OMUNICACOES
- ORAIS




XVI CONGRESSO PORTUGUES DE REUMATOLOGIA

Comunicacdes orais

MESA REDONDA 1: MESA EULAR

DIA 2 DE MAIO DE 2012

CO1 - EPIREUMAPT AFTER 3 MONTHS ON THE FIELD
Gouveia N, Canhao H, Ramiro S, Machado P,
Mourio AE Silva I, Laires P, Branco JC

EpiReumaPt — Estudo Epidemiolégico das Doencas
Reumaticas em Portugal

Introduction: In Portugal, data on prevalence and im-
pact of Rheumatic Diseases (RDs) is scarce. EpiReumaPt
is anational epidemiologic, cross-sectional study of RDs
in the Portuguese population. The primary objective of
the study is to estimate the prevalence of the different
RDs in Portugal.

Objective: To describe the population participating in
EpiReumaPt after the first 3 months on the field, in-
cluding the proportion of subjects with RDs diagnosis.
Methods: EpiReumaPt involves a two-stage approach.
The first phase is a survey randomly performed by
trained interviewers at subjects’ homes (selection by
random route). Phase 2 consists of a clinical observa-
tion performed by a Rheumatologist, in order to con-
firm (or not) the RD diagnosis using a blinded metho-
dology and to apply specific and validated question-
naires in case of a diagnosis of a RD.

Phase 2 began on 30 September 2011, in Lisbon and
surroundings (Greater Lisbon area). For this analysis,
data collected until 17 December was used (12 weeks,
24 assessment days, 22 collaborating Rheumatologists).

We performed a descriptive analysis of the initially
surveyed population and an analysis of the subgroup
with a theumatological assessment.

Results: During the first phase of the study, the inter-
viewers tried to contact 5014 subjects in 50 different lo-
cations of the Greater Lisbon area, having been success-
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fulin 1682 contact attempts (33.5%). Among those suc-
cesstully contacted, 834 (49.6%) subjects accepted to be
interviewed. Mean age of interviewed participants was
50 years-old (SD 18.5) and 534 (64.0%) were women.

The majority of participants were Caucasian (n=762,
91.4%). Regarding educational level, 275 (33.0%) had
university education or equivalent (=12 years of study),
181 (21.7%) had 10-12 years of education or techni-
cal courses, 179 (21.5 %) had four years of study and
43 (5.2%) primary school incomplete (1-2 years of
school). The average number of years of education was
9.6 years (SD 6.7). All ranges of monthly income were
represented (from <500€ to > 4000€), with 61.9%
having an income =2000€ per month.

The average self-reported functional status/disabili-
ty score (measured by HAQ) was 0.26 (SD 0.6).

The screening survey selected 554 cases (66.4%) of
suspected RD or rheumatic complains associated with
aRD. All positive screenings and 65 (23.2%) random-
ly recruited negative screenings were invited for phase
2 of the study. Of the total number of invited partici-
pants (n=619, table 2), 364 (58.8%) dropped-out (peo-
ple who accepted but missed the phase 2 appointment
+ people who rejected the invitation) and 255 were
observed by a Rheumatologist.

Among those observed by the Rheumatologist, 7.1%
(18/255) were considered healthy regarding their mus-
culoskeletal system. A RD diagnosis was established in
92.9% (237/255) of the subjects: 95 (11.4%) low back
pain; 59 (7.1%) periarticular disease; 56 (6.7%) knee
OA; 40 (4.8%) hand OA; 38 (4.6%) osteoporosis; 11
(1.3%) hip OA; 7 (0.8%) fibromyalgia; 5 (0.6%) gout;
4 (0.5%) rheumatoid arthritis; 2 (0.24%) spondy-
loarthritis; 2 (0.2%) lupus; 1 (0,1%) polymyalgia
rheumatic; 1 (0.1%) childhood rheumatic disease.

232 (91.0%) subjects consented to donate blood to

Invited participants
for phase 2 (n=619)

Women Men Average age (SD)
Drop-outs (n=364, 58.8%) 262 (72.0%) 102 (28.0%) 50.9 (19.5)
Observed by the Rheumatologist
(n=255, 41.2%) 183 (71.8%) 72 (28.2%) 53.7 (16.2)
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biobank donation and 246 (96.5%) accepted to be in-
cluded in the cohort study.

Conclusions: After 3 months of enrollment, prelimi-
nary data obtained allows a demographic description
of nearly 1000 individuals and begins to sketch the
prevalence of RDs in Portugal.

CO2 - BIOLOGIC DRUG EFFICACY AND TREATMENT
DISCONTINUATION IN RHEUMATOID ARTHRITIS
PATIENTS FROM REUMA.PT

Canhao H'?, Santos MJ'?, Canas Silva J*, Polido-Pe-
reira J?, Pereira da Silva JA?, Duarte C*, da Silva
JAP*, Silva C°, Santos H’, Costa JA®, Araujo D¢,
Pimentel Santos F’7, Branco JC’, Melo Gomes JA8,
Faustino A’, Fonseca JE'?
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Introduction: Large follow-up registries are irreplacea-
ble tools for long term monitoring of chronic diseases
in clinical practice.

Reuma.pt is the national register for rheumatic dis-
eases from Portuguese Society of Rheumatology set up
in 2008 to follow up distinct cohorts of rheumatic pa-
tients treated with synthetic and/or biological therapies.

The aim of this work was to assess treatment effica-

cy and drug discontinuation for rheumatoid arthritis
(RA) patients registered in Reuma.pt.
Methods: We included RA first biological therapy
users treated with adalimumab, etanercept, golimu-
mab, infliximab and tocilizumab, starting biological
treatment after 1 January 2008.

Our primary outcome was the proportion of pa-
tients achieving EULAR good response criteria at 6
months. Secondary outcomes were the proportion of
patients in remission applying validated criteria
(EULAR/ACR, DAS28, CDAI and SDAI). Groups were
compared using a multivariate logistic model to adjust
for potential confounders.

Our secondary analyses looked at treatment disconti-
nuation rates and the reasons for discontinuation, which
were analyzed upon 2 time frames: before and after one
year of treatment for the 5 drugs above mentioned.

Results: 520 RA patients were included, 123 treated
with adalimumab, 204 with etanercept, 31 with goli-
mumab, 110 with infliximab and 52 with tocilizumab.
Mean age at start of biological therapy was 54.4+12.5
years and disease duration was 11.2+9.6 years. 86.9%
were females and 83.0% were either rheumatoid fac-
tor or ACPA positive. Baseline mean DAS28 was
5.3+1.2 for adalimumab, 5.6£1.2 for etanercept,
5.4+1.3 for golimumab, 5.6+1.3 for infliximab and
5.7+1.2 for tocilizumab groups (p=0.12 ANOVA). At
6 months, mean DAS28 was 3.7+1.3 for adalimumab,
3.8+1.3 for etanercept, 3.5x1.3 for golimumab,
3.7+1.4 for infliximab and 1.6+0.99 for tocilizumab
groups (p<0.0001 ANOVA). The probability of achie-
ving EULAR good response at 6 months was modeled
adjusting for significant and clinically relevant cova-
riates. A significantly higher rate of good response at 6
months was observed with tocilizumab compared to
other groups with the exception of golimumab. Goli-
mumab was excluded from the remission rate analy-
ses due to small sample size. While DAS28 remission
threshold was attained by a significantly higher num-
ber of patients treated with tocilizumab, remission
rates assessed by CDAI and SDAI did not show signifi-
cant differences between groups.

The mean duration of treatment was 22.3+13.4
months. 144 (27.7%) patients discontinued therapy
over the period of follow-up (2008-2011), 88 (61.1%)
of them in the first year of therapy. The reasons for drug
suspension in the first year were adverse events in 36
cases (41%), inefficacy in 45 (51.1%) and other reasons
in 13 (14.7%). The reasons for discontinuation for the
56 patients who stopped therapy after the first year of
treatment were in 19 (33.9%) cases an adverse event, 37
(66%) inefficacy and 8 (14.2%) other reasons.
Conclusions: In this group of patients the proportion
of good EULAR DAS28 response and DAS28 remis-
sion criteria at 6 months were higher for the tocilizu-
mab group, but the significant difference was lost when
other remission criteria were used. Inefficacy was the
major determinant of drug discontinuation.

