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LORECIVIVINT, AN INTRA-ARTICULAR, SMALL-MOLECULE
CLK2/DYRKI1A INHIBITOR THAT MODULATES THE WNT
PATHWAY, PROVIDES CARTILAGE-PROTECTIVE EFFECTS IN
AN ANIMAL MODEL OF POST-TRAUMATIC OSTEOARTHRITIS

Tim Seo', Vishal Deshmukh?, and Yusuf Yazici. / Formerly Biosplice Therapeu-
tics, Inc., *Biosplice Therapeutics, Inc., San Diego, CA, United States.
Objectives: Osteoarthritis (OA) is characterized by increased cartilage thinning,
bone remodeling, and inflammation. Posttraumatic OA accounts for approximately
12% of all OA cases." Current therapeutic options focus on alleviating symptoms
and pain rather than disease modification. Lorecivivint (LOR), an intra-articular
(TA), small-molecule CLK2/DYRK1A inhibitor that modulates the Wnt pathway,
has been shown in animal studies to induce chondrogenesis, protect cartilage, and
reduce inflammation and, thereby, improve joint health.? A single IA LOR injec-
tion was evaluated in a rat model of knee instability to determine its protective and
regenerative effects when injected at different timepoints after induction of
post-traumatic OA.

Methods: Knee instability/post-traumatic OA was surgically induced in rats by an-
terior cruciate ligament and partial medial meniscus transection (ACLT+pMMXx).
LOR (0.3 pg) or vehicle was injected IA into the damaged knee at 2, 3, or 4 weeks
after OA induction. OA-induced (n = 10/group) or sham-operated (surgery without
ACLT+pMMx; n = 5/group) rats were sacrificed at the injection timepoint (baseline)
or 12 weeks after LOR/vehicle injection (study conclusion). Histology of the
anterior and posterior medial femoral condyle (MFC) and medial tibial plateau
(MTP) used the summed OARSI scores (stage and grade of cartilage dam-
age).” Weight distribution was analyzed by incapacitance meter. Statistical
analysis used one-way ANOVA with Dunnett’s multiple comparison test.
Results: ACLT+pMMx surgery increased OARSI scores in rats by 2 weeks com-
pared with sham surgeries. LOR treatment at Weeks 2, 3, and 4 led to significant
decreases (p < 0.05) in total OARSI scores (Table 1) at the end of the study com-
pared with vehicle treatment. Rats treated with LOR for 12 weeks and rats at in-
jection baseline had similar OARSI scores, suggesting that LOR treatment arrested
the progression of cartilage damage. Significant improvements (p < 0.05) were
also observed in the weight distribution of LOR-treated rats in the 3- and 4-week
groups at 6 and 12 weeks after their respective 1A injections compared with
vehicle-treated rats.

Table 1: OARSI scores

Sham-operated | Baseline (BL) Vehicle LOR
Week-2 injection (14 weeks (2 weeks (12 weeks (12 weeks
after surgery) after surgery) | after injection) | after injection)
Total score 5.99 19.17 31.36 19.19
SEM 1.07 1.55 2.48 1.81
P value versus BL 0.9999
P value versus vehicle 0.0004
Sham-operated | Baseline (BL) Vehicle LOR
Week-3 injection (15 weeks (3 weeks (12 weeks (12 weeks
after surgery) after surgery) | after injection) | after injection)
Total score 6.09 23.17 30.45 21.20
SEM 1.25 1.36 1.42 1.00
P value versus BL 0.4522
P value versus vehicle 0.0001
Sham-operated | Baseline (BL) Vehicle LOR
Week-4 injection (16 weeks (4 weeks (12 weeks (12 weeks
after surgery) after surgery) | after injection) | after injection)
Total score 6.97 16.88 24.95 18.63
SEM 1.32 1.04 1.74 1.61
P value versus BL 0.6257
P value versus vehicle 0.0111

Conclusion: LOR exhibited cartilage-protective effects and slowed disease
progression in the ACLT+pMMx model in vivo and, therefore, has potential
as a structure-modifying treatment for OA.
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NOVEL THERAPEUTIC TOOLS FOR OSTEOARTHRITIS:
BLOCKING MYDS88-DEPENDENT INDEPENDENT INNATE
IMMUNE RESPONSES

Eloi Franco-Trepat and Musculoskeletal Pathology Group from IDIS-CHUSD.
Objectives: The incidence of osteoarthritis (OA) has skyrocketed in the last de-
cade and yet no definitive treatments are available. Screen on novel and
repurposed drugs with anti-inflammatory capabilities brough us the indian tra-
ditional medicine compound boswellic acid, and the repurpose of naloxone and
thalidomide two clinical available drugs.

