1:1 to IXE or ADA, while presence/absence of moder-
ate-to-severe psoriasis (defined as PASI 212, static Physician Global As-
sessment 23 and BSA 210%) determined on-label dosing. Subgroups
were defined by baseline enthesitis, dactylitis, fingernail psoriasis (pres-
ence/absence), BSA ( <10%, 210%) and CRP (s6mg/L, >6mg/L). A
Fisher's exact test was used for between group comparisons of efficacy
outcome measures at 24weeks (PASI90, ACR50/70, and minimal dis-
ease activity [MDA]). Missing data were overcome by non-responder im-
putation. Nine pts with active PsO and BSA=3% were assessed as PASI
=0 at baseline, a medical inconsistency that was resolved using medical
judgement. These patients were considered PASI100 responders if PASI
=0 and BSA = 0 at post baseline visits.

Results: At week24 IXE and ADA demonstrated comparable efficacy in
ACR50 response rates across all subgroups. ACR70 response in pa-
tients with fingernail psoriasis was significantly greater with IXE-treated
vs ADA (p = 0.02). PASI90 response with baseline enthesitis (p <0.001),
without dactylitis (p <0.001), with fingernail psoriasis (p <0.001), CRP
(s6mg/L, p = 0.003; >6mg/L, p = 0.036) and BSA ( <10%, p = 0.010;
210%, p = 0.003) was significantly greater in IXE vs ADA. Significantly
more IXE-treated patients vs ADA achieved MDA with baseline enthesi-
tis (p = 0.002), without dactylitis (p = 0.015), with fingernail psoriasis (p
<0.001), CRP <6mg/L (p = 0.046) and BSA 210% (p = 0.01). A limitation
is that this analysis was completed post-hoc, not controlled for multiplic-
ity, and patients were not stratified by baseline disease characteristics.

Conclusions: IXE and ADA are associated with comparable efficacy
and associated with a greater effect in certain subgroups. Results will aid
clinicians when making treatment choices.
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Methods: SPIRIT H2H (NCT03151551) was a 52-week, multicentre,
open-label, blinded-assessor study of bDMARD naive patients with ac-
tive PSA (defined as swollen joint count 23/68, and tender joint count
>3/66), with a body surface area [BSA] 23% and inadequate response to
conventional synthetic (cs)-DMARDs. Patients were randomised 1:1 to
IXE or ADA stratified by concomitant csDMARD use and the presence
of moderate-to-severe psoriasis (defined as Psoriasis Area and Severity
Index [PASI] 212 combined with a static Physician Global Assessment
23 and BSA 210%). Patients received approved label dosing of assigned
treatment dependent on presence/absence of moderate-to-severe pso-
riasis. Primary outcome was achievement of simultaneous ACR50 +
PASI100; secondary outcomes were achievement of PASI100,
ACR20/50/70 and changes in individual ACR component scores. Nine
pts with active PsO and BSA=3% were assessed as PASI = 0 at base-
line, a medical inconsistency that was resolved using medical judge-
ment. These patients were considered PASI100 responders if PASI = 0
and BSA = 0 at post baseline visits. Data were analysed using logistic
regression with non-responder imputation for missing data.

Results: Baseline characteristics were balanced across treatment
groups. At week 52, a significantly larger percentage of IXE- vs. ADA-
treated patients achieved simultaneous ACR50 + PASI100 and
PASI100, consistent with 24-week results. IXE performed at least as well
as ADA at week 52 for all other outcomes. With/without MTX, IXE effi-
cacy was consistent at week 52 across ACR20/50/70 with a significantly
greater achievement of simultaneous ACR50 + PASI100 and ACR70.
IXE- versus ADA-treatment resulted in comparable changes from base-
line for each individual ACR component at week 52. Safety was con-
sistent with previous reports.

Conclusions: In patients with PSA, treatment with IXE versus ADA re-
sulted in a significantly greater achievement of simultaneous skin and
joint improvement at week 52, consistent with week 24 results. At week
52 consistent efficacy was shown for IXE when used with/without MTX.
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Ixekizumab vs. adalimumab for the treatment of psoriatic arthritis:
52-week efficacy and safety outcomes
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Background: At week 24 of the SPIRIT H2H study in patients with active
psoriatic arthritis (PSA), ixekizumab (IXE) showed superiority to ada-
limumab (ADA) for the simultaneous achievement of ACR50 and
PASI100. Here we report the 52-week efficacy outcomes including indi-
vidual ACR components and in subgroups +/- concomitant methotrexate
(MTX).
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Open-Label Extension Study

Mcinnes | B, Merola J F?, Mease P J°, Coates L C* Schmitz N°, Joshi
PS¢, Coarse J, Ink BS, Ritchlin C T8

University of Glasgow, Glasgow, UK; 2Harvard Medical School, Brigham and
Women's Hospital, Boston, MA, USA; 3Swedish Medical Center and University of
Washington, Seattle, WA, USA,; *University of Oxford, Oxford, UK; SUCB Pharma,
Bulle, Switzerland; ®UCB Pharma, Slough, UK; 7UCB Pharma, Raleigh, NC, USA;
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Background: Bimekizumab (BKZ), a monoclonal antibody which selec-
tively neutralises IL-17A and IL-17F, has shown clinical improvements in
joint and skin outcomes over 48 weeks (wks) in patients (pts) with active
psoriatic arthritis (PsA).1 Two-year interim results are reported from the
phase 2b dose-ranging study of BKZ in pts with PsA (BE ACTIVE;
NCT02969525) and ongoing open-label extension (OLE; BE ACTIVE 2;
NCT03347110).

Methods: Study design has been described elsewhere.1 Pts who com-
pleted 48 wks’ BKZ treatment without meeting withdrawal criteria were
eligible for OLE entry. All OLE pts received BKZ 160 mg Q4W, irrespec-
tive of prior dosing regimen. Data are presented from BE ACTIVE base-
line (BL) to OLE WKk60 (Wk108 total). Efficacy outcomes are reported for
the full analysis set: pts who received 21 dose BKZ (specifically those
randomised to 160mg, 160mg with 320mg loading dose [LD] or 320mg
at BL), with BL efficacy measurements to allow subsequent determina-
tion of ACR50. Outcomes include ACR20/50/70, body surface area
(BSA) 0%, minimal disease activity (MDA), and enthesitis/dactylitis res-
olution. Rates of treatment-emergent adverse events (TEAEs) are re-
ported for the safety set (SS; pts who received 21 dose BKZ in the dose-
ranging study). Non-responder imputation rates for outcomes are re-
ported unless stated otherwise.

Results: Of 123 pts randomized to BKZ 160/160(LD)/320mg, BL mean
(SD) tender/swollen joint counts were 21.7 : (15.7)/11.2 (8.4). 80 (65.0%)
pts had BSA 23% and dactylitis/enthesitis were present in 41 (33.3%)/68
(55.3%) pts. Over 108 wks' BKZ treatment, improvements were ob-
served in skin and joint outcomes: ACR20 (66.7%), ACR50 (53.7%) and
ACR70 (43.1%). Improvements were observed in additional joint and
skin outcomes: BSA 0% (WKk108 [observed case]: 75.4%), MDA (Wk120:
51.2%), and resolution of dactylitis (Wk108: 65.9%) and enthesitis
(Wk120: 77.9%). In the SS (n = 204), serious TEAEs occurred in 19
(9.3%) pts; no deaths or major adverse cardiac events were reported.
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Oral candidiasis occurred in 16 (7.8%) pts (no serious cases; no related
discontinuations).

Conclusion: BKZ leads to long-term efficacy for joint and skin manifes-
tations of PsA with >50% pts achieving high thresholds of disease control
(ACR50) after 108 wks’ treatment. BKZ was well-tolerated, reflecting pre-
vious studies.1

Acknowledgements: This study was funded by UCB Pharma. Editorial
services provided by Costello Medical.
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Background: Rheumatoid arthritis (RA) lacks reliable biomarkers that
predict disease evolution on an individual basis, potentially leading to
over- and undertreatment. Deep neural networks learn from former ex-
periences on a large scale and can be used to predict future events as a
potential tool for personalized clinical assistance.

Objective: To investigate deep learning for the prediction of individual
disease activity in RA.

Methods: Demographic and disease characteristics from over 9500 pa-
tients and 65.000 visits from the Swiss Quality Management (SCQM) da-
tabase were used to train and evaluate an adaptive recurrent neural net-
work (AdaptiveNet). Patient and disease characteristics along with clini-
cal and patient reported outcomes, laboratory values and medication
were used as input features. DAS28-BSR was used to predict active dis-
ease and future numeric individual disease activity by classification and
regression, respectively.