CO3 - ESTUDO PROSPECTIVO DE 42 MULHERES
GRAVIDAS COM ARTRITE REUMATOIDE E
ESPONDILITE ANQUILOSANTE: APLICA(;AO DE
PROTOCOLO DE AVALIACAO DA DOENCA
Madruga Dias J*, Costa MM!, Pinto L2,

Pereira da Silva J*

1. Servico de Reumatologia, Hospital de Santa Maria,
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C.H.L.N., Lisboa;
2. Servico de Ginecologia-Obstetricia, Hospital de Santa
Maria, C.H.L.N., Lisboa

Introducio: O efeito imunomodulador da gravidez nas
artropatias inflamatérias ha muito que é reconhecido,
indutor de remissdo na artrite reumatoide e inalteravel
na espondilite anquilosante. Nem todos os instrumentos
clinicos que temos ao nosso dispor para avaliar a acti-
vidade inflamatoéria durante a gravidez sdo aplicaveis.
Objectivo: Aplicar um protocolo de avaliacio da gra-
vida com Artrite Reumatoide e Espondilite Anquilo-
sante e estudar prospectivamente a actividade inflama-
toria destas doencas durante a gravidez e pds-parto.
Material e Métodos: Avaliou-se prospectivamente 42
mulheres, de idade média de 31.5+4.7 anos, com o
diagnostico de Artrite Reumatoide (18), Artrite Idio-
patica Juvenil (3), Espondilite Anquilosante (17) e Ar-
trite Psoriatica (4). As avaliacdes efectuaram-se antes
da concepcio, uma vez por trimestre e um mes apos o
parto. O protocolo consistia na avaliacdo dos seguin-
tes parametros clinicos: n.° articulacdes dolorosas, n.°
articulagdes tumefactas, lombalgia nocturna, lombal-
gia diurna e nocturna, rigidez matinal, entesite, dacti-
lite, EVA-dor, EVA-global, uveite, psoriase (PASI), in-
terrupcéo temporaria da actividade profissional.
Resultados: Nio existe diferenca estatisticamente
significativa relativamente a idade ou duracao média de
doenca entre os grupos AlJ/AR e EA/AP. No entanto, a
duracao média de doenca é inferior no grupo EA/AP
(5.3£4.4 anos) comparativamente ao grupo AR/AIJ
(8.7+6.9 anos). Duas doentes com EA tiveram o inicio
da doenca durante o 1° trimestre da gravidez. Cinco
doentes interromperam a terapéutica anti-TNFa
(3 AR/Al]J e 2 EA/AP) antes da concepcio, uma (AP) na
6% semana de gestacéo.

Antes da concepcio, a doenca estava activaem 7/21
doentes com AR/AIJ e em 2/21 com EA/AP, existindo
uma diferenca estatisticamente significativa (p=0,037).

Durante a gravidez, observou-se uma reducdo da
actividade da doenca no grupo AR/AI] desde a primeira
avaliacdo até ao terceiro trimestre (p=0,014) e um au-
mento da actividade da doenca no grupo EA/AP, que
se manteve até ao 3° trimestre (p=0,005) e apds o par-
to (p=0,025). A actividade da doenca neste tltimo gru-
po traduziu-se por lombalgia nocturna (12/21), rigidez
matinal (12/21) entesite (8/21), coxite com compro-
vacdo ecografica (6/21), dactilite (1/21), diagnostico
de colite ulcerosa (1/21), exacerbacdo da psoriase com
necessidade de fototerapia (1/21) e necessidade de te-

rapéutica com prednisona (9/21). Sete mulheres com
EA interromperam a actividade profissional pelo qua-
dro clinico, enquanto apenas uma com AR durante o
ultimo trimestre (por colestase gravitica).

O comportamento das doengas difere no 2° e 3° tri-
mestre, com maior actividade da doenca no grupo
EA/AP (p<0,03) mas ndo no pos-parto (p=0,31).

Nao existem diferencas estatisticamente significati-

vas nos parametros inflamatorios entre os dois grupos
ao longo da gravidez.
Conclusao: A actividade da doenca durante a gravidez
aumenta na EA/AP ao contrario da AR/AIJ, em que se re-
duz de forma gradual ao longo da gravidez. A aplicacao
de protocolos de seguimento é fundamental, pois os
existentes apresentam itens ndo aplicaveis na gravida.

€04 - ENVOLVIMENTO DE GRGAO NO LUPUS
ERITEMATOSO SISTEMICO JUVENIL DE INICIO
ANTES E DEPOIS DOS 10 ANOS

Cabral M!, Escobar C!, Conde M?, Ramos MP?,
Melo Gomes JA?

1. Hospital Prof. Doutor Fernando Fonseca EPE;

2. Hospital Dona Estefania CHLC;

3. Instituto Portugués de Reumatologia, Lisboa

Introducao: Virios estudos tém demonstrado que a
idade de inicio tem um efeito modificador da expres-
sdo da doenca no Lupus Eritematoso Sistémico (LES)
e que o envolvimento de determinados 6rgaos/siste-
mas, como nefrite ou compromisso do sistema nervo-
so central, se associa a maior gravidade e é mais fre-
quente em doentes com inicio da doenca em idades
inferiores.

Objectivo: Definir o padrio de expressio do LES] com
inicio antes e depois dos 10 anos de idade.

Métodos: Estudo multicéntrico, retrospectivo, descri-
tivo e analitico de 1987 a 2011 (24 anos), de todas as
criancas e adolescentes (<18 anos) com diagnostico
definitivo de LES], de trés centros com consulta dife-
renciada de Reumatologia pediatrica da area da Gran-
de Lisboa. Analisaram-se dados demograficos, epide-
miologicos, manifestacoes clinicas, complicacdes e ac-
tividade da doenca, comparando dois grupos de doen-
tes de acordo com a idade de inicio da doenca: 1) <10
anos, 2) >10 anos.

Resultados: 56 doentes, 51 (91.1%) caucasianos e 46
(82.1%) do sexo feminino. Idade no inicio da doenca
de 12.6+4.04 (1-17) anos e um periodo médio de se-
guimento de 5.5+5.4 anos. O inicio da doenca com
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idade <10 anos verificou-se em 15 (26.8%). Nio se ve-
rificou diferente incidéncia em relacdo ao género nos
dois grupos (sexo feminino: 73.3% vs 85.4%, p=0.43).
O tempo médio entre o inicio dos sintomas e o diag-
nostico foi sobreponivel entre os dois grupos
(20.4£25.9 vs 10.1+16.1 meses, p=0.22). As princi-
pais manifestacoes clinicas dos doentes nos 2 grupos
foram o envolvimento articular (86.7% vs 87.8%), cu-
taneo (80% vs 75.6%) e hematologico (73.3% vs
75.6%), sem se verificarem diferencas significativas.
Ulceras orais e olho vermelho bilateral foram mais fre-
quentes nos doentes com inicio =10 anos (50% vs 19%
e 100% vs 22.6%, respectivamente; p<0.05). Nao hou-
ve diferencas relativamente a incidéncia de envolvi-
mento renal (40% vs 48.8%, p=0.763), serosite (20%
vs 31.7%, p=0.513) ou manifestacdes neuropsiquia-
tricas (26.8% vs 19.5%, p=0.715). O SLEDAI médio
na apresentacdo da doenca foi 10.1+8.8 no grupo de
inicio =10 anos e 11.4+9.3 no grupo de inicio >10 anos
e ndo se observou diferenca em relacio ao SLEDAI ma-
ximo nos dois grupos (14.1£11.4 vs 14.6£10.4,
p=0.88). Verificaram-se complicacoes em 35.7% dos
doentes com inicio antes dos 10 anos e 30% nos de
inicio mais tardio (p=0.745), sem diferencas no tipo de
complicacdes observadas.

Comentarios: O nosso estudo ndo demonstrou dife-
rencas significativas no que respeita as manifestacoes
clinicas, actividade da doenca ou incidéncia de com-
plicacdes entre os dois grupos definidos, nao corrobo-
rando alguns resultados apresentados na literatura.