The activation of innate immune receptors such as TLR4 is involved in chondrocyte-
mediated inflammatory responses and OA development. Big data analysis of
these three candidates hints us as potential inhibitors of TLR4. Nonetheless, little
is known about the specific mechanism of action, pathway crosstalks (ILIR,
TNFR, IFNAR) and the cell-specificness to block TLR4-mediated articular
inflammatory and catabolic responses.

Our aim is to determine the potential ability of beta boswellic acid (BBA),
naloxone (NLX) and thalidomide (Th) as OA therapeutic tools.

Methods: The binding affinity was determined by docking algorithms. Big data
was analyzed by STICHT & STRING.

Proteome profiling (LC-MALDI/TOFF) was used to study inflammatory path-
ways. The effect of drug candidates on TLR4-mediated innate immune responses
was determined by RT-PCR, Western Blot and ELISA in primary human OA
chondrocytes and osteoblasts, human synoviocytes and murine chondrocytes and
macrophages. Biochemical assays MTT, Griess, Malachite Green and CASP1-pNA as-
says were also used.

Results: The selection of BBA, NLX and Th as potential TLR4 inhibitors in joint
tissues was performed via text-mining. Furthermore, these results were validated by
in silico docking analysis. Cellular proteome and secretome profiling validated the
activation of TLR4 and ILIR signalling by LPS and IL1f3 ligands and revealed an
enrichment in innate immune responses (NF-K{3, NLRP3, MMPs, Interleukins,
etc). Non-toxic doses of BBA, NLX and Th prevented the activation of TLR4 in
multiple articular joint cells and inhibited TLR4 & IL1R-dependant innate immune
responses at the mRNA and protein level such as inflammatory factors IL6, NOS2,
COX2,LCN2, MMP1, -3, -9, -13 and ADAMTS4, among others. Furthermore,
TLR3/TRIF/IFNB1, NF-KB/IKBa and NLRP3/PYCARD/IL 13 axis were also
differentially inhibited after BBA, NLX and Th treatment.

Conclusion: Our data support previous literature on BBA as an anti-OA drug,
and show BBA, NLX and Th as TLR4 signal inhibitors. All in all, we provide
new therapeutic tools to manage OA inflammation due to its content in BBA
for the clinical practice of rheumatologists.

PANLAR2021-ABS-1396

A POTENTIAL ROLE OF NLRP3 INFLAMMASOME SINGLE
NUCLEOTIDE POLYMORPHISMS IN THE RISK OF GOUT

Denise Clavijo-Comnejo', Esteban Cruz Arenas®, Leonor Jacobo-Albavera®, Daniel
Rivera-Tlaltzicapa®, Marwin Gutierrez', Mayra Dominguez-Perez’, David Robles-
Salas', Adriana Francisco-Balderas®, Gabriela Martinez-Nava’, Pablo Romero-
Morelos®, Janitzia Vazquez—Melladog, Carlos Pineda-Villasefior!, Luis Silveira'”,
and Alberto Lopez-Reyes'". ' Division of Musculoskeletal and Rheumatic Diseases,
’Hospital Epidemiological Surveillance Unit, Instituto Nacional de Rehabilitacion,
3Genomics of Cardiovascular Diseases Laboratory, Instituto Nacional de Medicina
Genomica, *Division de Ciencias Biologicas y de la Salud, Universidad Autonoma
Metropolitana, >Genomics of Cardiovascular Diseases Laboratory, Instituto Nacional
de Medicina Gendmica, °Graduate Studies Department, Instituto Politécnico Nacional,
"Synovial Fluid Laboratory, Instifuto Nacional de Rehabilitacion, *Universidad Estatal
del Valle de Ecatepec, *Rheumatology Department, Hospital General de México,
IURheumatology Service, Instituto Nacional de Cardiologia, " Gerosciences
Laboratory, Instituto Nacional de Rehabilitacion, México City, México.