Results: AdaptiveNet predicted active disease defined as DAS28-BSR
>2.6 at the next visit with an overall accuracy of 75.6% and a sensitivity
and specificity of 84.2% and 61.5%, respectively. Apart from DAS28-
BSR, the most influential characteristics to predict disease activity were
joint pain, disease duration, age and medication. Longer disease dura-
tion, age >50 years or antibody positivity marginally improved prediction
performance. Regression allowed forecasting individual DAS28-BSR
values with a mean squared error of 0.9, corresponding to a variation
between predicted and true values at next visit of 8%.

Conclusion: Deep neural networks have the capacity to predict individ-
ual disease outcome in RA. Low specificity remains challenging and
might benefit from alternative input data or outcome targets.
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Background: In many countries, JAK-inhibitors (JAKi) have only re-
cently been approved as treatment for patients with rheumatoid arthritis
(RA).

Objective: To evaluate the effectiveness of JAKi compared to
bDMARDs in RA patients in the real-world population in an international
collaboration of registers (the “JAK-pot” collaboration).

Methods: Patients initiating either JAKi, TNFi, IL-6i or abatacept (ABA)
during a time period when JAKi were available in each country (19 reg-
isters, Table) were included. We compared the effectiveness of JAKi and
bDMARD:s in terms of retention using crude and adjusted survival anal-
ysis. Missing covariates were imputed using multiple imputation.

Results: Among 25521 included patients, 6063 initiated a JAKi, 13879
a TNFi, 2348 ABA, and 3231 an IL-6i. Patients were on average 55 years
old, with a mean disease duration 10 years, mostly seropositive (67%),
female (77%) and with moderate disease activity at treatment initiation.
The main reason of stopping treatment was ineffectiveness (49%), fol-
lowed by adverse events (21%). Patients on JAKi were treated more of-
ten as monotherapy, had higher CRP and disease activity at baseline
and had experienced more previous ts/bDMARDs. Crude median reten-
tion was 1.4 (95% CI 1.2-1.5) years for JAKi, 1.6 (1.6-1.7) for TNFi, 1.5
(1.3-1.7) for IL6i and 1.1 (1.0-1.3) for ABA. After adjustment, the hazard
ratio (HR) for discontinuation tended to be lower for JAKi (HR 0.86 (0.65-
1.13)) compared to TNFi, but comparable for ABA (1.02 (0.94-1.10)) and
IL6i (0.99 (0.88-1.10)). HRs differed notably between countries.

Conclusion : The adjusted overall drug retention of JAKi tended to be
higher than for TNFi, with large variation between countries. Other
measures of effectiveness, such as the evaluation of CDAI remission and
low disease activity are planned to shape a more comprehensive picture
of JAKi effectiveness in the real world.
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Comparative effectiveness of JAK-inhibitors, TNF-inhibitors,
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registers of rheumatoid arthritis patients (the “JAK-pot” study)
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Human Synovium at Single-Cell Resolution

Edalat S G*, Micheroli R, Kuret T2, Burki K*, Pauli C3, Sodin-Semrl S?,
Distler O?, Ospelt C*, Rot G*, Frank Bertoncelj M*

Department of Rheumatology, University Hospital Zurich, Switzerland; 2Depart-
ment of Rheumatology, University Medical Centre Ljubljana, Slovenia; *Depart-
ment of Pathology, University Hospital Zurich, Switzerland; “Institute of Molecular
Life Sciences, Zurich, Switzerland

Single-cell RNA sequencing (scRNA-seq) technologies have revolution-
ized our understanding of cell complexity and tissue dynamics in the hu-
man body. Here we constructed a comprehensive landscape of the cell
types and molecular pathways in human synovium by integrating our
newly generated synovial scRNA-seq data with published synovial
scRNA-seq studies. The scRNA-seq datasets were generated across
three scRNA-seq technologies using dissociated sorted and unsorted
cells. ScCRNA-seq data were analyzed using Seurat. We identified syno-
vial cell clusters and their marker genes, followed by functional gene en-
richment analysis. Additionally, we mapped the canonical cell markers,
such as CD3 and CD79 canonical T and B cell markers, to the clusters.
The meta-analysis of our and published scRNA-seq studies included 33
donors yielding 42000 high-quality scRNA-seq cell profiles. We identified
five different subtypes of synovial fibroblasts, including lining and sublin-
ing fibroblasts, three subtypes of synovial monocytes/macrophages, two
distinct B cell subsets, several T cell subsets, NK cells as well as endo-
thelial cells. Through integrated analysis, we were able to detect a small
population of previously undescribed fibroblast-like cells in human syno-
vium. These cells were located near the fibroblast clusters and repre-
sented a mixed population of CD34-, podoplanin (PDPN)high and
PDPNIow cells, mostly negative for the sub-lining fibroblast marker THY.
They were enriched in cell division/cell cycle genes and expressed many
extracellular matrix genes which suggested their potential stromal pro-
genitor state. The gene expression profile of these cells inclined towards
cell migration, vascular development and insulin growth factor-depend-
ent processes. Our data considerably increased the number of identified
scRNA-seq cell profiles in the human synovium. We demonstrated the
depth of synovial scRNA-seq dataset across different technologies and
protocols and advanced the understanding of human synovial biology.
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Real world effectiveness of baricitinib in the Swiss rheumatoid ar-
thritis register (SCQM-RA)

GILBERT Benoit!, LAUPER Kim*2, COURVOISIER Delphine S.1,
PERRIER Clémentine®, MUELLER Ruediger*, FINCKH Axel*

Division of Rheumatology, Geneva University Hospitals, Geneva.; ?Centre for
Epidemiology Versus Arthritis, Centre for Musculoskeletal Research, University of
Manchester.; 3Eli Lilly (Suisse) SA, 16 Ch Des Coquelicots, CH-1214 Vernier.;
“Division of Rheumatology, Medical University Department, Kantonsspital Aarau,
5001 Aarau, Switzerland

Background: Patients with rheumatoid arthritis (RA) intolerant or not re-
sponding adequately to conventional synthetic DMARD (csDMARD)
usually receive biological DMARDs (bDMARDSs) or targeted synthetic
DMARDs (tsDMARDSs) as 2nd line. Baricitinib (BARI), a once-daily oral
selective Janus kinase inhibitor, is efficient in randomised controlled tri-
als but still lacks evidence for effectiveness in real world settings.

Objectives: To characterise patients initiating treatment with BARI or
other alternative bDMARDs, and to perform an analysis of drug mainte-
nance.

Methods : This is an observational, prospective, cohort study, within the
Swiss Clinical Quality Management register. All treatment courses (TC)
initiated between 2017-09-01 and 2019-10-01 were considered, compar-
ing TC with BARI (BARI group) to TC with alternative bDMARDs, either
TNF inhibitors (TNFi group) or other mode of action bDMARDs (OMA
group), excluding rituximab. Baseline characteristics were compared us-
ing ANOVA or x2 tests. The crude drug maintenance was assessed by
survival analysis (Kaplan-Meier). To correct for potential confounding
factors, a Cox proportional hazard model was used. Missing values were
imputed using multiple imputation with chained equations.

Results: During the study period, 979 TC were initiated (240 in BARI
group, 461 in TNFi group and 278 in OMA group). BARI was prescribed
to significantly older patients, with longer disease durations and more
previous treatment failures. Unadjusted drug maintenance was signifi-
cantly shorter in the TNFi compared to the BARI group (log rank p =
0.019). After adjustment for potential confounding factors, the hazard of
TNFi discontinuation remained higher than for BARI (Hazard Ratio (HR)
1.48 (95% CI = [1.05 — 2.09]; p = 0.02)). A similar trend was observed
when comparing the OMA drugs to BARI, with a HR for discontinuation
of 1.42 (95% CI = [0.98 — 2.05]; p = 0.06). Covariates significantly asso-
ciated with decreased drug maintenance were concomitant csDMARD
and concomitant glucocorticoids.

Conclusions: In this preliminary analysis, baricitinib was prescribed to
older patients, with longer disease durations, and more previous treat-
ment failures compared to alternative bDMARDs. Baricitinib demon-
strated a significantly higher drug maintenance than TNFi, while similar
trend was observed in comparison to OMA drugs.