CO5 - ASSOCIATIONS BETWEEN A PRIORI
DEFINED DIETARY PATTERNS AND LONGITUDINAL
CHANGES IN BONE MINERAL DENSITY IN
ADOLESCENTS

Monjardino T, Lucas R, Ramos E, Barros H
Departamento de Epidemiologia Clinica, Medicina
Preditiva e Saude Publica da Faculdade de Medicina do
Porto; Instituto de Saude Publica da Universidade do Porto

Background: Maximizing the skeletal peak bone mass
in early life is thought to predict a relatively higher bone
mass and hence greater fracture risk reduction later in
life. Accordingly, there has been considerable research
aiming to understand in which extent modifiable envi-
ronmental factors, such as nutrition, act on bone ac-
crual during adolescence. Even though some isolated
nutrients have been identified as determinants of bone
accrual, it seems more interesting to assess the impact

of overall diet in bone quality, in order to design realis-
tic public health interventions. Assessing the compli-
ance of an individual’s diet with a priori-defined dietary
patterns, i.e. patterns defined based on presumed
health effects, allows to uncover potential associations
between diet in its entirety and bone quality indices.
Objective: To quantify the association between fore-
arm bone mineral density in early and late adolescence
and adherence to a priori defined dietary patterns.
Methods: We analysed prospective data from 1180
adolescents (50.7% males) from the EPITeen cohort
(adolescents born in 1990 and present at schools in
Porto during the 2003/2004 school year) assessed at
13 and at 17 years old. In both evaluations, a physical
examination including height, weight and forearm
bone mineral density (BMD) using dual-energy X-ray
absorptiometry was carried out. Dietary intake was as-
sessed at 13 using a validated food frequency ques-
tionnaire and adherence to a priori defined dietary pat-
terns was measured using a Mediterranean Diet Quali-
ty Index, a Dietary Approaches to Stop Hypertension
Index and the Oslo Health Study (OHS) Dietary In-
dex. Using tertiles of adherence to a priori patterns as
the main exposure, associations were estimated cross-
sectionally (with BMD at the age of 13) and prospec-
tively (with BMD at 17 and bone gain between 13 and
17 years) using linear regression coefficients. All analy-
ses were adjusted for BMI, total energy intake and, in
girls, for menarche age.

Results: Mean (SD) forearm BMD increased from
0.368 (0.055) at 13 years-old to 0.440 (0.051) g/cm’* at
17 years-old in girls and from 0.342 (0.050) to 0.452
(0.075) g/cm? in boys. We observed no significant dif-
ferences in mean BMD at 13 and 17 years of age by
tertiles of adherence to the different a priori dietary pat-
terns. No associations were identified with adherence
to any of the a priori dietary patterns and BMD at 13
or 17 or BMD gain in girls. However, among boys, a
significant linear trend towards increased BMD at 17
with increasing adherence to the Mediterranean Diet
pattern was observed, being the average BMD
(mg/cm?) significantly higher in boys in the highest
tertile of adherence (1.08, 95%CI: 0.53; 2.68) when
compared to those in the lowest tertile.

Conclusion: Significant relationships were not appa-
rent between the a priori dietary patterns used and fo-
rearm BMD in early or late adolescence. The selected
dietary patterns may not capture the elements of diet
that are truly important in determining adolescent
bone quality or, given the relative adequacy of nutrient
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intake in high-income populations, dietary patterns
may not add substantially to other determinants of
BMD at this age.

MESA REDONDA 2: COMO PARAR A LESAO
ENDOTELIAL NAS DOENCAS INFLAMATORIAS
IMUNOMEDIADAS

DIA 2 DE MAIO DE 2012

€06 - EXERCICIO FiSICO: QUEM PRATICA? QUE
INFLUENCIA NA QUALIDADE DE VIDA? RESULTADOS
PRELIMINARES DO ESTUDO EPIREUMAPT
Pimentel-Santos FM!, Sepriano A%, Mourao AF?,
Rabiais S*, Gouveia N°, Canhio H®, Félix J*, Branco JC*
1. Servico de Reumatologia, Centro Hospitalar de Lisboa
Ocidental (CHLO) E.PE., Hospital de Egas Moniz,
CEDOC, Faculdade de Ciéncias Médicas, UNL; IBB-CGB,
Universidade de Tras-os-Montes e Alto Douro;

2. Servico de Reumatologia, Centro Hospitalar de Lisboa
Ocidental (CHLO) E.PE., Hospital de Egas Moniz;
Faculdade de Medicina da Universidade de Lisboa;
Unidade de Investigacdo em Reumatologia, Instituto de
Medicina Molecular, Faculdade de Medicina, Universidade
de Lisboa;

3. Servico de Reumatologia, Centro Hospitalar de Lisboa
Ocidental (CHLO) E.PE., Hospital de Egas Moniz;
CEDOC, Faculdade de Ciéncias Médicas, Universidade
Nova de Lishoa;

4. Exigo Consultores;

5. EpiReumapt, Sociedade Portuguesa de Reumatologia;

6. Unidade de Investigacdo em Reumatologia, Instituto de
Medicina Molecular, Faculdade de Medicina, Universidade
de Lisboa; Servico de Reumatologia, Hospital de Santa
Maria, CHLN, Lisboa

Objectivos: O exercicio fisico é apontado como um
factor de melhoria da condicao fisica e psicologica.
Nesta analise pretende-se: 1- avaliar se existem dife-
rencas na pratica de exercicio fisico entre individuos
saudaveis e doentes 2- identificar os factores que in-
fluenciam a pratica de exercicio fisico. 3- medir o im-
pacto do exercicio na qualidade de vida (QoL), nos
componentes fisico e mental.

Métodos: Os dados do EpiReumaPt, estudo epidemio-
l6gico cujo principal objectivo é o de estimar a preva-
léncia das doencas reumaticas na populacéo portugue-
sa, na primeira fase de forma auto-declarada, serviram
de base para esta analise. Foram considerados os dados
obtidos até 17 de Dezembro (12 semanas, 24 dias de

avaliacdo, 22 Reumatologistas envolvidos) do grupo de
inquiridos que declarou ter Artrite Reumatdide (AR),
Espondilite Anquilosante (EA) e de Fibromialgia (FM)
e da populacio saudavel. Recolheram-se dados epide-
miologicos, de diagnostico e de QoL (EQ--5D, SF-36)
através da aplicacio de varios questiondrios por entre-
vistadores previamente treinados. A analise estatistica
envolveu andlise descritiva univariada, modelos de re-
gressdo logistica e modelos lineares generalizados.

Resultados: Foram analisados 834 individuos dos
quais 225 (26.98%) declararam ser saudaveis, 454
(54.4%), ter doenca cronica (ndo reumadtica), 29
(3.48%) ter EAou ARouFM e 126 (15.1%) ter outras
doencas reumaticas. A pratica de exercicio fisico foi re-
ferida por 42.7%, 38.1%, 10.3%, e 31.9%, individuos
em cada grupo, respectivamente. Declaram fazer mais
exercicio fisico, os individuos de sexo masculino
(p<0.001), mais jovens (p<0.007), solteiros (p=0.001),
com formacao universitaria (p<0.001), trabalhadores
ou estudantes (p<0.001), com rendimentos mais altos
(>2000 euro) (p<0.057). A pratica de exercicio fisico
associa-se a melhores scores de SF36 (componente sau-
de fisica e mental) e de EuroQoL-5D. Estima-se que os
individuos que declaram ter EA, ou AR ou FM tém
uma chance 76% inferior de fazer exercicio fisico
quando comparados com individuos sem doenca de-
clarada. Estima-se que a pratica de exercicio fisico es-
teja associada a um aumento de 10% e de 13% no sco-
re da funcdo fisica e mental (SF-36), respectivamente.
Aidentificacdo de EA, ou AR ou FM associou-se a uma
reducdo de 50% e 33% nos scores supracitados.

Conclusoes: O exercicio fisico esta associado a melhor
desempenho fisico e mental. Quem declara ter EA, AR
ou FM tem menor probabilidade de praticar exercicio fi-
sico e apresenta maior compromisso na qualidade de vida.