Objectives: Gout is an inflammatory disease triggered by the deposition of
monosodium urate crystals (MSUc) in joints and other soft tissues as a result
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of a chronic hyperuricemia [1]. The worldwide prevalence varies between 0.1-
10%; while in Mexico the prevalence reported by a COPCORD study was
0.3% [2]. The NALP3 inflammasome is involved in the inflammatory response,
and the single nucleotide polymorphisms (SNPs) in this pathway are related
with the development of gout. The aim of this study is to determine the associ-
ation of the SNPs within the NALP3 inflammasome genes and the risk to de-
velop gout in a Mexican population.

Methods: This case and control study comprised 463 gout patients and healthy
subjects from Mexican population cohort.

Eight SNPs from seven different genes within the NLRP3 pathway (TLR4,
CD14, NLRP3, CARDS, IL-1b, P2RX7 and PPARGC1B) and 11 ancestry-
informative markers were genotyped using the StepOnePlus Real-Time PCR
Systems. The allelic discrimination and ancestry were analyzed by the Step
One v2.3. and STRUCTUREI.2.1 software respectively. To perform the sta-
tistical analysis the SPSS Statistical Software was used. Allelic and genotype
frequencies were estimated for all polymorphism and compared between
groups using Fisher’s exact test. Multiple conditional logistic regression model
analysis was carried out to estimate the association between genotypes of each
SNP and gout; the results were estimated by the odds ratio (OR) and 95%
confidence intervals (Cls). The analyze was adjusted by sex, age, BMI and an-
cestry, taking into account a dominant inheritance model for the SNPs. The
p < 0.05 was considering as significance level.

Results: The missense SNP rs45520937 of PPARGCIB, was associated posi-
tively with the risk of gout when it was analyzed using the dominant model,
evidencing that gout patients carried the G/G or A/G-A/A genotype have
an elevated risk compared to the control group [OR (95% CI) = 2.30
(1.09-4.86), p = 0.030] and it is proposed that the adaptor molecule CD14
1s2569190 polymorphism could be associated with gout risk in the reces-
sive mode [OR (95% CI) = 0.41 (0.16-1.05), p = 0.064]. None of the other
SNP was associated with the risk of gout.

Conclusion: Our data suggest that the PPARGC1B rs45520937 SNP is associated
with an increased gout susceptibility and could provide a useful genetic marker.
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ANALYSIS OF THE EFFECTS OF NATURAL AGING ON THE
MORPHOMETRIC PATTERNS OF THE FEMORAL DIAPHYSIS
OF FEMALE WISTAR RATS

Carolina De Toni Boaro, Diego Francis Saraiva Rodriguez', Gladson Ricardo
Flor Bertolini', Rose Meire Costa', and Lucinéia De Fatima Chasko Ribeiro?.
!Centro de Ciéncias Biolégicas e da Saiide, >Centro de Ciéncias Médicas e
Farmacéuticas, Universidade Estadual do Oeste do Parand, Cascavel, Brazil.
Objectives: Life expectancy is increasing considerably, associated with this,
there is an increase in the number of cases of diseases associated with advancing
age. Osteoporosis is one of them, which is characterized by a reduction in bone
mineral density, affecting bone structure, causing fragility and generating falls.
Thus, this study evaluated the effects of aging on the bone tissue of the femoral
diaphysis of 10 female Wistar rats.

Methods: The animals were divided into two groups (n = 5): young control
group (CTL), three months old, and aging group (AGG), 26 months old. After the
experimental period, the femurs were collected to obtain histological slides with
transversal sections of the femoral diaphysis; the slides were stained with hematoxy-
lin and eosin for histomorphometric analysis. The diaphyses were analyzed for the
total cross-sectional area (transversal bone), the area of the medullary canal
(medullary cavity) and the area of the cortical region (compact bone) (figure 1).
Results: It was found that the AGG group showed a significant increase in the
total cross-sectional area and in the medullary canal area in relation to the CTL
group (p = 0.004165) and (p = 0.0006015), respectively. Regarding the area of
the cortical region, no significant difference was found between the groups
(p = 0.7098) (figure 2).