Conflict of interest: This analysis has been made possible by financial
support of Eli Lilly (Suisse) SA to the Geneva University Hospitals.
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non-rheumatic comedications particularly in those with RA. The first in-
terim analysis in 2019 showed that baseline characteristics of these pa-
tients match with the expected demographic profiles for the three rheu-
matic diseases.? The second interim analysis delivers initial data on dis-
ease activity and shows that comorbidities in RA patients are more
frequently reported than in AS and PsA.2 No new safety signals were
observed compared to previously published data on etanercept in rheu-
matic diseases.®®

COMPACT is an ongoing observational study on treatment of
RA/PsA/AS patients with SDZ-ETN generating data which depict a ac-
tual real-world clinical situation.
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A multicenter, prospective, observational cohort study to evaluate
the real-world safety and effectiveness of the Sandoz etanercept
biosimilar (COMPACT), international interim analysis and Swiss
patient characteristics
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COMPACT is a multicenter, prospective, non-interventional study to
evaluate drug persistence, effectiveness and safety of SDZ-ETN
(Sandoz-Etanercept) treatment in patients with different rheumatic dis-
eases under real-world conditions.? Eligible are patients for whom SDZ-
ETN was initiated by the treating physician in advance of enrollment in
the study. We will report the study setup, the patient categorization into
treatment groups, data from the first two international interim analysis
and descriptive statistics of the patient population of the three contrib-
uting Swiss study centers. Patients were categorized based on prior ther-
apy into 4 groups: (A) switch from other ETN; (B) switch from other bio-
logic or targeted therapy; (C) biologic-naive (D) DMARD-naive RA. In
total 1590 patients were recruited in Canada and 8 European countries
including 33 Swiss patients. The study captures a real world cohort of
patients, characterized by frequent comorbidities and frequent use of
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Efficacy of Filgotinib in Patients with Rheumatoid Arthritis with
Poor Prognostic Factors: Post Hoc Analysis of FINCH 3
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Introduction: Patients with rheumatoid arthritis (RA) with poor prognos-
tic factors (PPF) are at risk for progression if disease activity is not rapidly
controlled. In FINCH 3 (NCT02886728), filgotinib, an oral, selective JAK1
inhibitor, was effective relative to methotrexate monotherapy in metho-
trexate-naive patients with 21 PPF.1

Methods: This global, phase 3, double-blind, active-controlled study ran-
domized methotrexate-naive patients with moderately-to-severely active
RA 2:1:1:2 to filgotinib 200 mg + methotrexate (treatment 1), filgotinib
100 mg + methotrexate (treatment 2), filgotinib 200 mg (treatment 3), or
placebo + methotrexate up to week (W)52. This subgroup analysis in-
cluded patients with 4 PPF at baseline (patients with PPF): erosions, RF
or anti-CCP seropositivity, hsCRP 24 mg/L, and DAS(28)CRP >5.1.
Comparisons were not adjusted for multiplicity.

Results: Of 1249 patients treated, 510 had all 4 PPF. At baseline, rela-
tive to the overall population, patients with PPF had longer mean disease
duration; higher mean hsCRP, mTSS, DAS28(CRP), HAQ-DI, CDAI, and
SDAI; and greater frequency of seropositivity for RF, anti-CCP, or both.
Efficacy in patients with PPF was comparable to data from all patients.
Patients with PPF receiving treatments 1 or 3 vs methotrexate had higher
frequencies of ACR20/50/70 response (treatment 1, 86%/70%/54%;
treatment 3, 82%/60%/44%; methotrexate, 75%/48%/28%) and greater
improvement in HAQ-DI at W24; responses were numerically greater for
treatment 1 vs treatments 2 or 3. Radiographic progression (W24) was
lower in patients with PPF receiving treatments 1 and 3 vs methotrexate.
Proportions of patients with PPF receiving treatments 1 or 3 who
achieved DAS28(CRP) <2.6 at W24 were larger vs patients receiving
methotrexate alone and numerically greater vs patients receiving treat-
ment 2 (treatment 1, 54%; treatment 2, 32%,; treatment 3, 40%; metho-
trexate, 21%). Higher proportions of patients with PPF receiving treat-
ments 1 or 3 vs methotrexate also achieved CDAI 2.8, SDAI <3.3, and
Boolean remission.

Conclusion: Filgotinib treatment provided rapid disease control in pa-
tients with RA with 4 PFF including improved physical function and less
radiographic progression vs methotrexate alone in methotrexate-naive
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patients. Additionally, W24 remission rates following treatments 1 or 3
were higher vs methotrexate monotherapy and numerically higher vs
treatment 2.

Reference
1. Westhovens et al. Ann Rheum Dis 2019;78(Suppl2):259-60.
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Efficacy and Safety of Filgotinib in Methotrexate-Naive Patients
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Introduction: Filgotinib (FIL) is a potent, selective, oral JAK1 inhibitor.
FINCH3 assessed FIL efficacy and safety in methotrexate (MTX)-naive
patients with rheumatoid arthritis (RA); Week 24 primary outcome results
were previously presented.1l Here we report FINCH3 (NCT02886728)
results through Week 52.

Methods: This global, phase 3, double-blind, active-controlled study ran-
domised MTX-naive patients with moderately to severely active RA
2:1:1:2 to FIL 200mg once daily (QD) + MTX <20mg weekly (QW), FIL
100mg QD + MTX, FIL 200mg QD monotherapy + placebo, or placebo
+ MTX <20mg QW up to Week 52. Comparisons at Week 52 were not
adjusted for multiplicity. Safety was assessed from adverse events and
laboratory abnormalities.

Results: Of 1249 treated patients, 975 received study drug through
Week 52. FIL efficacy was sustained up to Week 52. Proportions of pa-
tients achieving ACR20/50/70 (%) were increased with treatment with
FIL 200 mg + MTX (n = 416; 75.0/62.3/47.8); FIL 100 mg + MTX (n =
207; 73.4/59.4/40.1); and FIL 200 mg monotherapy (n = 210;
74.8/61.4/45.2) versus MTX (n = 416; 61.8/48.3/29.8). FIL 200 mg +
MTX, FIL 100 mg + MTX, and FIL 200 monotherapy also increased pro-
portion achieving clinical disease remission by DAS28(CRP) <2.6 CDAI,
SDAI, and Boolean criteria; improved HAQ-DI; and halted radiographic
progression versus MTX alone. Safety was consistent with Week 24
data. Safety outcomes through Week 52 for FIL 200 mg + MTX, FIL 100
mg + MTX, FIL 200 mg monotherapy, and MTX (%) were: adverse event
rate 76.4, 79.2, 68.1 and 73.3; serious adverse events 6.3, 6.3, 8.1 and
6.7; serious infections 1.2, 1.4, 2.4 and 1.9; herpes zoster 1.4, 1.4, 1.9
and 1.0; VTE 0, O, 0 and 1.0; MACE (adjudicated) 1.0, 0.5, 1.0 and 0.5;
malignancy 0.2, 0, 0 and 1.0; and death 0.7, 0.5, 0 and 0.

Conclusion: Efficacy of FIL 200mg + MTX, FIL 100mg + MTX, and FIL
200mg monotherapy was sustained through Week 52, with faster onset1
and consistently numerically greater efficacy for FIL 200mg versus FIL
100mg. No new safety signals were observed.

Reference
1. Westhovens, et al. Ann Rheum Dis. 2019;78(Suppl2):259-60.
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Introduction: EULAR guidelines recommend a treat-to-target approach
focusing on reducing inflammation to prevent joint damage, physical dis-
ability, and mortality.! However, patients consider pain and fatigue re-
duction, maintenance of physical function, and improvement in health-
related quality of life (HRQoL) important.? In the FINCH2 study, filgotinib
(FIL) — an oral, selective Janus kinase 1 inhibitor—in combination with
conventional synthetic (cs) DMARD significantly improved signs and
symptoms of rheumatoid arthritis (RA) in patients with an inadequate re-
sponse to a biologic DMARD (bDMARD-IR) compared with placebo
(PBO).2

Methods: Patients in this double-blind, randomised study
(NCT02873936) received FIL 200mg, FIL 100mg, or PBO while continu-
ing csDMARD therapy. Patient reported outcomes (PROs) were col-
lected prospectively for assessment of pain (VAS pain scale), fatigue
(FACIT-Fatigue), and HRQoL (SF-36). Changes from baseline for each
PRO at each time point up to Week (W) 24 were analysed.