CO7 — CARDIAC INVOLVEMENT IN SYSTEMIC SCLE-
ROSIS

Cordeiro I', Cordeiro A, Loureiro MJ?, Lopes L2,
Santos MJ', Canas da Silva J*

1. Servico de Reumatologia, Hospital Garcia de Orta (Almada);
2. Servico de Cardiologia, Hospital Garcia de Orta (Almada)

Background: Cardiac disease is one of the major cau-
ses of mortality in SSc patients.

Objectives: We aimed to assess cardiac involvement in
a cohort of Portuguese SSc patients followed up at our
rheumatology department.

Patients and methods: Thirty patients were included
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(18 limited SSc, 9 diffuse, 1 SSc sine escleroderma, 2
SSc overlap syndromes SS¢/PM), including 27 females
and 3 males, with a mean age of 56 (14) years and a
mean disease duration of 6 (7) years. Patients were as-
sessed for cardiac complaints according to the World
Health Organization (WHO) functional class, electro-
cardiogram (EKG) abnormalities, echocardiogram
(EchoCG) abnormalities [including right ventricular
dysfunction (RVD), dilatation of cardiac cham-
bers, pulmonary artery systolic pressure (PASP) estima-
tion] and N-terminal pro-brain natriuretic peptide (NT-
-proBNP) levels, if available. Patients with elevated PASP
were submitted to right heart catheterization (RHC).
Results: Only 9.6% of patients presented with func-
tional class 3—4 according to the WHO classification.
EKG abnormalities at rest were rare. EchoCG abnor-
malities were present in 55% of patients. The
most common finding was left atrial enlargement
(37.5%). Left heart dysfunction was frequent (12.5%),
valve abnormities were present in 13% of patients,
mostly tricuspid regurgitation (41%). No statistical-
ly significant difference was found in cardiac involve-
ment between disease subsets. PASP was elevated in
23% of patients. RHC was performed in six patients.
Two of these patients were classified as having pul-
monary arterial hypertension (Group I of the Dana-
-Point Meeting 2008 classification). The other patients
confirmed to have pulmonary hypertension came un-
der the pulmonary disease and/or left heart involve-
ment categories. Elevated NT-proBNP was present
in 35% of patients. Anticentromere positivity was as-
sociated with lower NT-proBNP values (P%0.003).
NT-proBNP showed no correlation to PASP (P=0.084).
Conclusions: Despite the mild clinical complaints,
cardiac abnormalities in EchoCG could be found in
approximately half of the patients, not necessarily re-
lated to pulmonary vascular involvement. These find-
ings reinforce the need to increase awareness of car-
diac involvement in order to implement adequate pro-
phylactic and therapeutic measures.

MESA REDONDA 4: CALEIDOSCOPIO DE IMAGENS

DIA 3 DE MAIO DE 2012

CO8 — SMOKING AND DRINKING IN EARLY
ADOLESCENCE AS PREDICTORS OF LOWER
FOREARM BONE MINERAL DENSITY IN LATE
ADOLESCENCE: A COHORT STUDY IN GIRLS

Lucas R, Ramos E, Monjardino T, Fraga S, Barros H

Departamento de Epidemiologia Clinica, Medicina
Preditiva e Saude Publica; Instituto de Satude Publica da
Universidade do Porto

Introduction: Even though childhood and adoles-
cence are the periods of highest bone mineral accrual,
critical for peak bone mass attainment, there is com-
parative scarcity of research on the association between
smoking and alcohol drinking and bone parameters
in the early decades of life. Adolescence is a critical
stage not only for bone accrual but also for the esta-
blishment of potentially deleterious health-related be-
haviors, such as smoking and drinking. Thus, it is rele-
vant to assess whether precocity in these behaviors
from early ages may reflect short- and long-term ef-
fects on bone status and acquisition up to peak bone
strength.

Objective: To quantify the short- and long-term asso-
ciations between early initiation of smoking and alco-
hol drinking and bone mineral density in girls.
Methods: We used prospective data from 731 girls
identified in public and private schools in Porto, Por-
tugal. Evaluations were conducted when participants
were 13 and 17 years old. Bone mineral density (BMD)
was measured at the forearm by dual-energy X-ray
absorptiometry. Anthropometric measurements inclu-
ded weight, height and fat-free mass. Pubertal develop-
ment status was estimated using menarche age. Self-
-administered questionnaires were used to collect data
on smoking and alcohol drinking, physical exercise
and calcium and vitamin D intakes. BMD in early and
late adolescence was analyzed continuously or di-
chotomously (Z-score above or below -1). Associations
were calculated using linear or logistic regression and
estimates ore obtained crude and adjusted to menar-
che age and physical activity.

Results: Over one quarter of adolescents had tried
smoking by 13 and almost 45% started drinking be-
tween 13 and 17 years old. One fifth had smoked and
drank by 13 years old. After adjustment for menarche
age and regular sports practice, bone mineral density
at 13 years old was significantly lower with increasing
precocity of drinking (4.1% lower mean BMD in girls
who reported drinking at 13 years old than among
those who reported not drinking by late adolescence),
as well as among those who reported having tried both
smoking and drinking at that age (2.8% lower than
among the remaining girls). Regarding late adoles-
cence, an association between bone mineral density
and smoking emerged, with significantly lower mean
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BMD at 17 being observed in girls who had ever tried
smoking by age 13 (2.5% lower than among never
smokers), as well as in those who reported drinking at
that age (4.6% lower BMD than in non-drinkers). Con-
cordantly, girls who reported having tried smoking and
drinking by age 13 had a 3.6% lower mean forearm
BMD than those who had tried one or neither of
these. When late adolescence BMD was used dichoto-
mously (z-score below or above -1), there were clear
associations between lower z-score and having ever
smoked by 13 years old (adjusted OR=1.92; 95% CI:
1.21,3.05) as well as with ever smoking and drinking
in the same period (adjusted OR=2.31; 95% CI: 1.45,
3.67). Lower BMD z-score was also more frequent with
increasing drinking precocity.

Conclusion: Our study adds prospective evidence of
early smoking and alcohol drinking as predictors of
lower bone quality in late adolescence.

CO09 - 1L17 IS ASSOCIATED WITH DISTURBANCES
IN THE WNT PATHWAY IN RHEUMATOID
ARTHRITIS PATIENTS

Caetano-Lopes J!, Rodrigues AM?, Lopes A',

Vale AC?, Vidal B!, Perpétuo IP', Monteiro J*,

Vaz MF?, Nazarian A’, Canhio H?, Fonseca JE?

1. Unidade de Investigacao em Reumatologia, Instituto de
Medicina Molecular, Faculdade de Medicina da
Universidade de Lisboa, Lisboa;

2. Unidade de Invetigacdo em Reumatologia, Instituto de
Medicina Molecular, Faculdade de Medicina da
Universidade de Lisboa e Servico de Reumatologia e
Doencas Osseas Metabolicas, Hospital de Santa Maria, Lisboa;
3. Departamento de Engenharia Mecanica, Instituto
Superior Técnico, ICEMS, Lisboa;

4. Servico de Ortopedia, Hospital de Santa Maria, Lisboa;
5. Center for Advanced Orthopaedic Studies, Department
of Orthopaedic Surgery, Beth Israel Deaconess Medical
Center, Harvard Medical School, Boston, USA

Objectives: Rheumatoid arthritis (RA) and primary
osteoporosis (OP) are associated with bone fragility. In
this study we aim to identify differences in bone gene
expression between primary OP and rheumatoid ar-
thritis bone samples.

Methods: RA patients submitted to hip replacement
surgery were recruited. They were matched to a group
of primary OP patients for bone mineral density (BMD)
and major clinical fracture risk factors (age, gender,
BMI and BMD). Trabecular bone microarchitecture

was assessed by micro-computed tomography and
bone mechanical behavior by compression tests. Wnt
pathway, bone turnover and proinflammatory cy-
tokines were analyzed by studying gene expression.
Results: Sixteen patients were included, ten with RA
and six with primary OP. No differences were found
between the two groups regarding age, gender, BMD
or FRAX. RA patients reported disease duration of 4+3
years, a DAS 28 3V of 4.05+2.21 and Tscore was of
-2.7+0.8. All RA patients were under low dose of cor-
ticotherapy and synthetic DMARDs. Bone microarchi-
tecture and mechanical bone properties did not differ
between RA and primary OP groups.