Conclusion: Our results demonstrate that AGG animals showed a reduction in
bone matrix, characteristic of the aging process and this change can interfere
with bone resistance, which can trigger irreversible damage. This experimental
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model is essential to study the aging process and to understand the mechanisms
involved in this period of life.
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OSTEOPOROSIS-RELATED CHANGES ON TRABECULAR BONE
IN AGING WISTAR RATS

Diego Francis Saraiva Rodriguez F. Rodriguez', Carolina De Toni Boaro',
Gladson Ricardo Flor Bertolini', Rose Meire Costa', and Lucinéia de Fatima
Chasko Ribeiro?. 'Centro de Ciéncias Bioldgicas e da Saiide, *Centro de Ciéncias
Meédicas e Farmacéuticas, Universidade Estadual do Oeste do Parand, Cascavel, Brazil.
Objectives: Osteoporosis is the main cause of severe morbidity and functional
loss in aging population, increasing the risk of falls, bone damage, and fracture.
Since current osteoporosis diagnostic methodologies do not clearly provide in-
formation about quality of trabecular bone arrangement, senescence-related
studies in animal model can provide significant knowledge on the determinants
of bone quality, and osteopenia.

Methods: In this study, 10 female Wistar rats were randomly divided into 2
groups: Young control group, 3 months old (CTL); and Aging group with
26 months old (AGG). The proximal epiphysis fragment of right femoral bone
was processed and analyzed. Subsequent morphological changes were
photomicrographed to demonstrate the results of tissue arrangement (Figure 1).
The percentage of bone trabeculae cavities (TCD%) as well as the trabeculae
bone density (TBD%) was replicated on 3 different regions (femoral head, body,
and greater trochanter), and then performed descriptive and inferential statistics
using the software R-Studio Version 1.4.1106, assuming p < 0.05 (Graphic 1).
Results: The TCD% results of both femoral head and greater trochanter dem-
onstrated that the average of AGG aging group was significantly higher
(p < 0.05) than CTL young group. However, in TCD% of the femoral body,
there was no significant differences between young and aging groups
(p = 0.09891). On the TBD% of the trochanteric region, it was found that the
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average of AGG aging group was significantly lower (p <0.05) than CLT group.
In relation to the femoral head and body TBD%, there was no difference,
(p=0.1606) and (p = 0.3003) respectively, between young and aging groups.
Considering all regions, it was verified that the total TCD% average of
AGG group was also significantly higher (p < 0.05) than CLT group. Sim-
ilarly, it was verified that the total TBD% of AGG group was significantly lower
(p <0.05), than the total of CLT animals (Figure 2).
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Conclusion: The results denote the efficacy of spontaneous aging on
histomorphometrics and morphological properties of trabecular bone, and dis-
agreements between the proximal epiphysis regions aging-related changes.
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LORECIVIVINT, AN INTRA-ARTICULAR, SMALL-MOLECULE
CLK2/DYRKIA INHIBITOR THAT MODULATES THE WNT PATHWAY,
AS A POTENTIAL TREATMENT FOR MENISCAL INJURIES

Timothy Seo', Vishal Deshmukh?, and Yusuf Yazici®. 'Formerly Biosplice
Therapeutics, Inc., *Biosplice Therapeutics, Inc., San Diego, CA, United States.
Objectives: Meniscal injuries are the most common knee pathology, associated
with pain, stiffness, and swelling. Meniscal damage is a common MRI finding

© 2021 Wolters Kluwer Health, Inc. All rights reserved.

in knee osteoarthritis (OA).! Efforts to repair meniscal damage are largely un-
successful and do not prevent the progression of knee OA-associated degenera-
tive changes.” Regulation of the Wnt pathway during meniscal development®
suggests manipulation of this pathway may influence meniscal regenerative ca-
pacity. Lorecivivint (LOR) is an intra-articular (IA), small-molecule CLK2/
DYRKIA inhibitor that modulates the Wnt pathway.* In preclinical studies,
LOR was evaluated for its protective and anabolic effects in ex vivo explants
and in a rat model of inflammatory meniscal degeneration.

Methods: Effects of LOR (30 nM) on matrix metalloproteinase (MMP)
expression in cultured rat menisci treated with IL-1b were measured by qRT-
PCR. Invivo, a single IA injection of LOR (0.3 mg) or vehicle was given imme-
diately after injection of monosodium iodoacetate (MIA). Knees were harvested
on Days 1,4, and 11 and menisci were isolated. Anti-inflammatory effects were
evaluated by qRT-PCR for TNFA and IL6 expression. Meniscal protection was
evaluated by qRT-PCR for MMPs and aggrecanase. Anabolic effects were eval-
uated by qRT-PCR for collagens.