Results: 448 patients were randomised and treated (FIL 200mg, n =
147; FIL 100mg, n = 153; PBO, n = 148); 381 (85.0%) completed the
study. Baseline mean (SD) VAS pain scale was 67 (21.0), SF-36 physi-
cal component summary (PCS) was 31.1 (7.89), SF-36 mental compo-
nent summary (MCS) was 44.3 (11.6), and FACIT-FACIT-fatigue score
was 24.4 (11.6); baseline values did not vary between treatment groups.
Significantly greater improvements in VAS pain scores began at W2 and
were maintained through W24 for patients on either dose of FIL vs PBO.
FIL 200mg significantly improved patients’ fatigue at W4, W12, and W24
compared with PBO, and at W4 and W12 for those on FIL 100mg.
HRQoL related to physical functioning (SF-36 PCS) was significantly en-
hanced at W4, W12, and W24 with both doses of FIL versus PBO. Im-
provements to mental-health-related QoL (SF-36 MCS) were reported
for FIL as early as W4 and maintained through W24, statistically signifi-
cant improvements at W4 and W12 for FIL 200mg vs PBO.

Conclusion: In a bDMARD-IR patient population with refractory disease
and significant disease at baseline, FIL treatment—coadministered with
csDMARD therapy—was able to provide rapid and sustained improve-
ments in key measures of pain, HRQoL, and fatigue as reported by pa-
tients.
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Introduction: Filgotinib (FIL) an oral, potent, selective JAK1 inhibitor
showed favourable efficacy at week (W)12 and W24 of treatment for
rheumatoid arthritis (RA) compared with methotrexate (MTX) monother-
apy (mono) in FINCH 3 (NCT02886728) and with placebo (PBO) or ada-
limumab (ADA) in FINCH 1 (NCT02889796). 50% clinical improvement
from baseline at W12 is a key checkpoint for RA treatment.1 These post
hoc analyses evaluated FIL treatment effect on improvement in ACR
components at W12 and remission at W24 in FINCH 3 and FINCH 1.
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Methods: FINCH 3 and FINCH 1 were global, phase 3, double-blind
studies in patients (pts) with active RA. In FINCH 3, MTX-naive pts were
randomised 2:1:1:2 to once-daily (QD) oral FIL 200 mg + weekly MTX,
FIL 100 mg + MTX, FIL 200 mg mono + PBO, or PBO + MTX mono up
to W52. In FINCH 1, pts with inadequate response to MTX (MTX-IR) on
a background of stable MTX were randomised (3:3:2:3) to oral FIL 200
or 100 mg QD, subcutaneous ADA 40 mg Q2W, or PBO up to W52. Post
hoc analyses evaluated proportions of pts with 50% improvement from
baseline in each ACR component and in all 7 ACR components
(ACR50c) at W12, and proportions of pts with ACR50c at W12 achieving
clinical remission at W24. Comparisons between treatments were not
adjusted for multiplicity; subgroup comparisons are descriptive.

Results: 1249 pts in FINCH 3 and 1755 pts in FINCH 1 were analysed.
A greater proportion of pts (%) in FINCH 3 and FINCH 1 receiving FIL
200mg+MTX (26.2 and 18.5, respectively), FIL 100mg+MTX (19.3 and
12.5, respectively) and FIL mono (22.9, FINCH 3) vs MTX mono (6.0,
FINCH 3) or PBO+MTX (2.5, FINCH 1) achieved ACR50c at week 12 (p
<0.001). A numerically higher proportions of pts on FIL 200 mg+MTX vs
FIL 100 mg+MTX (both studies) or ADA + MTX (FINCH 1) achieved
ACR50c and individual components at week 12. Proportions of pts
achieving CDAI <2.8 or Boolean remission at W24 were higher for pts
with vs without ACR50c at W12.

Conclusions: In MTX-naive and MTX-IR pts with RA, FIL treatment was
more effective vs MTX (FINCH 3) or PBO (FINCH 1) for achieving
ACR50c at W12—a potential predictor of remission at W24. Proportions
of pts achieving ACR50c at W12 were numerically higher for pts receiv-
ing FIL 200 mg + MTX vs FIL 100 mg + MTX (both studies) or ADA +
MTX (FINCH 1).
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shoulder pain. Ultrasound is a well suited tool for the detection of such
calcifications but also for all the associated lesions that could be respon-
sible for the symptoms.

Objective: The goal of the study was to compare the echographic char-
acteristics of patients with BCP calcifications in the rotator cuff and shoul-
der pain to those with no signs of calcification.

Methods: In this retrospective transversal case-control study of 465 pa-
tients with shoulder pain, 125 patients with rotator cuff calcification (RCC)
were compared to 125 patients without calcification randomly extracted
from the same registry. Subgroups were defined according to the type
and the duration of symptoms (Hyperacute painful shoulder, subacute
inflammatory symptoms and chronic mechanical pain). The frequency
and the types of associated lesions were compared between the two
groups according to these different clinical presentations. The aspect of
the calcifications were also analyzed in relation with the different clinical
presentations.

Results: More than a 1/3 of the patients with calcifications (35% in
chronic and 43% in acute symptom groups) had no other echo graphic
lesions compared to < 5% of patients without calcification. Calcifications
were rarely associated with partial or total rotator cuff rupture ( <10%
against 25% without, p: 0.007). Arc shaped calcifications with shadow
were rarely found in acute flares. Most calcifications in hyperalgic shoul-
ders were either soft without shadowing suggesting a calcification al-
ready in the course of dissolution or heterogeneous with some cysts sug-
gesting a partial dissolution of the calcification

Conclusions: Lesions of the rotator cuff are significantly less frequent
in patients with shoulder pain associated with calcification than without
especially tendon ruptures. Ultrasound aspect of the calcification sug-
gest the type of symptoms.
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Basel, Neurologic Clinic and Policlinic; *University Hospital Basel, Rheumatology
Clinic; “University Hospital Basel, Department of Medicine, Division of Nursing

Background: COVID-19 has led to a change in care for patients with
chronic conditions, involving a transfer of drug administration from an
outpatient to a community setting.

Aim : To investigate patient preferences for treatment settings in the light
of the current pandemic.

Methods : Patients, who prior to the pandemic had attended two differ-
ent outpatient clinics in a university hospital for their infusions or injec-
tions, were interviewed by telephone. The semi-structured interviews
were analyzed using qualitative and quantitative methods.

Results : Of the 49 participants with either anti-inflammatory or immu-
noglobulin treatments, 49% switched from subcutaneous injections in the
hospital to the community setting, 36.7% from intravenous infusions in
the hospital to subcutaneous administration at home and 14.3% moved
to intravenous infusions at home. During the pandemic 80.9% wanted to
continue their treatment at home, but post the pandemic 46.8% were
opting to go back to the hospital. Satisfaction was high with both settings,
slightly favoring drug administration in hospital. Qualitative data shows
that patients while emphasizing the importance of the relationship with
the healthcare team had increased concerns about safety because of
COVID-19.

Conclusions : The pandemic introduced changes in care in our highly
specific patient group, some of which might be positive. The COVID-19
pandemic served as a mirror in which we were able to review and reflect
on our model of care. Asking patients about their preferences, including
drug application setting, providing self-management support but also
monitoring effectiveness and side effects, should be continued during a
crisis and beyond and warrants long term follow-up.
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Ultrasound lesions associated with of hydroxyapatite rheuma-
tisms in the shoulder

Zufferey P, Orlik L, Dumusc A!
1RHU, DAL, CHUV, university of Lausanne

Background: Calcifications (due to BCP crystal deposition) are a com-
mon finding in patients with acute inflammatory episodes but also chronic
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Opioids prescription negatively predict home discharge: data from
arheumatology ward of a Swiss tertiary hospital

Dumusc A?, Valerio F*, Hugle T*

1Rheumatology Department, Lausanne University Hospital (CHUV), Lausanne,
Switzerland

Background: Opioids prescription has come under intense scrutiny as
opioids abuse is a major public health issue. Chronic opioid use is com-
mon among patients with rheumatic diseases. There are data showing
that opioids are associated with a higher mortality in osteoarthritis pa-
tients receiving joint replacement. However, more data are needed on
opioids use and prescription in rheumatology inpatients.

Objectives: To evaluate inpatient characteristics on opioid prescription
at discharge from our rheumatology ward in 2017 and 2020.

Methods: We prospectively recorded analgesics prescription patterns of
paracetamol, nonsteroidal anti-inflammatory drugs, weak (tramadol/co-
deine) and strong opioids at discharge for all patients hospitalized in the
Rheumatology Department from May to October 2017 and from October
2019 to March 2020. Statistical analyses consisted of descriptive statis-
tics and multivariate logistic regression. P<0.05 was considered statisti-
cally significant.