IL17 was significantly upregulated in RA patients

bone (p=0.031), no significantly differences were
found regarding other inflammatory cytokines when
comparing to primary OP group. Wnt10b (p=0.015)
and the receptor LRP6 (p=0.048), as well as SFRP1
(p=0.021) were upregulated in RA bone when com-
pared with primary OP. In addition DC-STAMP
(p=0.020), B3 integrin (p=0.001) were downregula-
ted and osterix was upregulated in RA (p=0.035). In
RA patients IL17 bone expression was significantly
correlated with the expression of WNT10B (r=0.810,
p=0.015), DKK2 (r=0.800, p=0.010), RANKL/OPG ra-
tio (r=0.762, p=0.028) and cathepsin K (r=0.683,
p=0.042). DKK2 gene expression was also correlated
with the RANKL/OPG ratio of gene expression
(r=0.870, p=0.002). These associations were not ob-
served for the primary OP group.
Conclusion: Bone fragility in RA patients is induced
by an unbalanced bone microenvironment different
from the pathobiologic phenomena that occurs in pri-
mary OP. In RA, IL17 bone expression is associated
with a specific pattern of gene expression, specifically
with disturbances in the Wnt pathway, suggesting that
its inhibition could prevent RA systemic bone loss.

C010 - CHALLENGES WITH THE APPLICABILITY
OF THE EULAR RECOMMENDATIONS FOR
RHEUMATOLOGY NURSING MANAGEMENT

IN PORTUGAL

Barbosa L, Ramiro S, Garcés S, Santos M],
Canas da Silva ]

Portuguese Rheumatology Nurse Practitioners Working
Group

Background: Several studies have highlighted the
added value of nurses in the management of patients
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with chronic inflammatory arthritis, which led the EU-
LAR Nursing Task Force to formulate a set of recom-
mendations for the role of nurses in this particular con-
text [1]. Rheumatology as a nursing specialty does not
exist in Portugal, and this may constitute an important
barrier for the implementation of these recommenda-
tions.

Objectives: We aimed to evaluate the level of agreement
of Portuguese nurses working in theumatology depart-
ments with the EULAR recommendations and the de-
gree of their applicability in routine clinical practice.
Methods: During January 2012, a questionnaire was
sent to all Portuguese Rheumatology centers, inviting
practicing nurses to answer anonymously to a closed-
-type set of questions that addressed the level of agree-
ment with each of the recommendations (1-total dis-
agreement to 5—total agreement), the recommenda-
tions’ application in practice (not applied (0), partly (1)
or full applied (2)) and the level of confidence in the
applicability of each of the recommendations (0-not
atall confident to 5 totally confident). Chi2 and Mann-
-Whitney tests were used to plot the results.

Results: A total of 68 nurses (84% female; 4.0+4.2
years of practice) from 13 rheumatology centers were
included. Forty (59%) worked at the outpatient clinic
only, 18 at the inpatient clinic only and 10 at both
places. Only 13 (19%) worked exclusively at theuma-
tology departments. Although all nurses (99%) stated
to be interested in getting more training in rheuma-
tology and 47% would like to have the formal special-
ty in rheumatology, only 21 (31%) had received some
type of training. On average, the level of agreement
with all the EULAR recommendations was 4.8+0.3
(with averages for the individual recommendations
ranging from 4.6+0.7 to 5£0.2). In 51.6% of the cases
these recommendations were partly applied in practi-
ce. The level of confidence in their full applicability
was 3.6+0.8 (with averages for the individual recom-
mendations ranging from 3.2+1.3 to 4.1+1.0). Com-
paring nurses with and without specific rheumatolo-
gy training a significantly higher proportion of those
who received training totally agreed with Recommen-
dation 7 (86% vs 72%, p=0.04) - providing care based
on protocols and guidelines - and with Recommenda-
tion 3 (95% vs 62% p=0.04) - patients should have ac-
cess to nurse-led telephone services to enhance conti-
nuity of care and to provide ongoing support. The le-
vel of confidence in the applicability of Recommenda-
tion 7 was also significantly higher in these subgroups
of nurses, and among those with a longer working ex-

perience in rheumatology and working at day-care
units. The level of confidence in the applicability of
Recommendations 3 and 10 (nurses should carry out
interventions and monitoring as part of comprehensive
disease management in order to achieve cost savings)
was also higher in nurses with specific training in
rheumatology.

Conclusions: There is a high level of agreement with
the EULAR recommendations for rheumatology nur-
sing management in Portugal, despite the fact that
most of the nurses are working in partial dedication to
rheumatology and without specific training. The hi-
ghest level of agreement was verified among nurses
with specific training, underlining the importance of
specific training for future commitment.

CO11 - DAS28, CDAI AND SDAI CUTOFFS DO NOT
TRANSLATE THE SAME INFORMATION

Martins E Canhao H, Faustino A, Fonseca JE,
Duarte C, Sousa E, Sequeira G, Jesus H, Cunha I,
Costa JA, Gomes JAM, Silva JA, Patto JV, Miranda
LC, Cruz M, Oliveira M, Santos MJ, Couto M,
Bernardes M, Nero P, Pinto P, Santos RA, Novoa T,
Castelao W

Sociedade Portuguesa de Reumatologia

Introduction: DAS28, CDAI and SDAI are frequently
used indexes to assess disease activity in rheumatoid
arthritis (RA) patients. Cutoffs were defined to diffe-
rentiate the states of disease activity that a patient can
experience: remission or low, moderate and high disea-
se activity. DAS28 intervals for these disease activity
states are, respectively, [0, 2.6[, [2.6, 3.2], 13.2, 5.1]
and 5.1, +o[. CDAI intervals are [0, 2.8], 2.8, 10],
110, 22] and 122, +o[, and SDAI intervals are [0, 3.3],
13.3, 111,111, 26] and 126, +oo[. Taking into account
the CDAI and SDAI cutoffs, new cutoffs for DAS28
have been proposed: [0, 2.41,12.4,3.6],13.6, 5.5] and
15.5, +oof.

Objective: To assess disease activity states classified
by DAS28, CDAI and SDAI, and to analyze their con-
cordance in a Portuguese population.

Methods: Patients with RA under biological therapy
and followed up in the Reuma.pt were included in this
analysis. A total of 1635 patients and 7316 visits were
analyzed, 2285 of which were previous to the onset of
biological agents, 2998 visits were within 2 years of
starting biological treatment and 2033 visits occurred
2 or more years after initiation of biological treatment.
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Opverall Pearson’s correlation coefficients (PCCs) were
calculated for the 3 indexes. Chi-square tests were per-
formed to analyze visits distributions for all disease ac-
tivity states and indexes. PCCs were also calculated to
test the concordance of DAS28 4v with both CDAI and
SDAI indexes, varying each one of them along their
scales with 0.1 intervals.

Results: A strong concordance was found between the
3 indexes throughout the 7316 visits: r=0.881 for
DAS28/CDAI, r=0.876 for DAS28/SDAI and r=0.973
for the CDAI/SDAI correlation (all PCCs with p<0.001).
However, when the different disease activity states were
analyzed, both chi-square tests and PCCs revealed that
the respective cutoffs were non-concordant. The hy-
pothesis that the distributions were the same was re-
jected for all the compared cutoffs. For example, the
correspondence between the new proposed cutoffs for
DAS28 with CDAI (p=5.08966E-55) and SDAI
(p=6.3064E-34) cutoffs was strongly rejected. For these
DAS28 cutoffs (2.4, 3.6 and 5.5), the best correlation
with CDAI was obtained at the cutoffs of 4, 10.1 and
26, and with SDAI at the cutoffs of 4.7, 11.1 and 28.1.
The hypothesis that these 3 distributions are the same
was not rejected (p = 0.991). For the original DAS28
cutoffs (2.6, 3.2 and 5.1), the best correlation with
SDAI was obtained at the cutoffs of 5.6, 8.8 and 23.8.
The hypothesis that these 2 distributions are the same
was not rejected (p = 0.999). We also found that when
considering all visits with DAS28 < 2.6, average patient
global (PG) assessment score was 1.92 (on a scale of 0
to 10) and the average weight of PG was 11.16% for
DAS28, 52.93% for CDAI and 45.61% for SDAI. Ac-
cording to the 2011 ACR/EULAR boolean definition of
remission in RA, PG should not be higher than 1.
Conclusions: DAS28, CDAI and SDAI cutoffs do not
translate the same clinical information for patients re-
gistered in the Reuma.pt. Since disease perception is
influenced by several factors (e.g., culture) and PG
weight in CDAI and SDAI indexes is considerably
higher than in DAS28, established CDAI and SDAI cut-
-offs probably should not be universally applied.