Results: In ex vivo meniscal explants, LOR inhibited expression of MMP1,
MMP3, and MMP13 compared with DMSO (p < 0.01). In vivo, LOR signifi-
cantly decreased expression of MMPs and aggrecanase (p < 0.05) and reduced
expression of inflammatory cytokines TNFA and IL6 compared with vehicle in
the rat model of inflammatory meniscal degeneration at Day 4 after MIA injec-
tion. Additionally, LOR increased expression of collagen types I, II, and IIT at
Day 11 after MIA injection (Figure 1).
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Figure 1. LOR increased collagen gene expression in vivo. A singlo IA injoction of 3mg) was
followed by a single IA injection of LOR (0.3 pg) or vehicie at 10 weeks of age. Knees were harvested on Days 1. 4. and 11 after injection and
menisc: were isolaled. Gene expression was measured by GRT-PCR. N=3. Mean & SEM. *P<0.05, one-way ANOVA

Conclusion: LOR exhibited meniscus protective effects ex vivo and in vivo by
reducing catabolic enzyme expression compared with control. Anti-inflammatory
effects of LOR were demonstrated by inflammatory cytokine expression inhibi-
tion. Compared with vehicle, LOR increased collagen expression in vivo, indi-
cating potential meniscal anabolic effects. These data support investigation of
LOR as a potential structure-modifying treatment for meniscal injuries.
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BIOLOGIC AGENTS FOR RHEUMATIC DISEASES IN THE
COVID-19 OUTBREAK: FRIEND OR FOE?

Cristiana S. Santos, Clara Moriano Morales, Elvira Diez Alvarez, Carolina
Alvarez Castro, Alejandra Lopez Robles, and Trinidad Pérez Sandoval.
Objectives: To estimate COVID-19 infection rate in patients treated with
bDMARDS due to rheumatic inflammatory diseases, determine the influence
of'the treatment as a risk or protective factor and studying the prognosis of theu-
matic patients receiving biologic agents compared to general population in a
third level Hospital setting in Ledn, Spain.

Methods: We performed an observational study including patients who received
bDMARDs due to rheumatic diseases between December 1% 2019 and December
1%2020 and examined the COVID-19 infection rate. We performed a multivariate
logistic regression model to assess risk factors of COVID-19 infection
Results: There was a total of 3711 patients with COVID-19 requiring hospital-
ization. 40 patients out of a total of 820 patients with rheumatic diseases (4.8%)
receiving b(DMARDs were infected witth COVID-19 and four required hospital
care. Crude incidence rate of COVID-19 requiring hospital care among the gen-
eral population was 2.75%, and it was 0.48% among the group with underlying
rheumatic diseases. Out of the 3711 patients, 423 patients died, 2 of which received
treatment with biologic agents. Patients with rheumatic diseases who tested pos-
itive for COVID-19 were older (female: median age 60.8 IQR 46-74; male: me-
dian age 61.9 IQR 52-70.3) than those who were negative for COVID-19
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(female: median age 58.3 IQR 48-69; male: median age 56.2 IQR 47-66),
more likely to have hypertension (45% vs 26%, OR 2.25 (95%CI 1.14-4.27),
p = 0.02), cardiovascular disease (23 % vs 9%, OR 2.85 (95%CI 1.31 — 6.23),
p = 0.01), be smokers (13% vs 4.6%, OR 2.95 (95%CI 1.09-7.98), p = 0.04), re-
ceiving treatment with rituximab (20% vs 8%, 2.28 (CI 1.24-6.32),p=0.02) and a
higher dosage of glucocorticoids (OR 2.2 (1.2-10.23), p 0.02) and were less likely
to be receiving treatment with IL-6 inhibitors (0.03% vs 14%, OR 0.16, (95%CI
0.10-0.97), p = 0.03). Patients who tested negative for COVID-19 were more
likely to be treated with bDMARD:s for a longer period (in months) than patients
with a positive result (OR 0.54 (95%CI 0.22-0.87), p = 0.04). We found no dif-
ferences in sex or rheumatological disease between patients who tested positive
for COVID-19 and patients who tested negative.

Conclusion: Overall, the use of bDMARDs was not associated with severe
manifestations of COVID-19. Patients with rheumatic disease diagnosed with
COVID-19 were more likely to be receiving a higher dose of glucocorticoids
and treatment with rituximab. IL-6 inhibitors may have a protective effect.