Results: We analysed 323 hospital inpatient stays of 299 patients (mean
age 63 years). At discharge, 24% of patients were on weak opioids (tra-
madol/codeine) and 24% were on strong opioids, at a fixed dosage.
Overall, a minority of patients were on opioids monotherapy (17% for
weak opioids and 25% for strong opioids), the majority receiving com-
bined treatments with WHO class | analgesics. The highest rate of opi-
oids prescription at discharge was observed in patients hospitalized for
osteoporotic fracture (38%) and severe low back pain (35%). At dis-
charge, 35% of patients transferred to a transitional care unit were on
opioids compared to only 16% of the patients discharged home. The ma-
jority of patients being on opioids when transferred to a transitional care
unit were on opioids when discharged home (88%). Opioids prescription
at discharge was associated with opioids treatment at admission (13.1,
2.4 to 73.0, adjusted OR, 95%CIl) and negatively associated with home
discharge in multivariate analysis (0.2, 0.1 to 0.4, adjusted OR, 95%ClI).
There was no significant association between inpatient stay length and
opioids prescription at discharge. Between 2017 and 2020, we observed
a similar rate of opioids prescription at discharge.

Conclusion: Analysis of opioids prescription from a Swiss rheumatology
department of a tertiary hospital show frequent opioids prescription at
inpatients discharge, mainly for non-inflammatory disorders. Opioids pre-
scription negatively predict home discharge.
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Transitional care in Rheumatology: Current practice in Switzer-
land
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Switzerland; **Department of rheumatology, Regional Hospital Lugano, Switzer-
land; “Department of pediatric rheumatology, University Children's Hospital Zi-
rich, Switzerland; **Department of rheumatology, Cantonal Hospital St. Gallen,
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land; Y"Department of pediatric rheumatology, Cantonal Hospital Winterthur, Swit-
zerland; ®Department of pediatric rheumatology, Regional Hospital Bellinzona,
Switzerland; *°Department of rheumatology, Cantonal Hospital Winterthur, Swit-
zerland; ?°Department of rheumatology, University Hospital Basel, Switzerland

Most children with rheumatic diseases need ongoing medical care during
adolescence and adulthood. A good transition into adult rheumatology is
essential. A structured transition process has therefore been recom-
mended by the European League Against Rheumatism (EULAR) and the
Pediatric Rheumatology European Society (PReS). However, these rec-
ommendations are not yet widely implemented.

The aim of this study was to assess the current practice of transitional
care (TC) in Switzerland in relation to EULAR/PReS standards and to
describe gaps and challenges in following the recommendations.

All 10 pediatric Swiss rheumatology clinics offering transition service to
adult care agreed to participate. In each clinic the responsible pediatric
and adult (n = 20) rheumatologist were separately interviewed using a
structured manual addressing EULAR/PReS transitional care standards.

The number of patients in follow-up in pediatric centers ranged from 50-
363 (median 140). Fifteen of 20 rheumatologists reported to have a writ-
ten procedure for TC. Three pediatric and two adult rheumatologists
used a checklist. The start of TC varied between the ages of 11 and 20.
Adherence to medication/appointments followed by disease activity and
age were rated as important for initiating TC. Topics discussed most of-
ten during consultations were vocational issues (n = 17), effects of alco-
hol and smoking on disease (n = 16), medication (n = 16) and the impact
of disease on daily life (n = 16), sexuality, fertility and pregnancy (n = 15).
All pediatric teams performed consultations with the patients alone
whereas only 2 performed consultations with the parents alone. Only 2
centers had a TC coordinator. Slightly more pediatric (70%) than adult
(60%) rheumatologists rated their TC process as good/very good. Only
half of the adult, but all pediatric rheumatologists evaluated support pro-
vided for self-management skills of the adolescents as good/very good.
None of the physicians carried out formal evaluations of their TC, includ-
ing patient satisfaction. The main barriers identified for further develop-
ment of local TC included lack of funding and staff.

The current practice of TC in Swiss rheumatology centers is heteroge-
neous. About half of the rheumatologists were satisfied with their current
practice, although no structured evaluation was conducted. To ensure
that patients’ needs are sufficiently addressed during transition further
evaluation within the network of pediatric and adult rheumatologists is
needed.
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The long non-coding RNA HOTAIR regulates PI3K/AKT and Wnt
pathways in synovial fibroblasts from lower extremities.

Elhai M*, Maciukiewicz M?, Micheroli R?, Frank-Bertoncelj M?, Klein K,
Distler Ot, Ospelt C*

1Center of Experimental Rheumatology, Department of Rheumatology, University
Hospital Zurich, Switzerland

Background: Mechanisms involved in joint patterning of rheumatic dis-
eases remain unknown. The long non-coding RNA HOTAIR is exclu-
sively expressed in synovial fibroblasts (SF) from lower extremity joints.
HOTAIR regulates the epigenetic landscape by modulating H3K27me3
histone marks. Here, we analysed the function of HOTAIR in SF.

Methods: HOTAIR was silenced in knee SF from osteoarthritis (OA) pa-
tients by GapmeRs. ChlIP-sequencing of H3K27me3 marks and RNA-
sequencing were performed in GapHOTAIR and control-transfected SF
48h after transfection (n = 3). Enriched pathways and protein interactions
were analyzed using KEGG networks. Regulated genes were confirmed
by real-time PCR in SF from OA and rheumatoid arthritis (RA) patients
(n = 8). Signaling pathways were studied by Western blotting (n = 5) and
by the TOP/FOP reporter system for canonical Wnt pathway (n = 4). The
expression of HOTAIR was studied after stimulation with TNF-a in SF (n
=17) and correlated with TNF-a-expression in synovial tissues from RA
patients (n = 10). Functional changes were studied (adhesion, prolifera-
tion, migration and apoptosis).

Results: ChIP sequencing showed 2’376 genes with differential expres-
sion of H3K27me3 marks between GapHOTAIR SF and controls. Tran-
scripts, which lost the repressive H3K27me3 mark and were overex-
pressed in GapHOTAIR SF, were mainly involved in the PI3K/AKT sig-
nalling pathway and in canonical Wnt signaling. From the PI3K/AKT
pathway, we confirmed the overexpression of FGF8 (p = 0.01) and a
down-regulation of FGFR2 and FGF7 (p <0.05). Invalidation of HOTAIR
led to an increased phosphorylation of AKT. Regarding Wnt signaling,
CTNNB1 was overexpressed (p <0.01), whereas other genes belonging
to the canonical Wnt pathway were down-regulated. Functionally, invali-
dation of HOTAIR led to a decrease in canonical Wnt signaling (p = 0.01).
TNF-a stimulation led to a 2.1+0.3 decrease in HOTAIR expression in
SF (p <0.0001) and was inversely correlated with HOTAIR in the RA syn-
ovium (r = -0.72; p = 0.02). GapHOTAIR SF were characterized by an
impairment in migratory properties (p <0.0001) and an increase in sen-
sitivity to Fas-induced apoptosis (p <0.05).

Conclusion: HOTAIR regulates PI3K/AKT and the canonical Wnt path-
way by epigenetic and transcriptional mechanisms. Downregulation of
HOTAIR induces changes in the behavior of SF and might influence the
phenotype of chronic arthritis in joints of the lower extremities with impli-
cations for disease severity and therapy.
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Development and validation of a new patient reported outcome
measure for systemic sclerosis: the EULAR Systemic sclerosis
Impact of Disease (SclerolD) questionnaire
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partment of Rheumatology and Internal Medicine, Medical University of Bialystok,
Bialystok, Poland; °Department of Rheumatology, University of Florence, Flor-
ence, Italy; *°Department of Internal Medicine and Rheumatology, Cantacuzino
Hospital, Carol Davila University of Medicine and Pharmacy, Bucharest, Roma-
nia; 1*Department of Rheumatology and Clinical Immunology, Justus-Liebig Uni-
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partment of Rheumatology, Diakonhjemmet Hospital, Oslo, Norway; **Department
of Health and Social Sciences, Oestfold University College, Oslo, Norway

Objectives: Patient reported outcome measures (PROM) are important
for clinical practice and research. Given the unmet need for a compre-
hensive PROM for systemic sclerosis (SSc), the SclerolD questionnaire
was developed by a joint team of patients with SSc and medical experts.
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This is intended as a brief, specific, patient-derived, disease impact score
for research and clinical use in SSc.

Methods: This EULAR-endorsed project involves 11 European expert
SSc centers. Patients fulfilling the ACR/EULAR 2013 criteria were pro-
spectively included since 05/16 in a large observational cohort study. Pa-
tients completed the SclerolD and comparators SHAQ, EQ5D, SF36.
They also weighted the 10 dimensions of the SclerolD by distributing 100
points according to the perceived impact on their health. The final score
calculation is based on the ranking of the weights. The validation study
included a reliability arm and a longitudinal arm, evaluating sensitivity to
change at follow-up.