CO12 - FACTORS INFLUENCING THE DIAGNOSIS
OF OSTEOPOROSIS - DATA FROM EPIREUMAPT
Ramiro S'2, Tavares V!, Gouveia N2, Canhao H**,
Branco JC>>¢

1. Hospital Garcia de Orta, Almada;

2. EpiReumaPt Investigation Team, Sociedade
Portuguesa de Reumatologia;

3. Hospitais da Universidade de Coimbra, Coimbra;
4. Centro Hospitalar Lisboa Norte, Lisboa;
5. Faculdade de Ciéncias Médicas, Lisboa;

6. Centro Hospitalar Lisboa Ocidental, Lisboa

Background: EpireumaPt is a cross-sectional study on
the prevalence of rheumatic diseases (RDs) in Portugal.
Osteoporosis (OP) is one of the diseases included in the
study. Socio-demographic and clinical factors associated
with this disease are well known. It is important to con-
firm if the same known factors are the ones associated
with the diagnosis of OP in this study, in a setting when
the rheumatologist is not aware of the DEXA results.
Objectives: To identify factors associated with the diag-
nosis of OP during the first months of EpiReumaPt.
Methods: Participants recruited for the EpiReumaPt
survey and observed by a rheumatologist (December
2011 cutoff) were included in this analysis. The study
population is a representative sample of the Portuguese
population (random-route methodology) and first an-
swers a questionnaire. In a second step, participants
with a positive screening for RD (and 20% of the ones
with a negative screening) are observed by a rheuma-
tologist. A positive screening for OP (1# phase) is made
in the event of a self-reported OP diagnosis, a history
of non-traumatic fracture after the age of 40 or intake
of anti-osteoporotic medication. The proportion of pa-
tients observed by a rheumatologist and with a final
diagnosis of OP was calculated. Patients with and with-
out OP were compared with respect to socio-demo-
graphic and clinical factors. The FRAX and wrist DEXA
results (unknown to the rheumatologist at the time of
the diagnosis) were compared between the two groups.
Factors associated with OP were analysed by univaria-
ble logistic regression followed by multivariable re-
gression. Forward selection was performed until the
best-fit model was obtained.

Results: A total of 255 participants were included, 38
of which (15%) had a final diagnosis of OP. Participants
with OP were older and had a higher probability for
major and hip fractures (FRAX algorithm). The pro-
portion of females and positive screening for OP were
higher among OP sufferers and the T-score was lower.
In the multivariable analysis, OP was in-dependently
associated with older age and female gender (table). An
alternative model additionally included the DEXA re-
sult, being a lower T-score in-dependently associated
with OP. When included in the model, positive
screening for OP was highly significant (OR 37.55).
Conclusion: FRAX and DEXA results were concor-
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TABLE I. FACTORS ASSOCIATED WITH OSTEOPOROSIS

Model 1 OR (95% CI) Model 2 OR (95% CI) Model 3 OR (95% CI)
N =255 N =235 N =255

Age (years) 1.05 (1.03; 1.08) 1.04 (1.01; 1.07) 1.05 (1.02; 1.10)
Gender (female vs male) 8.50 (1.95; 36.94) 9.31 (2.05; 42.32) T
Positive OP screening (yes vs no) ¥ ¥ 37.55 (14.47;, 97.47)
Active worker (yes vs no) T T T
Retired (yes vs no) T T T
Education level (years) T T T
Major fracture probability il il T
T-score ¥ 0.59 (0.41; 0.86) T
BMD T T T
Alcohol intake

Occasionally vs daily * * *

Never vs daily * * *
Physical activity (yes vs no) * * *
Body mass index (kg/m2) * * *
Coffee intake (yes vs no) * * *
Smoking (yes vs no) * * *
Ethnicity (white vs other) * * *
Hip fracture probability * * *

*Not selected in univariable analysis. TNot selected in multivariable analysis. ¥ Not included in the model

dant with expectations in patients with OP. A higher
age and female gender were independently associated
with OP. A lower T-score and a positive screening for
OP (1% phase) were also independently associated with
OP. The strong influence of the positive screening for
OP on the diagnosis of OP shall be further analyzed in
terms of its adequacy.

MESA REDONDA 8: EXAMES LABORATORIAIS
EM REUMATOLOGIA: AINDA A PROCURA DE
UM VERDADEIRO TESTE DIAGNOSTICO

DIA 4 DE MAIO DE 2012

CO13 - FACTORES PREDITIVOS DE RESPOSTA A
TERAPEUTICA BIOLOGICA EM DOENTES COM
ESPONDILITE ANQUILOSANTE - RESULTADOS DO
REUMA.PT

Ramiro S*%, Machado P** Roque R', Santos H?,
Polido-Pereira]J®, Peixoto D7, Duarte C?,
Pimentel-Santos FM#, Silva C°, Fonseca JE®,
Teixeira F’, Marques A °, Aratjo F®, Branco JC¥,

da Silva JAP?, Costa J7, Pereira da Silva JA®,
Miranda L°, Canas da Silva ]!, Canhao H®, Santos MJ*

1. Reumatologia, HGO, Almada;

2. Clinical Immunology & Rheumatology, AMC,
Amsterdam, Netherlands;

3. Reumatologia, HUC, Coimbra, Portugal,

4. Rheumatology, LUMC, Leiden, Netherlands;
5. Reumatologia, IPR;

6. Rheumatologia, HSM, Lisboa;

7. Reumatologia, ULSAM, Ponte de Lima;

8. Reumatologia, CHLO, Lisboa, Portugal

Introducao: A identificacdo de factores preditivos
de resposta as terapéuticas biologicas em doentes com
Espondilite Anquilosante (EA) ¢ de extrema impor-
tancia, especialmente tendo em conta os custos e
os potenciais efeitos adversos associados a estas tera-
péuticas.

Objectivos: Determinar factores preditivos de respos-
ta a terapéutica biologica as 12 semanas em doentes
com EA, na pratica clinica diaria.

Métodos: Foram incluidos doentes com EA que ini-
ciaram terapéutica biologica e foram registados no
Reuma.pt. Foi utilizada a informacéo relativa ao inicio
da terapéutica bioldgica e as 12 semanas de segui-
mento (n = 197). Realizaram-se anlises de regressao
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AASDAS = 1.1

ABASDAI =2 or =50%

OR (IC 95%)
(n=166)

OR (IC 95%)
(1‘1:135)

OR (IC 95%)
(n:l 74)

OR (IC 95%TI)
(n=193)

Idade no inicio do biologico
(<40 vs =240)

* %

4.04 (1.86; 8.78)

3.02 (1.56; 5.84)

3.43 (1.82; 6.44)

Sexo (masculino vs feminino)

3.01 (1.20; 7.57)

* %

2.39 (1.21; 4.74)

2.73 (1.36; 5.45)

MC (kg/mZ) *% *% *% *%
Educacio (anos) 1.11 (1.01; 1.21) *% 8 8
Dor (=4 vs <4; 0-10) 0.27 (0.09; 0.84) wH 8 8§
ASDAS inicial 3.98 (2.19; 7.21) o} 1.47 (1.03; 2.10) o}
BASDALI inicial (0-10) 8 8 8 1.20 (1.01; 1.43)
PCR (=25mg/1 vs <5mg/l) o} 9.33 (3.89; 22.35) 8 8

§ Nao incluida no modelo multivariado **Nao seleccionada durante a regressao multivariada (p=0.05).
0 Excluida do modelo devido a colineariedade; o mesmo modelo foi repetido com esta variavel incluida

logistica univariadas de preditores de resposta ASDAS
(melhoria =1.1) e de resposta BASDAI (melhoria =2
unidades ou =50%). As varidveis com um valor de
p<0.1 foram testadas em modelos multivariados.
Quando ambos 0 ASDAS e a PCR (ou ASDAS e BAS-
DAI) foram significativos na analise univariada, foram
incluidos em modelos multivariados separados, para
evitar problemas de colineariedade. Utilizou-se o mé-
todo de “forward selection” até se obter o melhor mo-
delo, tomando os efeitos confundidores em conside-
racdo. Foram testadas interac¢oes.