PANLAR2021-ABS-1196

RESULTS AFTER 3 YEARS IN THE MANAGEMENT OF A
PROGRAM FOR THE EVALUATION AND RAPID DIAGNOSIS
OF PATIENTS WITH JOINT PAIN

Jonatan Mareco', Laura Cuellar', Rosario Jaldin Cespedesl, Sebastian Magril,
and Rodrigo Garcia Salinas. 'Hospital Italiano De La Plata, La Plata, Argentina.
Objectives: Based on the general concept of early diagnosis, we know that it is
necessary to implement more and better strategies to evaluate and diagnose joint
pain. The aim was to describe the characteristics and diagnoses of patients who
were evaluated in the Reuma-Check program for a period of 3 years and to eval-
uate how the diagnostic patterns were through the years by applying improve-
ments in the process.

Methods: Cross-sectional study, which included patients older than 18 years of
age who were admitted for arthralgias into the "Reuma-Check” program (2017-2020).
In this program, laboratory test, X-ray films, hands ultrasound and interview
(sociodemographic data, clinical data and clinimetric) were performed at base-
line. Each evaluator did not know the data of the other studies carried out. The
final diagnosis was recorded in the clinical history as undiagnosed arthralgia,
rheumatoid arthritis (RA), psoriasic arthritis (PsA), undifferentiated arthritis,
crystal arthritis, systemic autoimmune diseases and osteoarthritis/soft tissue disor-
ders. The frequency of these diagnoses was estimated during the three years and
in each year separately. Every year an evaluation of the diagnoses was carried

Caracteristicas n:743
Sexo femenino n(%) 552 (74)
Edad afios (DE) 53,6 (14,5)
Afios de estudio (DE) 14 (3,5)
Comorbilidades n(%) 471 (65)
HTAN(%) 227 (30)
Diabetes n(%) 91(12)
EPOC n(%) 19(2,6)
Neoplasia n(%) 36 (4,8)
ACV n(%) 17(3,3)
Dislipemia n(%) 138 (18,5)
Fibromialgia n(%) 46 (6)
Tabaquismo n(%) 312(42)
Sintomas menor a 1 afio n(%) 321 (43)
Sintomas en metacarpofalangicas n(%) 322 (43,2)
Rigidez matinal 60 mint n(%) 137 (19)
Dificultad para cerrar el pufio n(%) 136 (18)
Squeeze positivo n(%) 273 (37)
Articulaciones dolorosas (RIC) 3(1-5)
Articulaciones inflamadas (RIC) 0(0-1)
EVAdolor (DE) 50(21,7)
HAQ(RIC) 0,5(0,25-1)
Rx erosiones y/o pinzamientos n(%) 276 (37,5)
Eco tenosinovitis n(%) 60 (8)
Eco sinovitis EG n(%) 79 (10,6)
Eco sinovitis DP n(%) 72(10,4)
Eco rizartrosis n(%) 244 (33)
ERS mm/hr (DE) 20,8 (16)
PCR mg/L (RIC) 1(1-4)
Tiempo desde el inicio de los sintomas - meses (RIC) 12,9 (5-36)
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out and improvements were established in the program. Descriptive statistics
were performed.

Results: A total of 744 patients were evaluated during the 3 years; the clinical
characteristics, laboratory and images are shown in table 1; it should be
noted that the median diagnosis delay was 12.9 months. The number of pa-
tients evaluated per year was: 172, 323 and 249, respectively. The frequency
of diagnosis was: arthralgias without diagnosis 20%, RA 16%, PsA 9.5%,
undifferentiated arthritis 5.4%, crystal arthritis 3.8%, systemic autoimmune
diseases 8.1% and osteoarthritis/soft tissue disorders 36%. Year after year,
the improvements made were to train the admission personnel and to educate
for referring physicians.

Conclusion: In a period of three years 744 patients were evaluated in the
reuma-check program, it should be noted that in general, the diagnosis delay
is one year. The program showed a percentage increase in RA and systemic au-
toimmune disease diagnoses and a decrease in undiagnosed arthralgia and other
pathologies, demonstrating that the program was successful.