Results: Of the 472 patients included at baseline, 109 patients also had
a reliability visit and 113 patients a follow-up visit. 84.5% of patients were
female, 29.8% had diffuse SSc, mean age was 54.6 years, and mean
disease duration 9.5 years. The highest weights were assigned by the
patients to Raynaud’s phenomenon, fatigue, hand function and pain,
confirming our previous results. The total SclerolD score showed good
Spearman correlation coefficients with the comparators (SHAQ, 0.73;
EQ5D -0.48; Patient’s global assessment, VAS 0.77; HAQ-DI 0.62; SF36
physical score -0.62; each p <0.001). The internal consistency was good:
Crohnbach’s alpha 0.866, similar to SS-HAQ (0.88) and higher than
EQ5D (0.77). The SclerolD had a very good reliability: intra-class corre-
lation coefficient 0.839 (ranging 0.608 to 0.788 for the individual items),
superior to all comparators. Twenty of 113 patients reported a change in
their disease status at follow up. Sensitivity to change: the standardized
response mean was 0.34 for the total SclerolD score and highest for
lower Gl (0.633) and life choices domains (0.521), superior to all other
PROM in this study.

Conclusions: The EULAR SclerolD is a novel PROM designed for use
in clinical practice and clinical trials to reflect the disease impact of SSc,
showing good performance in the validation study. Importantly, Raynaud
syndrome, impaired hand function, pain and fatigue were the main pa-
tient reported drivers of disease impact.
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strongly associated with expert interpretation of gastroesophageal symp-
toms and consecutive referral to EGD. However, they showed no corre-
lation with esophagitis on EGD. The main clinical association of esoph-
agitis was the presence of esophageal symptoms.

Reference

— KhannaD, et al. Reliability and validity of the UCLA SCTC GIT. Arthritis Rheum.
2009;61:1257-63.
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Clinical correlates and relevance of UCLA GIT 2.0 for esophagitis
and indication for esophagogastroduodenoscopy in real-life pa-
tients with systemic sclerosis

Zampatti N.%, Garaiman A.}, Jordan S.%, Becker M. O.%, Maurer B.%,
Dobrota R.%, Distler O., Mihai C.
Department of Rheumatology, University Hospital Zurich, Zurich, Switzerland

Background: The gastrointestinal (Gl) tract is frequently involved in sys-
temic sclerosis (SSc). The University of : California Los Angeles Sclero-
derma Clinical Trial Consortium Gastrointestinal Tract Instrument 2.0
(UCLA GIT 2.0) is validated to capture Gl morbidity in patients with SSc.
The routine clinical investigation of Gl involvement in these patients is
not standardized and there is no consensus about when and how fre-
guently an esophagogastroduodenoscopy (EGD) should be performed.

Objectives: The aims of this study were a) to determine, in an unse-
lected, real-life cohort of patients with SSc, whether the UCLA GIT 2.0
could discriminate patients for whom an expert rheumatologist would
recommend an EGD and b) to analyze the capacity of UCLA GIT 2.0 to
identify patients with erosive esophagitis.

Methods: We selected patients fulfilling the ACR/EULAR 2013 criteria
for SSc from the Zurich cohort, having completed at least once the UCLA
GIT 2.0 questionnaire. We reviewed the medical charts of SSc patients
from 2013 to 2019 and recorded data on EGD. We analyzed by univari-
able logistic regression several parameters, including UCLA GIT 2.0,
considered as potentially associated with 1) the referral to EGD and 2)
endoscopic esophagitis.

Results: We identified 346 patients (82.7% female, median age 63
years, median disease duration 10 years, 23% with diffuse cutaneous
SSc) satisfying the inclusion criteria, who filled in 940 UCLA GIT 2.0
questionnaires. In logistic regression, the UCLA GIT 2.0 total score and
some of its subscales (reflux, distention/bloating, social functioning,
emotional wellbeing) associated with the referral to EGD, with an odds
ratio (OR) and 95% confidence interval (95% CI) of 2.27 (1.55-3.32), p
<0.001 for the total score. We found data on 177 EGD performed in 150
patients. In logistic regression, only esophageal symptoms correlated
with esophagitis (OR 2.92, 95% Cl 1.29-6.61, p = 0.010), while the UCLA
GIT 2.0 score and its subscales did not.

Conclusions: In a real-life setting, UCLA GIT 2.0 subscales (reflux, dis-
tention/bloating, social functioning, emotional wellbeing) and total score
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Serum Metabolites as Biomarkers for Diagnosis and Staging in
Systemic Sclerosis (SSc) and SSc-Associated Interstitial Lung
Disease
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Background: Protein biomarkers for systemic sclerosis (SSc) and inter-
stitial lung disease (ILD) associated with SSc are sparse and not yet es-
tablished in routine care. In fibrotic diseases such as SSc, metabolic pro-
cesses are altered towards an anabolic state. Therefore, the objective of
this study was to assess the potential of serum metabolites as bi-
omarkers in SSc(-ILD).

Methods: Matched serum samples of SSc patients and healthy controls
(HC) were analyzed. Progressive SSc-ILD was defined as a decrease in
forced vital capacity (FVC) of >10%, a decrease in FVC of 5-9% and a
concomitant decrease of carbon dioxide diffusion of >15%, or an in-
crease of the extent of lung fibrosis on computed tomography from <20%
to 220% compared to the previous visit (mean follow-up interval = 14
months (range = 9-26)). Sera of HC, non-ILD SSc and stable vs. pro-
gressive SSc-ILD patients (n = 12 per group; total n = 48) were screened
for 110 metabolites by targeted liquid chromatography tandem mass
spectrometry. For univariate analysis, FDR-corrected one-way ANOVA
was used. In multivariable partial least squares discriminant analysis
(PLS-DA), variable importance in the projection (VIP) scores =2 were
deemed significant.

Results: In total, 85 metabolites were detected. Univariate analysis
showed differential expression of 1-methyladenosine, L-tryptophan, L-
tyrosine, L-leucine and xanthosine (p = 0.077, 0.028, 0.077, 0.028 and
0.032) between all groups. In PLS-DA, HCs and SSc patients differed in
their levels of L-tyrosine and L-tryptophan, while levels of L-threonine, 3-
aminoisobutyric acid, adenosine monophosphate and xanthosine were
changed in non-ILD vs. SSc-ILD patients. Receiver operating character-
istic (ROC) analysis of candidates from uni- and multivariable testing re-
sulted in separation of SSc patients from HCs by L-tyrosine (AUC = 0.81
(95%CI: 0.67-0.96)), L-tryptophan (AUC = 0.86 (95%ClI: 0.75-0.97)) and
1-methyladenosine (AUC = 0.82 (95%CI: 0.71-0.94)). Progressive SSc-
ILD patients were separated from stable patients by their levels of L-iso-
leucine, L-leucine, adenosine monophosphate, and xanthosine (AUC =
0.83, 0.85, 0.79 and 0.77 (95%Cl: 0.66-1.00, 0.70-1.00, 0.60-0.97 and
0.55-0.99, respectively)).

Conclusions: This study in SSc(-ILD) patients suggests alterations in
serum metabolite levels corresponding with the presence and state of
disease, indicating the potential use of serum metabolites as diagnostic
or discriminating biomarkers upon further confirmation in larger multicen-
ter studies.
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The Hospital Anxiety and Depression Scale in patients with sys-
temic sclerosis - a psychometric and factor analysis in a mo-
nocentric cohort

Garaiman A?, Mihai C*, Dobrota R?, Jordan S*, Maurer B, Flemming J?,
Distler O*, Becker MO*

1Department of Rheumatology, University Hospital Zurich, Zurich, Switzerland;
2Department of Consultation-Liaison-Psychiatry and Psychosomatic Medicine,
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Background: The Hospital Anxiety and Depression Scale (HADS) is a
screening tool used in patients with different medical conditions. How-
ever, its validity, reliability and responsiveness in systemic sclerosis
(SSc) patients has not been evaluated yet.

Objective: To evaluate the feasibility, validity, reliability and responsive-
ness of the Hospital Anxiety and Depression Scale (HADS), and to ana-
lyse its model structure in patients with systemic sclerosis.
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Methods: In this study, 307 systemic sclerosis patients were included.
Of these, 90 participated in the responsiveness analysis. An exploratory
and confirmatory factor analysis was performed to examine the structure
of HADS. Psychometric properties were tested in analogy to the Out-
come Measures in Rheumatology (OMERACT) filter.