Resultados: Verificou-se uma resposta ASDAS em
64% dos doentes e uma resposta BASDAI em 58% dos
doentes. A resposta ASDAS as 12 semanas ocorreu so-
bretudo em individuos do sexo masculino, com niveis
mais elevados de educacido, de dor lombar e de ASDAS
inicial (tabela). Retirando o ASDAS do modelo, a ida-
de mais jovem e a PCR mais elevada foram identifica-
das como preditores da resposta ASDAS. A resposta
BASDAL teve como preditores a idade (<40), o sexo
(masculino), o BASDAI ou ASDAS inicial (por unida-
de) (consoante a varidavel utilizada no modelo).
Conclusdes: Uma melhor resposta a terapéutica bio-
logica pode ser esperada em doentes com EA do sexo
masculino e de idade mais jovem. A actividade de
doenca no inicio do biologico é também um factor pre-
ditor de resposta as 12 semanas. O ASDAS inicial é
preditor de ambas as respostas ASDAS e BASDAI, mas
0 BASDALI é preditor apenas da resposta BASDAI. A
PCR é um preditor importante de resposta ASDAS, mas
nao de resposta BASDAI Os preditores identificados
no Reuma.pt estdo em linha com o observado em en-
saios clinicos'.
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CO014 - PREDICTIVE FACTORS OF THE SIX MINUTES
WALKING TEST IN OBESE INDIVIDUALS WITH
KNEE OA

Yazigi F', Espanha M', Marques A', Cunha C?,
Vitorino J*, Monge I?, Sousa M?

1. Interdisciplinary Centre for the Study of Human
Performance (CIPER), Faculty of Human Kinetics,
Technical University of Lisbon;

2. Faculty of Human Kinetics, Technical University of
Lisbon;

3. Portuguese Institute of Rheumatology

Knee Osteoarthritis (KOA) is increasing, due in part to
obesity making it one of the most common causes of
disability. Knee loads related to obesity and joint
weight-bearing plays an important role in the deve-
lopment and progression of KOA. Besides, knee pain
is a common complaint among obese individuals com-
promising joint mobility and therefore physical func-
tion. One of the most important functional assess-
ments for KOA individuals is walking capacity which
might be done using the Six Minute Walk Test
(6MWT). This test has been referred as a reliable test
to predict functional capacity in individuals with
symptomatic KOA.

Purpose: the purpose of this study was to determine
which factors might predict the performance of the
6MWT in obese individuals with KOA.

Methods: From 80 obese volunteers with sympto-

ORGAO OFICIAL DA SOCIEDADE PORTUGUESA DE REUMATOLOGIA




COMUNICACOES ORAIS

matic KOA, 50 adults (35 women, 15 men) with radio-
graphic KOA were included (age: 55.3+6.7yrs; Body
Mass Index (BMI): 34.9+4.9Kg m™) in this study. Self-
report measures were recorded by using the Knee In-
jury and Osteoarthritis Outcome Score (KOOS) Pain
and Other Symptoms subscales, the Beck Depression
Inventory (BDI) and the International Physical Acti-
vity Questionnaire, short version (IPAQ) to control the
amount of physical activity. Functional tests included
the 6MWT, balance test (stand on foam with eyes
closed) and Five-Times-Sit-to-Stand Test (FTSST).
Pearson’s coefficient was used to analyze the correlation
between age, BMI, distance of 6MWT, impact of pain
on activities of daily living, other knee symptoms, de-
pression, balance, and lower extremity muscle perfor-
mance. Multiple regression analyses (stepwise) were
used to identify which factors best predict the ESMWT.
Results: Pearson’s correlation showed that 6GMWT was
inversely correlated with knee pain (r=-.535, p<.001),
with BMI (r=-.421, p=.002), and with BDI score
(r-.455, p=.001), and positively correlated with the
FTSST (r=.413, p=.003). The Stepwise multiples re-
gression analysis revealed that the significant predic-
tors of 6MWT were KOOS pain subscale, BDI score,
and FTSST (adjusted R’=0.421, p<.001). Additional-
ly, separate analyses for sex were done showing that
only one factor significantly predicted the 6MWT. For
men the FTSST explained 64% of the variance ob-
tained in the EBMWT (p<.001) and for women the
unique predictor was the KOOS other symptoms sub-
scale (adjusted R?=0.245, p=.001).

Conclusions: Negative association between 6MWT
and BMI was somehow expected, as obese individuals
suffer higher joint stress showing poor walking abili-
ty. However, BMI in this regression model did not ex-
plain the walked distance, probably because all the
subjects in this study were obese. Our findings sug-
gest that higher knee pain and lower limb strength
were associated with a lower functional capacity. Mus-
cle weakness is considered part of the mechanical
pathology of KOA and pain has mostly a mechanical
pattern, affecting postural control required in walking.
Depression state was also related to walking ability,
showing that attitudes and beliefs negatively reflected
in the capability of accomplishing this physical task.
The lower limb strength explained the walking ability
in men, but this finding should be considered cau-
tiously due to the small number of individuals. Final-
ly, the women’s perceived knee health status modera-
tely explains the performance in this walking test.

COol15- ASSOCIACAO ENTRE ACTIVIDADE DE DOENCA,
NiVEIS SERICOS DE ESCLEROSTINA E DENSIDADE
MINERAL OSSEA (MAO E FEMUR) EM DOENTES COM
ARTRITE REUMATOIDE ESTABELECIDA

Bernardes M!, Vieira T?, Terroso G', Aleixo A’,
Madureira P?, Vieira R!, Bernardo A', Pimenta Sofia’,
Goncalves C*, Oliveira A2, Faria T2, Martins MJ°,
Machado JC®, Pereira JG7, Costa L*, Simoes-Ventura F*
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Jodo e Faculdade de Medicina do Porto;
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Introducao: A artrite reumatoide (AR) esta associada
a perda localizada de massa ssea nas méos, assim
como a osteoporose generalizada. A Dual energy X-ray
Absorptiometry (DXA) é um instrumento muito sensi-
vel para a medicdo de perda de massa 6ssea na AR.
As erosoes articulares sdo caracteristicas da AR e sdo
causadas por aumento da reabsorcdo dssea. O sistema
RANKIL/OPG ¢ o principal mecanismo regulador do
recrutamento dos osteoclastos. Adicionalmente, na AR
néo se verifica um aumento da formacao 6ssea que per-
mita prevenir ou diminuir o aparecimento de erosoes.
A via Wnt tem um papel fulcral no controlo da for-
macao ossea através da regulacdo da actividade osteo-
blastica. A esclerostina e o Dkk-1 séo reguladores im-
portantes desta via.
Objectivo: Determinar o grau de associacio da activi-
dade de doenca com os niveis dos biomarcadores 6s-
seos e a densidade mineral 6ssea (DMO) nas diferen-
tes localizacdes anatomicas avaliaveis em doentes com
AR estabelecida, analisando as diferencas em funcao
dos regimes terapéuticos instituidos (DMARDs con-
vencionais exclusivamente versus agentes bioldgicos
com ou sem associacio de DMARDs convencionais).
Métodos: Em consulta de monitorizacdo, foram obti-
das as diferentes variaveis clinicas e as amostras san-
guineas. Foi aplicada a versao portuguesa do Stand-
ford Health Assessment Questionnaire (HAQ) e obti-
dos os Disease Activity Score quatro variaveis
(DAS28(4v)), contagem das 68 articulacoes dolorosas
(TJC) e 66 articulacoes tumefactas (SJC). A DMO foi
avaliada por DXA (Lunar Expert 1320®) na coluna
lombar, anca, colo femoral, triangulo de Wards, maos
e segundas falanges proximais.
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Efectuaram-se doseamentos séricos de VSG, PCR,