PANLAR2021-ABS-1367

INCIDENCE AND SEVERITY OF COVIDD-19 IN PATIENTS
WITH SPONDYLOARTHRITIS IN ARGENTINA

Maria Victoria Martire!, Carla AiroldiZ, Santiago Scarafia®, Soledad Galvez
Elkin®, Paula Girard Bosch!, Mariana Benegas5 , Fernando Sommerfleck®,
Vanesa Duarte®, Rodrigo Garcia Salinas’, Rodrigo Aguila Maldonado®, Etel
Saturansky5 , Alcivar Navarreteg, Noel Callahuara'o, Emilio Buschiazzo' ',
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Objectives: To describe the incidence and severity of COVID-19 disease in
Spondyloarthritis patients in Argentina.

Methods: Patients with axial spondyloarthritis (AxSpA) radiological (AS) and
non-radiological (AxSpA-nr) and peripheral spondyloarthritis (according to
ASAS criteria, SpAp) and Psoriatic arthritis (PsA) (according to CASPAR
criteria) were included. The patients were followed up by phone or in person
on a monthly basis. Data were collected from 1/4/2020 to 20 / 9/2020. Descrip-
tive statistics were performed with mean and standard deviation (SD) and me-
dian and 25-75 percentile according to distribution, and the cumulative
incidence (CI) of the disease was calculated.

Results: 320 patients were included, of which 55% were male, with a mean age
of 50 (SD 13), 21.6% had a diagnosis of AS, 6.9% AxSpA-nr, 6.9% SpAp and
64.7% PsA. The duration of the disease was 11 (5-16), BASDAI 3.65 (3),
BASFI 3 (1.5-9), PASI 0.3 (0-7), BSA 0.2 (0-6). Fourteen patients with a diag-
nosis of COVID-19 (4.4%) were reported, of which 10 diagnoses were by pos-
itive PCR and 4 by symptoms associated with positive close contact. Thirteen
(93%) cases were patients from the Province of Buenos and Ciudad Auténoma
de Buenos Aires (CABA) and 1 patient from Santiago del Estero. The total CI of
the country was 0.04, the CI of the Province of Buenos Aires + CABA 0.04, and
the CI of the rest of the provinces 0.01. Of the 14 patients with COVID-19: 50%
were men; 4 have a diagnosis of AS, 1 of SpAax-nr, 9 (64.3%) PsA. All of them
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in urban areas, 79% have social work, 2 (14%) have hypertension, 1 (7%)
diabetes mellitus, 4 (28.6%), hypothyroidism, 1 (7%) Chronic Obstructive
Pulmonary Disease, 2 (14%) Depression o Anxiety. Regarding the treatments:
4 (28.6%) were in treatment with anti TNF (3 with Adalimumab, 1 with
certolizumab pegol), 4 (28.6%) with Anti IL17 (3 with Secukinumab and 1 with
Ixekizumab), 8 (57%) methotrexate and 2 (14%) Leflunomide, 1 (7%) were un-
der treatment with Enalapril, 1 (7%) with Losartan. 10 (71.4%) stayed at home,
3 (21.4%) hospitalized in the common room and 1 (7) in the intensive care unit.
No patients died due to COVID-19.

Conclusion: An incidence of 4.4% of COVID-19 was found in this SpA pop-
ulation, most of the cases occurred in the Province of Buenos Aires and CABA,
most of them suffered mild symptoms and no deaths were reported.
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Objectives: Autoimmune rheumatic diseases (ARD) commonly affect women
of childbearing age (1, 2). Active maternal disease in the months prior to con-
ception increases the risk of flares during pregnancy, which increases the risk
of adverse pregnancy outcomes. Therefore, maternal and fetal health can be op-
timized by planning conception when the disease is controlled so that a treat-
ment regimen can be kept throughout the pregnancy (1).

This study aims to carry out the construction and validation of a Reproduc-
tive Health Questionnaire (RHQ) for patients with ARD.
Methods: A validation and construction of a RHQ was carried out in women of
childbearing age with ARD. The validation took place in two phases. First phase:
A review of the literature and construction of the questionnaire was performed by a
multidisciplinary team of experts. Second phase: A cross-sectional study was con-
ducted to complete the validation and estimate Cronbach's alpha based on
tetrachoric correlation coefficients, correlation matrix, and Cohen's kappa coef-
ficient test. The stability of the instrument was measured by comparing two mea-
surements on the same study subject (re-test) with a time-lapse between them.
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Results: First phase: we developed an instrument of 38 questions; some drafting
questions were modified because of the confusion or discomfort they caused to
some patients; furthermore more response options were added (Figure 1). In the second
phase, version 5 of the RHQ was applied to 100 women with ARD, the average age
of the patients was 35 years. The most frequent disease was rheumatoid arthritis
(54%), we founded a difference of 6 months between the onset of the symptoms
of the disease and the diagnosis. The correlation matrices showed good correlations
in dimensions 3, 5, 6, 7, and 9 (0.53, 0.82, 0.92, and 0.452 respectively); we found
difficulties in two dimensions, therefore they were restructured.