Results: The exploratory and confirmatory factor analysis revealed that
for our population of SSc patients, the HADS model with two sub-scales,
HADS-A and HADS-D, and a general scale HADS-S, measuring anxiety,
depression, and distress, respectively, was the most appropriate. The
HADS showed adequate feasibility, adequate face and content validity
and moderate to very strong construct validity (Spearman&#39;s r = -
0.69 to -0.75 with Sense of Coherence-13, r = -0.72 to -0.86 with the
Short Form-36 — Mental Health subscale, and r = 0.44 to 0.62 with the
Scleroderma Health Assessment Questionnaire). A very good to excel-
lent internal consistency reliability (Cronbach’s o = 0.85 to 0.91, split-half
reliability A4 = 0.87 to 0.92) was detected. There was no ceiling or floor
effect observed and missing answers represented only 0.93% to 2.22%
of all answers. In the responsiveness analysis, the HADS showed large
to very large effect size for worsening of interstitial lung disease, pulmo-
nary hypertension, modified Rodnan skin score and European Sclero-
derma Group Activity Index 2001. The rates of anxiety, depression,
mixed anxiety-depressive disorder (MADD) and distress identified in our
cohort by HADS were 32.7%, 26.1%, 18.6%, and 49.7%, respectively.
Women and patients with limited cutaneous SSc subset were more af-
fected than men and patients with diffuse cutaneous SSc, respectively.

Conclusion: The psychometric properties of the HADS make it useful
for screening in SSc, where anxiety, depression, MADD, and distress
represent a significant burden to patients.
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prevention and treatment. Although rheumatology patients are more
aware of their bone health, a substantial proportion is still unaware of the
chronic nature of osteoporosis. Improving this awareness could therefore
be valuable for its successful management.
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Awareness of osteoporosis and presence of associated risk fac-
tors among Swiss rheumatology patients
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Introduction: Bone fractures associated with osteoporosis not only im-
pact patients’ quality of life, but also the limited financial resources of the
health care system. Due to their expertise in musculoskeletal disorders
and patients with predisposing medical conditions, rheumatologists are
well positioned to promote diagnosis and treatment of osteoporosis. Ad-
equate awareness of osteoporosis among rheumatology patients is
therefore relevant for the prevention and effective management of this
disease.

Material and Methods: Our nationwide Bone Health Awareness survey
was conducted with specifically designed physician and patient question-
naires covering the prevention, diagnosis and treatment of osteoporosis.
Questionnaires were distributed to various specialists across Switzer-
land, in the language of each region. Completed questionnaires were
collected within a single week and analyzed by an independent biometric
institute.

Results: Rheumatologists were with 17% the second biggest surveyed
physician population after GPs, followed by gynecologists and endocri-
nologists (n = 262). Compared to total survey population (n = 9065),
more rheumatology patients were on osteoporosis treatment (7.3% vs.
14.5%) or qualified as potentially at risk. Rheumatologists rated the im-
portance of osteoporosis for their daily practice highest of all surveyed
physicians. However, only 41.6% of rheumatology patients were aware
of the chronic nature of osteoporosis, slightly above-average in our sam-
ple. Presence of lifestyle-related risk factors was similar as in the total
survey population. With twice as many rheumatology patients being di-
agnosed with inflammatory rheumatic disease, a greater proportion was
treated with glucocorticoids, thus increasing their risk of developing os-
teoporosis. While their family history of hip fractures was only slightly
higher, rheumatology patients more often reported feeling insecure while
walking or afraid of falling, and concerned about bone fragility. 28% of
rheumatology patients reported taking calcium and vitamin D vs. 19.7%
of the total survey population.

Conclusions: Rheumatologists reach the highest numbers of patients
at-risk or suffering from osteoporosis and are hence in the forefront of its
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Risk Factors for Fractures and Bone Loss after Denosumab Dis-
continuation: A Real-World Observational Study.
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Background: Denosumab discontinuation without subsequent treat-
ment with Bisphosphonates (BP) is associated with bone loss and multi-
ple vertebral fractures.

Objective: Identifying risk factors for bone loss and vertebral fractures
after denosumab discontinuation.

Methods: A total of 227 patients with osteoporosis who discontinued
treatment with denosumab and received subsequent treatment with
zoledronate, other BPs or Selective Estrogen Receptor Modulator
(SERM) or no off-treatment were analysed regarding fracture rate, longi-
tudinal Bone Mineral Density (BMD) changes and Bone Turnover Mark-
ers (BTM). Linear regression analyses evaluated loss of BMD and age,
BMI (kg/m2), treatment duration, pre-treatment, prior fracture state,
baseline T-scores, use of glucocorticoids or aromatase inhibitors and
BMD gains under denosumab therapy.

Results: 173 patients received zoledronate after denosumab discontin-
uation, 30 had no subsequent treatment and 24 received other therapies
(other BPs or a SERM). After denosumab discontinuation, zoledronate
was associated with fewer vertebral fractures (hazard ratio 0.15, p =
0.014) and all off-treatment therapies retained BMD at all sites. Higher
BMD loss was associated with younger age, lower BMI, longer deno-
sumab treatment, lack of prior antiresorptive treatment and BMD gain
under denosumab treatment. BTM levels correlated with treatment dura-
tion and bone loss at the total hip, but not the lumbar spine.

Conclusions: Zoledronate is associated with fewer vertebral fractures
after denosumab discontinuation. Further, BMD loss depends on deno-
sumab treatment duration, age, prior BP therapy and BMD gain under
denosumab therapy, whereas BTM levels are associated with bone loss
at the total hip and denosumab treatment duration.
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“Inflammaging” and bone in the OsteolLaus cohort

Fischer Jessical, Hans Didier?, Lamy Olivier?3, Marques-Vidal Pedro®,
Vollenweider Peter®, Aubry-Rozier Bérengére*?

Faculty of Biology and Medicine, Lausanne University, Switzerland.; 2Center for
Bone Diseases, Lausanne University Hospital and University of Lausanne, Swit-
zerland.; ®Department of Internal Medicine, Lausanne University Hospital and
University of Lausanne, Switzerland.; “Division of Rheumatology, Lausanne Uni-
versity Hospital and University of Lausanne, Switzerland.

Background: “Inflammaging” is a coined term that combines the pro-
cesses of inflammation (within the normal range) and aging, since
chronic, low-grade, systemic inflammation emerges with increasing age.
Unlike high-level inflammation, with which deleterious effects on bone no
longer need to be demonstrated, it is unclear whether inflammaging ex-
erts deleterious effects on bone too.

Method: We assessed associations between inflammaging — meas-
ured via cytokine levels (high-sensitivity Creactive protein (hs-CRP); in-
terleukin-18 (IL-1B); interleukin-6 (IL-6) and tumor necrosis factor-a
(TNF-a)) — and bone parameters (prevalent and incident fractures, bone
mineral density (BMD) and trabecular bone score (TBS)) in 1390 post-
menopausal women from the OsteolLaus study.

Results: Mean (xSD) age was 64.5 + 7.6 and mean bone mass index
(BMI) 25.9 + 4.5 kg/m2. Median hs-CRP, IL-1B, IL-6 and TNF-a were 1.4
pg/ml, 0.57 pg/ml, 2.36 pg/ml and 4.82 pg/ml, respectively. In total,
10.50% of the participants had a prevalent, low-impact fracture; and, af-
ter 5-years of follow up, 5.91% had an incident, low-impact fracture.
Mean T-score BMD was —1.09+1.53 for the spine, —1.08+1.02 for the
femoral neck, and- 0.72 £ 0.96 for the total hip. Mean spine TBS was
1.320+£0.10. We found a positive association between hs-CRP and BMD
at all sites, and between hs-CRP and the TBS, but none of these asso-
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ciations were significant after adjustment. We found no association be-
tween prevalent or incident fractures and hs-CRP. No association was
found between IL-18, IL6 and TNF-a and BMD, TBS or fractures.

Conclusion: Our results suggest that bone imaging and structure pa-
rameters are not associated with the low-grade cytokine levels (within
the normal range) observed with inflammaging.
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Bone Health in Patients with Rheumatoid Arthritis in a Swiss Co-
hort
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sanne, Switzerland; 22. Department of Rheumatology, Inselspital Bern,
Switzerland; 3. Departement of Rheumatology, Geneva University Hospi-
tals (HUG), Switzerland

Introduction: The effect of rheumatoid arthritis (RA) on bone mineral
density is well known; however, data from Switzerland has not been yet
studied, and the link between RA treatments and their impact on BMD is
not clear. We analysed data from the Swiss Clinical Quality Management
(SCQM) cohort, which is a database of a large national cohort of patients
with inflammatory arthritis.