B-C-telopeptide of collagen1 cross-links (-CTX1), os-
teocalcina, Dkk-1 (ELISA, Biomedica), esclerostina
(ELISA, TECOmedical), RANKL (ELISA, Cusabio), os-
teoprotogerina (ELISA, Biomedica) e serotonina (ELI-
SA, Labor Diagnostika Nord). Para analise estatistica
dos dados, utilizou-se 0 PASW Statistics 18.
Resultados: Foram avaliados 110 doentes com AR, 88
(80%) mulheres, 56 (51%) sob agentes bioldgicos,
com 54+11 anos de idade, 14£10 anos de duracio de
doenca, DAS28(4v) médio de 4.25+1.31 e um HAQ
médio de 1.215+0.651. Num modelo de analise mul-
tivariada (ajustando para a idade, IMC, duracdo de
doenca, dose média diaria de prednisolona, anos de
corticoterapia e anos de terapéutica anti-reabsortiva) e
em doentes com AR exclusivamente sob DMARDs con-
vencionais, a actividade de doenca moderada, segun-
do o DAS28(4v), associou-se a niveis de esclerostina
mais elevados (p<0.05). Verificou-se uma tendéncia
para niveis de RANKL mais altos em pacientes com
doenca severamente activa. O DAS28(4v) associou-se
negativamente com a DMO no colo femoral (p<0.05),
maos (p<0.001) e segundas falanges proximais
(p<0.005). Usando o0 mesmo modelo e ajustando tam-
bém para anos de terapéutica com agentes bioldgicos,
no grupo de doentes sob agentes bioldgicos, os niveis
de esclerostina associaram-se positivamente com a ac-
tividade de doenca (p<0.05). Niveis superiores de
DAS28(4v) associaram-se a valores inferiores de DMO
na anca, colo femoral, maos e segundas falanges pro-
ximais (p<0.001).
Conclusdes: Nanossa populacio de doentes com AR,
verificou-se uma forte associacio negativa entre acti-
vidade de doenca e valores de DMO na mao e fémur.
A ligacao entre grande actividade de doenca e niveis
aumentados de esclerostina pode ser uma das causas
para uma formacao 6ssea diminuida na AR activa.

C016 - THE IMPACT OF IMMUNOGENICITY ON
DRUG SAFETY PROFILE

Garcés S', Freitas J?, Canas-da-Silva J>, Demengeot J*
1. Hospital Garcia de Orta, Instituto Gulbenkian Ciéncia;
2. Hospital Garcia de Orta;

3. Instituto Gulbenkian Ciéncia

Over the last years, an increasing body of evidence has
highlighted the clinical significance of drug immuno-
genicity. Anti-drug antibodies (ADA), by forming im-
mune complexes with the drug, promote its faster clea-

rance from circulation, reducing therapeutic effective-
ness. However, ADA have also been associated with
increased incidence of drug-related adverse events
(AE), particularly infusion-related AE during inflixi-
mab therapy, despite severe thromboembolic pheno-
mena associated with antibodies against adalimumab
have also been reported in the literature.

We assessed the association between ADA and in-
fusion-related AE in patients with Rheumatoid Arth-
ritis (RA), Ankylosing Spondylitis (AS), Psoriatic Arth-
ritis (PsA) and Inflammatory Bowel Disease (IBD), re-
ceiving infliximab therapy.

We conducted a prospective cohort study over 2-
-years evolving 84 consecutive patients (22 AR, 33 AS,
9 PsA and 30 IBD) receiving infliximab at 3-5 mg/Kg
every 6 or 8 wks, at day care unit of Hospital Garcia de
Orta, Almada. Seventy-six percent of patients were fe-
male, with mean (SD) age of 48 (10.2) years, disease
duration of 8 (6.4) years, receiving biologic therapy by
2.9 (2.0) years. All RA patients and 89% of PsA were
receiving concomitant MTX. IBD patients were recei-
ving concomitant azathioprine and also hydrocortiso-
ne plus anti-histaminic prior to each infliximab infu-
sion. ADA were detected by an optimized Bridging
ELISA, just prior to next infliximab infusion. Clini-
cians were blind for the tests results. Therapeutic res-
ponse and low disease activity were defined according
to the EULAR guidelines (RA and RA-like PsA), ASAS
group guidelines (AS and AS-like PsA) and by an ex-
pert clinician (IBD patients).

During the follow-up period, a total of 25 patients
(30%) had detectable ADA (41% of RA, 33% of PsA,
18% of AS and 23% of IBD patients). Of those, 44%
developed an infusion-related AE (4 RA patients, 2
PsA, 2 AS and 4 IBD patients). In all of those cases,
ADA detection occurred prior to the AE. All patients
with RA, PsA and AS who developed infusion-related
AE were unable to maintain therapeutic response over
time, while 2 out of 4 patients with IBD were still con-
sidered responders during the follow-up period. All
the reactions were mild-moderate requiring hydro-
cortisone and anti-histaminic administration.

We verified that 100% of patients with infusion-re-
lated AE had detectable ADA, while 44% of patients
with detectable ADA developed such AE. Those pa-
tients were not able to sustain therapeutic responses
and the maintenance of therapy in such cases may have
serious deleterious effects with no additional thera-
peutic benefits. Our results are in agreement with
other studies published in the literature. However,
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more robust studies are warranted to better evaluate sa-
fety aspects related with immunogenicity.
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Introduction: Zoledronate, a third generation bis-
phosphonate, has showed high efficacy in the inhibi-
tion of bone resorption and it is nowadays considered
first line therapy in the treatment of Paget Disease (PD).
The objective of this observational study was to assess
the efficacy and safety of zoledronate in clinical prac-
tice in short and long-term follow-up.

Mehods: Patients with active PD treated with zole-
dronate 5 mg were consecutively recruited between
2006 and 2011 and followed prospectively. Clinical
(bone and joint pain attributed to PD) and laboratory
parameters (alkaline phosphatase (ALP), bone specific
alkaline phosphatase (BSALP), procollagen type 1
N-terminal propeptide (P1NP), collagen type 1 beta
C-terminal telopeptide (b-CTX), seric and urinary cal-
cium and phosphorus and parathormone levels) were
determined before, at 3 and then every 6 months after
treatment, up to a maximum of 60 months of follow-
-up. Adverse events were registered according to cli-
nical protocol.

Results: 60 patients (60% males), with a mean age of
68+11 years and a mean disease duration of 119 years
were included. 69% had polyostotic disease and the
mean percentage of skeletal involvement (Howarth ta-
ble) was of 10.8+£7.6%. 68% were symptomatic: 71%
of those referring bone and 54% joint pain attributed
to PD. 54% were receiving analgesic or non steroidal
anti-inflammatory drugs. 48.3% had been previously
treated with parental pamidronate, with a cumulative
dose 0f 234+£209mg. The mean follow-up period after
zoledronate infusion was of 37+13 months (minimum
of 12 and maximum of 60). Only 4 patients (6.6%) re-
quired retreatment, on average 30 months after the
first zoledronate infusion. A marked reduction of ALP
(261,6+152.,5 U/L at baseline) was observed at 3
(709%:;79,6+42,6) and 6 months (74%;67,0+22,1)
after zoledronate administration, being maximal at 12
months (75%;66,3+22,2) (p<0.001). The difference of
the mean values of ALP between 3 and 6 months was
also significant (p<0.05). At 3 and 6 months, 95% and
96% of patients respectively, achieved remission defi-
ned as a normalization of ALP levels. Maximum effect
was obtained at 12 months after treatment with 98%
of patients being in remission. Significant reductions
of the mean levels of BSALP, PINP, and b-CTX
(p<0.001) were also verified at 3, 6 and 12 months
after treatment. 47% of patients reported pain impro-
vement: 89% at 3 months, 7% at 6 months and 4% at
12 months. Transitory side effects were registered in 15
patients, 18% referred flu-like symptoms, 10% sho-
wed asymptomatic hypocalcaemia and 30% asympto-
matic hypophosphoremia.

Conclusions: This study confirms the efficacy and sa-
fety of zoledronate in a Portuguese population of pa-
tients with active Paget’s disease. Biochemical remis-
sion was achieved in 98% of patients at 12 months and
improvement of pain in 47%, the majority 3 months
after treatment. Furthermore these benefits were long-
-term sustained with only 6.6% of patients requiring
retreatment during an average follow-up of 37 months.
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