Conclusion: The RHQ is a useful and practice tool to assess reproductive
health (fertility, reproductive preferences, contraception, counseling, sexuality,
and breastfeeding) in women with ARD, and could help with timely intervention
on reproductive health issues, decreasing both fetal and maternal adverse outcomes.
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Objectives: To describe the prevalence of symptoms, hospitalization and sero-
conversion in patients belonging to a theumatology department of a tertiary hospital.
Methods: Observational, cross-sectional study conducted by phone interview.
Rheumatic diseases included are shown. Data about symptoms, hospital admis-
sion, serology by ELISA (when disease duration was longer than15 days), diagno-
sis and baseline treatment, from March 2020 to February 2021 were collected.
Results: Eighty-six patients with different rheumatic diseases and positive
COVID-19 PCR were included (82.35% women). Mean age was 49.30 (16.16) years.
48.71% of the patients received biological therapy, JAK inhibitors or apremilast, with a
median of 3.11 years (Q1 1,08; Q3 3,17). 34,18% of the patients received DMARDs or
immunosuppressors, for a median of 5.09 years (Q1 12,25; Q3 11.09). The most fre-
quent symptoms were asthenia (72.15%), headache (66.23%) and cough (59.49%).
Nine patients (11.25%) were admitted to hospital, eight of them (10%) due to pneumo-
nia. Three of them were admitted to intensive care unit and one died. Serocon-
version occurred in 53.25%. Low IgG titers were present in 2.94% and IgM
persisted positive in 56.25% of this group. In 6.45% the result was indeterminate.
Conclusion: Hospitalization and mortality rates obtained were low and the
most frequent symptoms were mild. Seroconversion occurred in more than
50% of patients and the result of 6.45% was indeterminate. It is important to
highlight that since March 2020 to May 2020 IgG positive prevalence was
25%, while since September 2021 to February 2021, this prevalence increased
to 57,45%. This difference is due to a modification of autoantibody detection
technique since the summer 2020.
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Objectives: Premature mortality due to systemic lupus erythematosus (SLE) is
increased in Latin America." Significant racial disparities exist in the prevalence
and outcomes of SLE.? However, the magnitude of these disparities in terms of
premature mortality from SLE has not been investigated in Cuba. Our aim was
to identify ethnic disparities in premature mortality burden due to SLE in Cuba.
Methods: Data were obtained from the mortality database of the Ministry of
Public Health of Cuba (International Classification of Diseases-10, code 32 as
underlying cause of death). Years of life lost (YLL) were calculated using the
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standard life expectancy of the WHO's global health estimates. Age- and
sex-specific YLL rates were calculated using the mid-year population of Cuba
in the years in which this data were available by ethnicity (2002 and 2012). The
age-standardized YLL rate (ASYR) was estimated by the direct method using
the WHO's standard population. As measures of disparities, ASYR differences
and ASYR ratios between non-whites and whites were calculated. The ASYR ra-
tios 95% confidence intervals were calculated using the Byar’s formula.
Results: 52.3% (33/63) and 43.9% (40/91) of SLE deaths were non-white pa-
tients in 2002 and 2012, respectively. In 2002 the ASYR difference between
non-whites and whites was 340 and 80 YLL per million inhabitants in females
and males, respectively. In 2012 the ASYR difference between non-whites and
whites was 300 and 60 YLL per million inhabitants in females and males, re-
spectively. In women the ASYR ratio was 1.97(690/350 YLL per million inhab-
itants) in 2002 and 1.71(720/420 YLL per million inhabitants) in 2012. For men
the ASYR ratio was 3.66(110/30 YLL per million inhabitants) in 2002 and 1.85
(130/70 YLL per million inhabitants) in 2012 (See Figure 1).
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Conclusion: There is a considerable gap in the premature mortality burden be-
tween non-white and white SLE patients, which persists in 2012 despite its
slight reduction. Further research is needed to better understand the biological
and social mechanisms that determine these unfavorable outcomes in Cuban
non-white SLE patients.
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