Patients and methods: We analysed all RA patients included in the co-
hort between September 1997 and April 2019. We included patients who
had a dual- X-ray absorptiometry (DEXA) scan during the 12 months
preceding a SCQM consultation. Clinical characteristics such as age,
gender, body mass index (BMI), disease duration, smoking and alcohol
use, inflammatory markers with erythrocyte sedimentation rate (ESR)
and C-reactive protein (CRP), disease activity score (DAS-28), functional
status assessed with the health assessment questionnaire (HAQ), rheu-
matoid factor, anti-cyclic citrullinated peptide (anti-CCP) and medication
use were analysed. These were compared between osteoporotic and
non-osteoporotic patients, osteoporosis being defined as a BMD value <
= -2.5 DS or the presence of an atraumatic fracture regardless of the
BMD.

Results: Out of the 2675 patients with RA, 2256 had a DEXA scan in the
previous 12 months, of whom 614 patients (27.2%) had osteoporosis.
The mean age was 60.5 years at the time of the BMD measurement, and
80.4% of patients were female. Patients with OP were significantly older,
had a lower BMI, a longer disease duration, a higher CRP and a positive
rheumatoid factor, and they were more likely to be smokers, to have had
previous corticosteroid treatment with prednisone and to have had a
longer exposure to anti-TNF agents. After adjustment for age, BMI, dis-
ease duration and CRP, the association between anti-TNF treatment and
OP was not significant (p = 0.804).

Conclusion: Prevalence of OP in our patients with RA included in the
SCQM cohort was high (27.2%). Characteristics of our Swiss patients
with OP were similar to those of international cohorts1,2. The main
strength of the study was the size of the cohort and its main limitation the
extent of missing data. A longitudinal study is currently ongoing on the
relationship between RA and the evolution of bone health.

P 32

month later followed by a new hemimaxillectomy in emergency. The pa-
tient is still recovering. We concluded a Gorham stout disease as para-
neoplastic syndrome in osteosarcoma. This has never been described
before at our knowledge.

Background: The “Vanishing Bone Disease” is rare and the aetiology
not well understood. A few studies suggest a combination of factors in-
cluding the proliferation of abnormal lymphatic vessels coupled with os-
teolysis. The patients are usually young — children most of the time. The
prognosis varies a lot; depending on the site involved. Diagnosis is chal-
lenging because there is no specific investigations, it is based on radio-
logical and histopathological features after the exclusion of other bone
diseases.

Objective: To report the first case of paraneoplasic Vanishing bone Dis-
ease: Conclusion: This case is important to report because there are very
few cases of Gorham Stout disease in the Literature and it shows a very
unusual phenotype of Gorham Stout Disease. The association with os-
teosarcoma was never described before and this might open a window
in the understanding of the pathophysiology.
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Losing Face

Bishara Marie'?34, Aubry-Rozier Berengére'234, Hugle Thomas23#
1Department of rheumatology; 2CHUV : Centre Hospitalier Universitaire Vaudois;
3Lausanne; *Switzerland

Case report: We report an 80-year-old man who presents since 2 years
a non-painful deformation of his skull.

He is an Italian man, retired mechanic, with a medical history of NID Di-
abetes, hypertension, dyslipidaemia ans basocellular carcinoma. He
takes currently aspirin, antihypertensive and hypolipemiant drugs. CT-
scan revealed polyostotic lesions of the skull with an extension to the
maxillofacial area corresponding to a grotesque osteolysis.His blood val-
ues showed normal PO4-Ca metabolism, normal WBC/RBC count. Liver
and renal function were preserved. Biopsy was performed showing ec-
tasic vascular structures, with no tumoral cells. Diagnosis of Gorham
stout disease was made based on exclusion of other lytic bone diseases.
Concomitantly, the patient mentioned that since 2 weeks he had prob-
lems to adjust his dental plate. He showed a mass growing in the palate
— evolving very fast and biopsies confirmed a spindle cell osteosarcoma
of left maxillary sinus and hard palate. Because the tumor was growing
so fast, surgical hemimaxillectomy was performed followed by adjuvant
radiotherapy. The clinical course was complicated by a hemorragy two
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Relapsing polychondritis and ulcerative colitis

Zambaz C!, Arlettaz L?, Mottet C3, Buchard P-A!

1Consultation and Evaluation Center, CRR, Sion, Switzerland; 2Department of Im-
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ogy, HSV, Sion, Switzerland

Introduction: Relapsing polychondritis is a rare immune-mediated con-
dition characterised by episodes of inflammation of cartilage, particularly
of the ears, nose and laryngotracheobronchial tree. In approximately one
third of patients, it is associated with another systemic disease. We pre-
sent here a rare case of relapsing polychondritis associated with ulcera-
tive colitis.

Case report: A man born in 1972 was diagnosed with ulcerative colitis
at the age of 45. He was first treated with Prednisone, Budenofalk and
Mesalazine. After a myocarditis imputed to Mesalazine, the treatment
was changed for Entyvio then Infliximab. Eighteen months later, he de-
veloped an asymmetric polyarthritis treated with Prednisone 60mg in de-
gressive pattern with favorable course. Under Prednisone 25mg, he pre-
sented a chondritis of the right then left auricles which responded well to
prednisone increase (50mg per day). The right chondritis relapsed with
prednisone withdrawal (30mg per day). Prednisone dose was then re-
increased and tapered slower. To date, evolution is good without addi-
tional treatment.

Discussion: Relapsing polychondritis (RP) is a clinical diagnosis. Even
though the elastic cartilage of the ears is most often concerned, all types
of cartilages can be affected. Other organs may be involved including
eyes, skin, vascular system and kidneys. Pathogenesis of RP is un-
known. The hypothesis is an autoimmune reaction against antigen pri-
marily found in cartilages, in patients genetically predisposed. An inciting
event (tissue injury, infection) may expose tissue antigens and generate
an excessive inflammatory response. In our case, an arthroscopy of the
knee could have been an inciting event. About half of patients develop
antibodies to collagen type I, IX, XI or to Matrilin-1, all components of
cartilage. The frequency of HLA-DR4 is increased in patients with relaps-
ing polychondritis.

Conclusion: The frequent association of RP with other autoimmune dis-
eases — in our case with ulcerative colitis — suggests an autoimmune
mechanism. However, the pathogenesis remain unclear, partly due to
scarcity of the disease.
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Extrapyramidal symptoms (ES) with leflunomide therapy: a case
study
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A 50-year-old farmer presented with pain and muscle weakness, espe-
cially of thigh, shoulder and arm muscles. Under the suspected diagnosis
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of polymyalgia rheumatica, the patient received prednisolone from Jan-
uary 2019. Due to lack of response to therapy, further investigations were
carried out (including extensive autoantibody diagnostics, protein elec-
trophoresis, HBV, HCV, HIV screening, chest X-ray, abdominal sonog-
raphy and MR angiography of the aorta). However, the aetiology re-
mained unclear. Due to debilitating symptoms, therapy was first con-
verted to methotrexate in August 2019 and subsequently to leflunomide
in October 2019 because of lack of response. 5 weeks following lefluno-
mide therapy, the patient presented with myoclonial as well as choreatic
movements of the arms. Furthermore, there was a new onset of Parkin-
sonian syndrome with rigor, increased muscle tone and initiation disorder
with small-step gait. Cranial MRI excluded a (sub)acute ischemia, includ-
ing the basal ganglia. There were no signs of an infectious/autoimmune
etiology in the lumbar puncture and the EEG was inconspicuous. In ad-
dition, systemic diseases including Wilson&#39;s disease, hyperthyroid-
ism and syphilis infection were excluded. Due to the association between
the occurrence of the ES and the start of leflunomide, drug toxicity was
suspected and leflunomide was stopped. In order to increase the metab-
olism of leflunomide and reduce its half-life of 4 weeks, colestyramine
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was used. Within one week the ES subsided, however the muscle pain
increased significantly in intensity.

Discussion: Although it is well known that leflunomide can lead to pe-
ripheral neuropathies, recent literature has not been able to demonstrate
ES side effects following therapy with leflunomide. Nevertheless, due to
correlation of start of leflunomide therapy and onset of symptoms as well
as the prompt improvement after discontinuation, we assume that these
side effects are associated to leflunomide. A serotonin syndrome might
explain the ES, as leflunomide inhibits the MAO. Especially since the
accompanying headaches, tachycardia and stool irregularities of the pa-
tient stopped after discontinuation of leflunomide therapy.

Addendum: A PET-CT without immunosuppressive therapy showed
myositis (despite repeated normal levels of CRP or muscle enzymes and
inconspicuous electroneuromyography). The muscle biopsy confirmed a
dermatomyositis.
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